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Title 21—Food and Drags 

CHAPTER I—FOOD AND DRUG ADMIN¬ 
ISTRATION. DEPARTMENT OF HEALTH, 
EDUCATION, AND WELFARE 

(Recodlllcation Docket No. 9| 

SUBCHAPTER C—DRUGS: GENERAL 

Reorganization and Republication 

The Commissioner of Food and Drugs, 
for the purposes of establishing an 
orderly development of informative reg¬ 
ulations for the Food and Drug Admin¬ 
istration, furnishing ample room for 
expansion of such regulations in years 
ahead, and providing the public and af¬ 
fected industries with regiilations that 
are easy to find, read, and understand, 
has initiated a recodification program for 
Chapter I of Title 21 of the Code of Fed¬ 
eral Regulations. 

This is the ninth document in a series 
of recodification documents that will 
eventually include all regulations ad¬ 
ministered by the Food and Drug Ad¬ 
ministration. 

This recodification document repre¬ 
sents a reorganization of material re¬ 
maining in Subchapter C—^Drugs that 
has general applicability, rather than 
strictly human or animal use. In addi¬ 
tion certain related sections imder Parts 
1 and 3 have been redesignated as part 
of the revised Subchapter C—Drugs: 
General. 

The following table shows the relation¬ 
ship of the CFR section numbers under 
the former Subchapters A and C to their 
redesignation reflected in the new Parts 
200 through 299: 

Old 
Section 

1.100. 

New 
Section 

299.5 

Old 
Section 
a 21 

New 
Section 

_ 250.102 
1.101. 201.6 .122 _ 200.101 
1.101a_ 201.60 3.27 _ 250.203 
1.102_ 201.50 3.28_ _ 200.50 
1.102a_ — 201.61 3.29_ _ 201.307 
1.102b_ — 201.1 3.10 __ _ 201.308 
1.102c_ — 201.51 3 3fi _ 201.303 
1.102d_ — 201.62 3 36 _ 250.103 
1.103 201.16 .1.17 _ 201 309 
1.104_ __ 201.10 3.40_ _ 250.201 
1.105 _ 202.1 3.43- -201.310 
1.106(a) . 201.5 3.44_ 201.311 
1.106(b) . 201.100 3.45_ - 200.30 
1.106(c) _ .. 201.105 3.48_ _ 250.106 
1.106«1) . .. 201.109 3.50_ _ 250.104 
1.106(f) .. 201.110 3.52_ - 250.107 
1.106(g) - 201.115 3.53_ - 250.10 
1.106(h) . „ 201.116 3.66_ _ 201.405 
1.106(1) __ „ 201.117 3.61_ _ 200.18 
1.106(J) 201.119 3.62_ _ 299.4 
1.106(k) - — 201.120 3.63_ _ 250.11 
1.106(1) 201.122 3.64_ _ 250.12 
1.106(m) - — 201.125 3.67_ - 201.305 
1.106(n) - „ 201.127 3.71_ _ 260.100 
1.106(0) - .. 201.128 3.74_ _201.56 
1 107 — 201.150 3.76_ _ 200.10 
1.108(a) 3.77_ _ 29035 

& (b) „ 201.16 3.81_ _201300 
1.108(c) — „ 290.6 * 3.84_ -201.410 
1.109_ .. 290.5 3.90_ - 250.300 
1.110 290.10 3.91_ _ 250.250 
1 HR 200.15 3.94 _ 250 109 
3.3_ 201.300 3.95_ _ 250.110 
3.4_ .. 201.302 3.501 - 200.5 
3.7 .. 250.108 3.502 . 201.19 
3.8 - 250.101 3.503.. 201.312 
3.11_ _ 201.301 3.505 _ 201.313 
3.12_ _ 201.304 3.506 _ 200.11 
3.15_ _ 201.306 3.507 _ 201 17 
3.16_ _ 200.100 3.508 _ —_ 201.18 

Old New Old New 
Section Section Section Section 

a .snn 201.314 133.11_ .. 211.58 
3.510- 201.315 133.12_ .. 211.110 
a 512 ^ 200 31 133.13_ .. 211.60 
3.513_ 200.7 133.14- .. 211.62 
3.514_ __ 201.55 133.15_ .. 211.115 
3.515- .. 201.160 133.100 ... .. 225.1 
3.516_ 250.105 133.101 ... .. 225.20 
3.618 .. 201.161 133.102 ... .. 225.30 
1.17 1 __ 207.3 133.103 ... 225.10 
132.2_ 207.20 133.104 ... .. 225.42 
117 1 207.21 133.105 ... .. 225.102 
117 A 207.22 133.106 .. .. 225.40 
132.6- 207.25 133.107 .. — 225.80 
132.6- „ 207.30 133.108 .. .. 225.58 
132.7_ 207.31 133.109 .. .. 225.110 
132.8_ __ 207.35 133.110 -. .. 225.115 
132.9_ 207.37 133.200 .. „ 226.1 
132.10 ... — 207.26 133.201 .. .. 226.20 
132.11_ ... 207.39 133.202 .. „ 226.30 
132.31 — — 207.40 133.203 .. 226.10 
132.51 — —. 207.65 133 .204 .. .. 226.42 
133.1_ ... 210.3 133.205 .. .. 226.102 
133.2_ 211.1 133.206 .. .. 226.40 
133.3- — 211.20 133.207 .. .. 226.80 
133.4_ 211.30 133.208 .. 226.58 
133.5_ ... 211.10 133.209 .. 226.110 
111 R ... 211.42 133.210 .. — 226.116 
133.7- ... 211.101 133.300 .. .. 229.26 
133.8_ ... 211.40 138.1_ -- 299.3 
133.9_ ... 211.55 138.2_ 299.20 
133.10 ... 211.80 

The changes being made are nonsub¬ 
stantive in nature and for this reason 
notice and public procedure are not pre¬ 
requisites to this promulgation. For the 
convenience of the user, the entire text of 
Parts 200, 201, 202, 207, 210, 211, 225, 226, 
229, 250, 290, and 299 of Subchapter C 
is set forth below. 

Dated: March 21. 1975. 

Sam D. Fine, 
Associate Commissioner for 

Compliance. 

Therefore, 21 CFR is amended by re¬ 
designating portions of Parts 1 and 3 
of Subchapter A and Parts 132, 133, and 
138 of Subchapter C as Parts 200, 201, 
202, 207, 210, 211, 225, 226, 229, 250, 290, 
and 299 of Subchapter C—^Drugs: Gen¬ 
eral, and republished to read as follows: 

SUBCHAPTER C—DRUGS: GENERAL 

Part 

200— General 

201— tAbellng 

202— Prescription Drug Advertising 

207—Registration of Producers of Eknigs and 
Listing of Drugs In Commercial Dis¬ 
tribution 

210— Current Good Manufacturing Practices 
In Manufacturing, Processing, Pack¬ 
ing, XX Holding of Drugs: General 

211— Current Good Manufacturing Practice 
for Finished Pharmaceuticals 

225— Current Good Manufacturing Practice 
for Medicated Feeds 

226— Current Good Manufacturing Practice 
for Medicated Premizes 

229—Current Good Manufacturing Practice 
for Certain Other Drug Products 

250—Special Requirements for Specific Hu¬ 

man Drugs 

290—Controlled Drugs 

299—^Drugs; Official Names and Established 

Names 

PART 200—GENERAL 
Subpsrt A—General Provisions 

Sec. 
200.5 MaUlng of Important Information 

about drugs. 
200.7 Supplying pharmacists with Indi¬ 

cations and dosage information. 
200.10 Contract facilities (including con¬ 

sulting laboratories) utilized as 
extramural facilities by pharma¬ 
ceutical manufacturers. 

200.11 Use of octadecylamlne In steam 
lines of drug establishments. 

200.15 Definition of term “insulin.” 
200.18 Use of secondhand containers for 

the shipment or storage of food 
and animal feed. 

Subpart B—Manufacturing Procedures Affecting 
New Drug Status 

200.30 Sterilization of drugs by irradia¬ 
tion. 

200.31 Timed release dosage forms. 

Subpart C—Requirements for Specific Classes or 
Drugs 

200.50 Ophthalmic preparations and dis¬ 
pensers. 

Subpart D—Suitability of Specific Drug 
Components 

200.100 Use of ox bile from condemned 
livers from slaughtered animals 
in the manufacture of drugs. 

200.101 Suprarenal glands from hog car¬ 
casses prior to final inspection. 

Attthokitt: Sec. 701, 52 Stat. 1056; 21 
U.S.C. 371, unless otherwise noted. 

Subpart A—General Provisions 

§ 200.5 Mailing of important informa¬ 
tion about drags. 

Manufacturers and distributors of 
drugs and the Food and Drug Adminis¬ 
tration occasionally are required to mall 
Important Information about drugs to 
physicians and others responsible for 
patient care. In the public Interest, such 
mail should be distinctive in appearance 
so that it will be promptly recognized and 
read. The Food and Dnig Administration 
will make such mailings in accordance 
with the qjedflcatlons set forth in this 
section. Manufacturers and distributors 
of drugs are asked to make such mailings 
as prescribed by this section and not to 
use the distinctive envelopes for ordinary 
mull. 

(a) Use first class mall and No. 10 
white envelopes. 

(b) The name and address of the 
agency or the drug manufacturer or dis¬ 
tributor Is to appear in the upper left 
comer of the envelope. 

(c) The following statements are to 
appear In the far left third of the en¬ 
velope front, in the type and size indi¬ 
cated, centered In a rectangular spape 
approximately 3 Inches wide and 2V4 
Inches high with an approximately %- 
inch-wide border In the color Indicated: 

(1) When the information concerns 
a significant hazard to health, the state¬ 
ment: 

IMPORTANT 
DRUG 

WARNING 

The statanent shall be in three lines, all 
capitals, and centered. “Important" shall 
be In 36 point Gothic Bold type. “Drug” 
and “Warning" shall be in 36 point 
Gothic Condensed type. The rectangle’s 
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border and the statement therein shaU 
be red. 

(2) When the Information concerns 
Important changes In drug package 
labeling, the statement: 

nfPOBTAMT 
PRKSCRIBINa 
INFORMATION 

The statement shall be In three lines, all 
capitals, and centered. “Important" shaU 
be In 36 point Oothic Bold type. "Pre¬ 
scribing" and “Information" shall be In 
36 point Qothlc Condensed type. The 
rectangle’s border and the statement 
therein shall be blue. 

(3) When the InformaUon concerns a 
correction of prescription drug advertis¬ 
ing or labeling, the statement: 

IMPORTANT 
CORRECTION 

OP DRUG 
INFORMATION 

The statement shall be in four lines, all 
capitals, and centered. "Important" shall 
be In 36 point Gothic Bold type. "Correc¬ 
tion." “Of Drug," and “Information" 
shall be In 36 point Qothlc Condensed 
type. The rectangle’s border and the 
statement therein shall be brown. 
(Sec. 70S(b). 63 Stat. 1068; 31 UJ3.0. 876(b)) 

§ 200.7 Supplying pharmacists with in¬ 

dications and dosage information. 

There are presently no regulations 
under the Federal Food. Drug, and Cos¬ 
metic Act that prevent a manufacturer 
of prescription drugs from sending the 
pharmacist data he needs on Indications 
and dosage In exercising his important 
professional function of checking against 
possible mistakes In a prescription. Tne 
Pood and Drug Admlnlstratlcm believes 
manufacturers should be encouraged to 
supply such printed matter to the i^ar- 
maclst for his professional Information. 
Obviously, such printed matter should 
not be displayed to prospective pur¬ 
chasers to promote over-the-counter sale 
of prescription drugs. 
(Secs. 603(0(1). 608(b)(1)(B). 63 Stst. 1061. 
53 Stat 1053. as amended 65 Stat. 648. 649; 
21 U.S.C. 352(f)(1). 363(b)(1)(B)) 

§ 260.10 Contract facilitios (including 

consulting laboratories) utilized as 

extramural facilities by pharmaceu¬ 

tical manufacturers. 

(a) Section 704(a) of the Federal 
P’ood. Drug, and Cosmetic Act specifically 
authorizes Inspection of consulting 
laboratories as well as any factory, ware¬ 
house, or establishment In which pre¬ 
scription drugs are manufactured, proc¬ 
essed. packed, or held. 

(b) The Food and Drug Administra^ 
tion Is aware that many manufacturers 
of pharmaceutical products utilize ex¬ 
tramural independent contract facilities, 
such as testing laboratories, contract 
packers or labelers, and custom grinders, 
and regards extramural facilities as an 
extension of the manufacturer’s own 
facility. 

(c) The Food and Drug Administra¬ 
tion reserves the right to disclose to the 
pharmaceutical manufacturer, or to the 
applicant of a new drug application 
(NDA) or to the sponsor of a Notice of 

Claimed Exemption for Investigational 
New Drug (IND), any information ob¬ 
tained during the inspection of an extra¬ 
mural facility having a specific bearing 
on the compliance of the manufacturer’s, 
applicant’s, or sponsor’s product with 
the Federal Food, Drug, and Cosmetic 
Act. The Food and Drug Administration’s 
position Is that by the acceptance of such 
contract work, the extramural facility 
authorizes such disclosures. 

(d) The Food and Drug Administra¬ 
tion does not consider results of valida¬ 
tion studies of analytical and assay 
methods and control procedures to be 
trade secrets that may be withheld from 
the drug manufacturer by the contracted 
extramural facility. 
(Secs. 501. 505, 704(a), 52 Stat. 1049-60, as 
amended, 1052-63, as amended, 67 Stat. 477, 
as amended, 76 Stat. 792; 31 UB.C. 361. 866. 
374(a)) 

§ 200.11 Use of octadecylamine in steam 

lines of drug cstablishmenU. 

The Food and Drug Administration 
will not object to the use of octadecyla¬ 
mine In steam lines where the steam 
may be used for autoclaving surgical in¬ 
struments and gauze if the octadecyla¬ 
mine in the steam is not more than 2.4 
parts per million. 
(Sec. 502, 53 Stat. 1061; 21 UR.C. 353) 

§ 200.15 Definition of term **insulin." 

For the purposes of sections 502(k) 
and 506 of the act: 

(a) The term “insulin" as used therein 
means the active principle of pancreas 
which affects the metabolism of carbo¬ 
hydrate in the animal body and which 
is of value in the treatment of diabetes 
melUtus. 

(b) The following substances, when 
they are intended for use in the manu¬ 
facture of insulin-containing drugs that 
will subsequently be submitted for certi¬ 
fication, shall not be considered to be 
subject to certification as “drugs com¬ 
post wholly or partly of Insulin": 

(1) Pancreas glands; and 
(2) Materials prepared from pan¬ 

creas glands, such as “salt cake’’ and 
“isoelectric precipitate,” which materials 
must be subjected to further purification 
in order to meet the standards of purity 
established by Part 429 of this chapter. 
(Sec. 506, 55 Stat. 851; 21 U.S.C. 356) 

§ 200.18 Use of secondhand containers 

for the shipment or storage of food 

and animal feed. 

(a) Investigations by the Food and 
Drug Administration, the National Com¬ 
municable Disease Center of the UJS. 
Public Health Service, the Consumer and 
Marketing Service of the U.S. Depart¬ 
ment of Agriculture, and by various State 
public health agencies have revealed 
practices whereby food and animal feed 
stored or shipped In secondhand con¬ 
tainers have been rendered dangerous to 
health. Such contamination has been 
the result of the original use of these 
containers for the storage and shipment 
of articles containing or bearing disease 
organisms or poisonous or deleterious 
substances. 

(b) The Commissioner concludes that 
such dangerous or potentially dangerous 
practices Include, but are not limited to, 
the following: 

(1) Some vegetable growers and 
packers employ used poultry crates for 
shipment of fresh vegetables. Including 
cabbage and celery. Salmonella orga¬ 
nisms are commonly present on dressed 
poultry and In excreta and fluid exu¬ 
dates from dressed birds. Thus wooden 
crates in which dressed poultry has been 
Iced and packed are potential sources of 
Salmonella or other enteropathogenlc 
microorganisms that may contaminate 
fresh, vegetables which are frequently 
consumed without heat treatment. 

(2) Some potato growers and pro¬ 
ducers of animal feeds use secondhsmd 
bags for shipment of these articles. Such 
bags may have originally been used for 
shipping or storing pesticide-treated seed 
or other articles bearing or containing 
poisonous substances. Thus these sec¬ 
ondhand bags are potential sources of 
contamination of the food or animal 
feed stored or shipped therein. 

(c) In a policy statement Issued 
April 11, 1968r the Food and Drug Ad¬ 
ministration declared adulterated within 
the meaning of section 402(a) of the 
Federal Food, Drug, and Cosmetic Act 
shipments of vegetables or other edible 
food In used crates or containers that 
may render the contents Injurious to 
health. This policy statement Is extended 
so that the Food and Drug Administra¬ 
tion will regard as adulterated within 
the meaning of section 402(a) of the act 
shipments of vegetables, other edible 
food, or animal feed In us^ crates, bags, 
or other containers that may render the 
contents Injurious to health. 
(Secs. 402(a). 53 Stat. 1046, as amended; 21 
U.S.C. 342(a)) 

Subpart B—Manufacturing Procedures 
Affecting New Drug Status 

§ 200.30 Sterilization of drugs by irra¬ 

diation. 

’There Is a current Interest In the uti¬ 
lization of newly developed sources of 
radiation for the sterilization of drugs. 
E*rior to the marketing of a drug steri¬ 
lized by such means. It Is necessary In 
the Interest of protecting the public 
health to establish by adequate investi¬ 
gations that the Irradiation treatment 
does not cause the drug to become un¬ 
safe or otherwise unsuitable for use. Ac¬ 
cordingly, all drug products, including 
injections, ophthalmic solutions, surgi¬ 
cal sutures, and surgical dressings ster¬ 
ilized by means of Irradiation are 
regarded as new drugs within the mean¬ 
ing of section 201 (p) of the Federal Food. 
Drug, and Cosmetic Act. An effective 
new-drug application pursuant to sec¬ 
tion 505 of the act Is therefore a pre¬ 
requisite to Interstate shipment of such 
articles, except as provided by section 
505(1). 
(Secs. 201, 605, 62 Stat. 1040, as amended, 
1052, as amended; 21 U.S.C. 321, 356) 

§ 200.31 Timed release dosage forms. 

(a) Many drugs are now being offered 
in dosage forms that are designed to re- 
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lease the active Incrredients over a pro¬ 
longed period. There Is a possibility of 
unsafe overdosage If such products are 
Improperly made and the active ingre¬ 
dients are released at one time or over too 
short a time Interval. Any such dosage 
form that contains per dosage unit <for 
example, capsule or tablet), a quantity 
of active drug ingredients which Is not 
generally recognised as safe for ad¬ 
ministration as a single dose under the 
conditions suggested in its labeling, is 
regarded as a new drug within the mean¬ 
ing of section 201 (p) of the Federal Food. 
E>rug. and Cosmetic Act. 

(b) The fact that the labeling of this 
type of drug may claim delayed or pro¬ 
longed release of all or some of the active 
ingredients does not affect the new-drug 
status of such articles. A new-drug 
iqjplicatimi is required in any such case 
to demonstrate that the drug is in fact 
safe because it is properly made and con¬ 
trolled to release the total dose at a safe 
rate. It should be noted particularly that 
such dosage forms are regarded as new 
drugs even when the total dally dosage 
recommended in the labeling is generally 
recognized as safe. For example, a cap¬ 
sule containing 50 milligrams of pyrlla- 
mine maleate and 15 milligrams of 
phenylephrine hydrochloride, offered for 
sale without prescription. Is regarded as 
a new drug for which the distributor 
should have an effective new-drug ap¬ 
plication, even though the directions call 
for tuiring no more than two capsules 
daily. While the daily intake under such 
directions Is within the range regarded 
as safe for use in self-medication, the 
single dose is too high for such use unless 
the release of the drug is sufficiently pro¬ 
longed. It is obvious that, in filing a new- 
drug application for such an article, pcu*- 
Ucular attention should be given to data 
which establish that the active ingredi¬ 
ents are released over a period of time, 
as represented in the labeling. 
(See. 201(p). 52 SUt. 1042; 21 UA.C. S21(p|) 

Subpart C—Requirements for Special 
Classes of Drugs 

§ 200,50 Ophthalmic preparations and 
dispensers. 

(a) (1) Informed medical opinion is in 
agreement that all preparations offered 
or intended for ophthalmic use, includ¬ 
ing contact lens solutions and prepara- 
ticms for cleansing the eyes, should be 
sterile. It is further evident that such 
preparations purport to be of such purity 
and quality as to be suitable for safe use 
in the eye. 

(2) The Food and Drug Administration 
concludes that all such preparations, if 
they are not sterile, fall below their pro¬ 
fessed standard ot purity or quality and 
may be unsafe. In a statement of policy 
issued on September 1, 1964, the Food 
and Drug Administration ruled that 
liquid preparations offered or intended 
for ophthalmic use that arc not sterile 
may be regarded as adulterated within 
the meaning of section 501(c) of the 
Federal Food, Drug, and Cosmetic Act, 
and. further, may be deemed misbranded 
within the meaning of section 502(J) of 

the act. This ruling is extended to af¬ 
fect all preparations for ophthalmic use. 

(3) The containers of ophthalmic 
preparations shall be sterile at the time 
of filling and closing, and the container 
or individual carton shall be so sealed 
that the contents cannot be used with¬ 
out destroying the seal. To provide time 
for validation of sterility tests and 
changes to sterile production procedures, 
this ruling will be effective for non- 
antitbiotic ophthalmic ointment prepa¬ 
rations recognized in the official com¬ 
pendia (U.S.P. and N.F.) on the dates 
specified in such official compendia. For 
all other (H>hthalmic ointments, this rul¬ 
ing will be effective 12 months after the 
date of publication in the Federal Regis¬ 
ter (10-28-72). 

(b) Uquid ophthalmic preparations 
packed in multiple-dose containers 
should: 

(1) Contain one or more suitable and 
harmless substances that will inhibit the 
growth of microorganisms; or 

(2) Be so packaged as to volume e.'<* 
type of container and so labeled as to 
duration of use and with such necessary 
warnings as to afford adequate protec¬ 
tion and minimize the hazard of injury 
resulting from contamination during use. 

(c) Eye cups, eye droppers, and other 
dispensers intended for ophthalmic use 
should be sterile, and may be regarded 
as falling below their professed standard 
of piudty or quality if they are not sterile. 
They should be so packaged as to main¬ 
tain sterility \mtil the package is opened 
and be so labeled, on or within the retail 
package, as to afford adequate directions 
and necessary warnings to minimize the 
hazard of Injury resulting from con¬ 
tamination during use. 

Subpart D—Suitability of Specific Drug 
Components 

§ 200.100 Use of ox bile from con¬ 
demned livers from slaughtered ani¬ 
mals in the manufacture of drugs. 

(a) Conferences have recently been 
held between members of the Depart¬ 
ment of Health. Education, and Welfare 
and representatives of the Agricultural 
Research Service, Department of Agri¬ 
culture. concerning requests made to 
that agency for the release of ox bile 
from condemned livers of slaughtered 
animals for use in the manufacture of 
certain drugs. 

(b) The Secretary of Health, Educa¬ 
tion, and Welfare has given careful con¬ 
sideration to this problem and has 
reached the conclusion that no hazard to 
public health will be involved in the re¬ 
lease of such ox bile, after the addition to 
it of sufficient sodium hydroxide to give 
the mixture a sodium hydroxide content 
of not less than 5 percent, the mixture 
then being allowed to» stand at least 24 
hours. This IDepartment will not regard 
as in violation of the provisions of the 
Federal Food, Drug, and Cosmetic Act 
such alkalized and aged ox bile, if labeled 
“Ox Bile and Sodium Hydroxide (or Ox 
Bile and Sodium Hydroxide Solution). 
Sodium hydroxide not less than 5 percent 
by weight. For manufacturing use only.” 
together with a statement of the quan¬ 

tity of contents in the container (for ex¬ 
ample. “50 gallons”) and the name and 
address of the manufacturer, packer, or 
shipper. 

(c) Bile from the condemned livers of 
sheep and goats also may be released, 
under the same conditions as outlined in 
the preceding paragraph, except that 
the words “Sheep Bile" or “Goat Bile,” 
as the case may be, shall be substituted 
for the words “Ox Bile" upon the label. 
In the case of mixtures of bile from any 
two or all three of the sources mentioned, 
the label shall indicate the sources of 
such bile. 

§ 200.101 Suprarenal glunda from hog 
eareastoex prior to final inxpertion. 

(a) The Agricultural Research Serv¬ 
ice of the U.S. Department of Agricul¬ 
ture has informed the Food and Drug 
Administration of the Department of 
Health, Education, and Welfare that, 
under appropriate conditions, it will per¬ 
mit the removal of suprarenal glands 
from hogs that have not been finally in¬ 
spected by Federal Inspectors. The 
glands to be so obtained are intended for 
use in manufacturing extracts contain¬ 
ing one or more of the therapeutically 
useful constituents of suparenal glands. 

(b) Under the conditions specified in 
this section, the Secretary of Health, 
Education, and Welfare has determined 
that the public health will be adequately 
protected from any danger from the use 
of drugs, made in whole or in part from 
suprarenal glands of hogs that may be 
condemned by Federal inspectors of the 
Department of Agriculture after re¬ 
moval of such glands from the carcasses, 
arising from any abnormality of such 
carcasses if such glands are subjected to 
the following prescribed treatment, 
which will destroy or eliminate any mi¬ 
croorganisms or toxins that might be 
present in the glands: 

(c) The glands are subjected to quick 
freezing pitMnptly upon removal from 
the carcasses and maintained In a frozen 
state until they are ground and im¬ 
mersed in 95 percent to 100 percent ace¬ 
tone. The ground tissues remain In the 
acetone for a period of not less than 6 
days, the mixture is filtered, and the 
residue is burned. 

PART 201—LABELING 

Subpart A—Ganeral Labeling Provialona 

Sec, 
201.1 Drugs and devices; name and place 

of business of manufacturer, 
packer or distributor. 

201.6 Drugs and devices; adequate direc¬ 
tions for use. 

201.6 Drugs and devices; misleading 
statements. 

201.10 Drugs; statement of Ingredients. 
201.15 Drugs and devices; prominence of 

required label statements. 
201.16 Drugs and devices; Spanlsh- 

language version of certain re¬ 
quired statements. 

201.17 Drugs; location of expiration date. 
201.18 Drugs; significance of control 

numbers. 
201.19 Drugs; use of term “Infant". 
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Subpart B—Labalinc Raqwiramants for 
' F^ascrlption Drugs and/or Insulin 

Sec. 
201.60 Statement of Identity. 
201.61 Declaration of net quantity of con¬ 

tents. 
201.66 Statement of dosage. 
201.66 Content and format of labeling. 

Subpart C—LabaHna Raquiramants for Ovor-the- 
Countar Drugs and Devices 

201.60 Principal display panel. 
201.61 Statement of Identity. 
201.62 Declaration of net quantity of con¬ 

tents. 

Subpart D—Exemptions from Adequate 
Directions for Use 

201.100 Prescription drugs for human use. 
201.106 Veterinary drugs. 
201.109 Prescription devices. 
201.110 Retail exemption for veterinary 

, drugs and prescription devices. 
201.116 New drugs or new animal drugs. 
201.116 Drugs and devices having commonly 

known directions. 
201.117 Inactive ingredients. 
201.119 In vitro diagnostic products. 
201.120 Prescription chemicals and other 

prescription components. 
201.122 Drugs and devices for processing, 

repacking, or manufacturing. 
201.125 Drugs and devices for use In teach¬ 

ing, law enforcement, research, 
and analysis. 

201.127 Drugs and devices; expiration of 
exemptions. 

201.128 Meaning of "Intended uses". 

Subpsrt E—Other Exemptions 

201.150 Drugs and devices; processing, label¬ 
ing, or repacking. 

201.160 Drugs; Information commonly 
known. 

201.161 Carbon dioxide and certain other 
gases. 

Subpert F—Labeling Claims for Drugs in 
Drug Efficacy Study 

201.200 Disclosure of drug efficacy study 
evaluations in labeling and adver¬ 
tising. 

Subpart G—Specific Labeling Requirements 
for Specific Drug Products 

201.300 Notice to manufacturers, packers, 
and distributors of glandular 
preparations. 

201.301 Notice to manufacturers, packers, 
and distributors of estrogenic 
hormone preparations. 

201.302 Notice to manufacturers, packers, 
and distributors of drugs for In¬ 
ternal use which contain mineral 
oU. 

201.303 Labeling of drug preparations con¬ 
taining significant proportions of 
wlntergreen oil. 

201.304 Tannic acid and barium enema 
preparations. 

201.305 Isoproterenol Inhalation prepara¬ 
tions (pressurized aerosols, neb¬ 
ulizers, powders) for human use; 
warnings. 

201.306 Potassium salt preparations In¬ 
tended for oral ingestion by man. 

201.307 Chlorcycllzlne, cycllzine, meclizine; 
warnings; labeling requirements. 

201.308 Ipecac syrup; warnings and direc¬ 
tions for use for over-the-counter 
sale. 

201.309 Acetophenetldln (phenacetln)- 
contalnlng preparations; neces¬ 
sary warning statement. 

201.310 Phenlndlone; labeling of drug 
preparations intended for use by 
man. 

201.311 Amlnopyrlne or dlpyrone drug prep¬ 
arations for human use; direc¬ 
tions and warnings. 

Sec. 
201.312 Magnesium sulfate heptahydrate; 

label declaration on drug prod¬ 
ucts. 

201.313 Estradiol labeling. 
201.314 Labeling of drug preparations con¬ 

taining salicylates. 
201.216 Over-the-counter drugs for minor 

sore throats; suggested warning. 

Subpart H—Special Requirements for 
Specific Devices 

201.405 Labeling of articles Intended for 
lay use In the repairing and/or 
refitting of dentures. 

201.410 Use of Impact-resistant lenses In 
eyeglasses and sunglasses. 

Authohitt: Sec. 701, 62 Stat. 1055-1066 as 
amended; 21 U.S.C. 371, unless otherwise 
noted. 

Subpart A—General Labeling Provisions 

§ 201.1 Drugs and devices; name and 
place of business of manufacturer, 
packer or distributor. 

(a) The label of a drug or device in 
package form shall specify conspicuously 
the name and place of business of the 
manufacturer, packer, or distributor. 

(b) The requirement for declaration of 
the name of the manufacturer, packer, 
or distributor shall be deemed to be satis¬ 
fied, in the case of a corporation, only by 
the actual corporate name which may be 
preceded or followed by the name of the 
particular division of the corporation. 
Abbreviations for “Company,” “Incor¬ 
porated,” etc., may be used and “The” 
may be omitted. In the case of an in¬ 
dividual, partnership, or association, the 
name imder which the business is con¬ 
ducted shall be used. 

ic) Where a drug or device is not 
manufactured by the person whose name 
appears on the label, the name shall be 
qualified by a phrase that reveals the 
connection sucn person has with such 
drug or device; such as, “Bianufactured 
for_”, “I^trlbuted by_”, or 
any other wording that expresses the 
facts. 

(d) The statement of the place of busi¬ 
ness shall include the street address, 
city. State, and ZIP Code: however, the 
street address may be omitted if it is 
shown in a current city directory or tele¬ 
phone directory. The requirement for in¬ 
clusion of the ZIP Code shall apply only 
to consumer commodity labels developed 
or revised after the effective date of this 
section. In the case of nonconsumer 
packages, the ZIP Code shall appear 
either on the label or the labeling (in¬ 
cluding the invoice). 

(e) If a person manufactures, packs, 
or distributes a drug or device at a place 
other than his principal place of busi¬ 
ness, the label may state the principal 
place of business in lieu of the actual 
place where such drug or device was 
manufactured or packed or is to be dis¬ 
tributed, unless such statement would be 
misleading. 

§ 201.5 Drugs and devices; adequate 
direetions for use. 

“Adequate directions for use” means 
directions under which the layman 
can use a drug or device safely and 
for the purposes for which it is Intended 
(Section 201.128 defines “intended use.”) 

Direetions for use may be Inadequate 
because (among other reasons) of omis¬ 
sion, in whole or in part, or incorrect 
specification of: 

(a) Statements of all conditions, pur¬ 
poses. or uses for which such drug or 
device Is intended, including conditions, 
purposes, or uses for which it is pre¬ 
scribed. recommended, or suggested in 
Its oral, written, printed, or graphic ad¬ 
vertising, and conditions, purposes, or 
uses for which the drug or device is 
commonly used; except that such state¬ 
ments shall not refer to conditions, 
uses, or purposes for which the drug or 
device can be safely used only under 
the supervision of a practitioner licensed 
by law and for which it is advertised 
solely to such practitioner. 

(b) Quantity of dose (including usual 
quantities for each of the uses for which 
it is Intended and usual quantities for 
persons of different ages and different 
physical conditions). 

(c) Frequency of administration or 
application. 

(d) Duration of adminlstratiim or ap¬ 
plication. 

(e) Time of administration or appli¬ 
cation (in relation to time of meals, time 
of onset of symptoms, or other time fac¬ 
tors). 

(f) Route or method of administra¬ 
tion or appilcatloa 

(g) Preparation for use (shaking, di¬ 
lution, adjustment of temperature, or 
other manipulation or process). 

§ 201.6 Drugs and devices; misleading 
statements. 

«a) Among representations in the la¬ 
beling of a drug or device which render 
such drug or devicemlsbranded is a false 
or misleading representation with respect 
to another drug or device or a food or 
cosmetic. 

(b) TTie labeling of a drug which con- 
lams two or more Ingredients may be 
misleading by reason (among other rea¬ 
sons) of the designation of such drug in 
such labeling by a name which includes 
or suggests the name of one or more but 
hot all such Ingredients, even though 
t.'.e names of all such ingredients are 
stated elsewhere in the labeling. 
(Sec. 502, 62 Stat. 1060, as amended; 21 UA.C. 
352) 

§ 201.10 Drugs; statement of ingredi¬ 
ents. 

(a) The ingredient information re¬ 
quired by section 502(e) of the Federal 
Pood, Drug, and Cosmetic Act shall ap¬ 
pear together, without any intervening 
written, printed, or (n^phic matter, ex¬ 
cept the proprietary names of ingredi¬ 
ents. which may be Included with the 
listing of established names, and such 
statements as “Warning—May be habit 
forming” that are specifically required 
for certain ingredients by the act or 
regulations in this chapter. 

(b) The term “Ingi^ent” applies to 
any substance in the drug, whether added 
to the formulation as a single substance 
or in admixture with other substances. 

(c) The labeling of a drug may be 
misleading by reason (among other rea¬ 
sons) of: 
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(1) The order In which the names 
of the Ingredients present In the drug 
appear In the labeling, or the relative 
prominence otherwise given such names. 

(2) Failure to reveal the proportion 
of, or other fact with respect to, an 
ingredient present In such drug, when 
such prt^wrtion or other fact is material 
in the light of the representation that 
such Ingredient is present In such drug. 

(3) The employment of a fanciful 
proprietary name for a drug or ingre¬ 
dient in such a maimer as to imply that 
the drug or Ingredient has some unique 
effectiveness or composition when. In 
fact, the drug or Ingredient is a common 
substance, the limitations of which are 
readily recognized when the drug or In¬ 
gredient Is listed by its established name. 

(4) The featuring in the labeling of 
Inert or Inactive ingredients In a manner 
that creates an impression of value 
greater than their true functional role 
in the formulation 

(5i Designation of a drug or Ingredi¬ 
ent by a proprietary name that, because 
of similarity in spelling or pronuncia¬ 
tion. may be confused with the proprie¬ 
tary name or the established name of a 
different drug or Ingredient 

(d> (1 * If the drug is In tablet or cap¬ 
sule form or other unit dosage form, any 
statement of the quantity of an Ingre¬ 
dient contained therein shall express the 
quantity of such ingredient in each such 
unit If .the drug is not In unit dosage 
form, any statement of the quantity of 
an ingredient contained therein shall ex¬ 
press the amount of such Ingredient In 
a specified unit of weight or measure of 
the drug, or the percentage of such In¬ 
gredient In such drug. Such statements 
shall be In terms that are Informative to 
licensed practitioners, in the case of a 
prescription drug, and to the layman. In 
the case of a nonprescription drug. 

121 A statement of the percentage of 
an Ingredient In a drug shall, if the 
term “percent” Is used without quali¬ 
fication, mean percent welght-ln-welght. 
If the ingredient and the drug are both 
solids, or if the Ingredient Is a liquid and 
the ding is a solid; percent weight In 
volume at 68* P. <20* C.), 11 the In¬ 
gredient Is a solid and the drug Is a 
liquid; and percent volume In volume at 
68* F. (20* C.). if both the Ingredient 
and tile drug are liquids, except that 
alcohol shall be stated In terms of per¬ 
cent voliune of absolute alcohol at 60° 
F. (15.56* C.). 

(e> A derivative or preparation of a 
substance named In section 502(e> of the 
act Is an article derived or prepared from 
such substance by any method, includ¬ 
ing actual or theoretical chemical action 

(f) If an Ingredient is a derivative or 
preparation of a substance spedflcallv 
named in section 502(e) of the act and 
the established name of such ingredient 
does not indicate that it is a derivative 
or preparation of the parent substance 
named in section 502(e) of Uie act. the 
labeling shall. In conjunction with the 
listing of the established name of such 
ingre^ent, declare that such article Is a 
derivative or preparation of such parent 
substance. 

(g) (1) If the label or labeling of a 
prescription drug bears a proprietary 
name or designation for the drug or any 
Ingredient thereof, the established name. 
If such there be, corresponding to such 
proprietary name or designation shall 
accompany such proprietary name or 
designation each time It Is featured on 
the label or In the labeling for the drug; 
but, except as provided In this sub- 
paragraph. the established name need 
not be used with the proprietary name 
or designation In the mnnlng text of the 
label or labeling. On any label or page of 
labeling In which the proprietary name 
or designation is not featured but Is used 
in the running text, the established name 
shall be used at least once In the running 
text in association with such proprietary 
name or designation and In the same 
type size used In such running text: Pro¬ 
vided, however. That if the proprietary 
name or designation Is used In the run¬ 
ning text In larger size type, the estab¬ 
lished name shall be used at least once 
In association with, and In type at least 
half as large as the type used for. the 
most prominent presentation of the pro¬ 
prietary name or designation in such 
running text. If any labeling includes a 
column with running text containing de¬ 
tailed Information as to composition, 
prescribing, side effects, or contraindica¬ 
tions and the proprietary name or desig¬ 
nation Is used In such column but Is nut 
featured above or below the column, the 
established name shall be used at least 
once In such column of running text In 
association with such proprietary name 
or designation and In the same type size 
used In such column of running text: 
Provided, however. That if the pro¬ 
prietary name or designation is used In 
such column of running text In larger 
size type, the established name shall be 
used at least once In association with, 
and In type at least half as large as the 
type used for. the most prominent pres¬ 
entation of the proprietary name or 
designation In such column of running 
text. Where the established name Is re¬ 
quired to accompany or to be used In as¬ 
sociation with the proprietary name or 
designation, the established name shall 
be placed In direct conjunction with the 
proprietary name or designation, and the 
relationship between the proprietary 
name or designation and the established 
name shall be made clear by use of a 
phrase such as “brand of” preceding the 
established name, by brackets surround¬ 
ing the established name, or by other 
suitable means. 

(2) The established name shall be 
printed In letters that are at least half 
as large as the letters comprising the 
proprietary name or designation with 
which it is joined, and the established 
name shall have a prominence ccHnmen- 
surate with the prominence with which 
such proprietary name or designation 
appears, taking Into account all perti¬ 
nent factors. Including tjqsography. lay¬ 
out. contrast, and other printing 
features. 

(h) (1) In the case of a prescription 
drug containing two or more active In¬ 
gredients. if the label bears a proprietary 

name or designation for such mixture 
and there Is no established name corre¬ 
sponding to such proprietary name or 
designation, the quantitative Ingredient 
information required on the label by sec¬ 
tion 502(e) of the act shall be placed in 
direct conjimction with the most promi¬ 
nent display ot the proprietary name or 
designation. The prominence of the 
quantitative Ingredient information shall 
bear a reasonable relationsUp to the 
prominence of the proprietary name. 

(2) If the drug is packaged in a con¬ 
tainer too small to bear the quantitative 
Ingredient information on the main dis¬ 
play panel, the quantitative Ingredient 
information required by section 502(e) 
of the act may appear elsewhere on the 
label, even though the proprietary name 
or designation appears on the main dis¬ 
play panel of the label; but side- or back- 
panel placement shall In this case be so 
arranged and printed as to provide size 
and prominence of display reasonably 
related to the size and prominence of the 
front-panel display. 

(1) A drug packaged In a container too 
small or otherwise unable to accommo¬ 
date a label with sufficient space to bear 
the information required for compliance 
with section 502(e) (1) (A) (11) and (B) 
of the act shall be exempt from compli¬ 
ance with tho.se clauses; Provided. Tliat; 

(1) The label bears: 
(1) Theproprietary name of the drug; 
(II) The established name, if such 

there be. of the drug; 
(III) An identify!^ lot or control 

number: and 
(Iv) The name of the manufacturer, 

packer, or distributor of the drug; and 
(2) All the information requlr^ to 

^ appear on the label by toe act and toe 
regulations In this chapter appears on 
the carton or other outer container or 
wrapper If such ctuton, outer container, 
or wrapper has sufficient space to bear 
such information, or such complete label 
information appears on a leafiet with the 
package. 

§ 201.15 Drugs and devires; prominrnre 
of required label statements. 

(a) A word, statement, or other in¬ 
formation required by or under authority 
of the act to appear on toe label may lack 
that prominence and conspicuousness re¬ 
quired by section 502(c) of toe act by 
reason (among other reasons) of: 

(1) The failure of such word, state¬ 
ment. or Information to appear on the 
part or panel of the label which is pre¬ 
sented or displayed under customary 
conditions of purchase; 

(2) The failure of such word, state¬ 
ment. or information to appear on two 
or more parts or panels of the label, each 
of which has sufficient space therefor, 
and each of which is so desired as to 
render It likely to be. under customary 
conditions of purchase, the part or panel 
displayed; 

(S) The failure of the label to extend 
over the area of toe container or package 
available for such extension, so as to 
provide sufficient label space for the 
prominent placing of such word, state- 

• ment. or information; \ 
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(4) Imnifflclency of label space (for 
the prominent placing of such word, 
statement, oi Information) resulting 
from the use of label space for anj word, 
statement, design, or derlce which Is not 
reqtdred by or under authority of the act 
to appear on the label: 

(6) Insulllclency of label space (for 
the prominent placing of such word, 
statement, or Information) resulting 
from the use of label space to give ma¬ 
terially greater oonsplcuousness to any 
other word, statement, or Information, 
or to any design or device; or 

(6) BwiiiineM or style of type In 
which such word, statement, or Informa¬ 
tion aimears. Imoifflclent background 
contrast, obscuring designs or vignettes, 
or crowding with other written, printed, 
or graphic matter. 

(b) No exemption depending on in- 
sulBclency of label space, as prescribed 
in regulations promulgated under sec¬ 
tion 502 (b) or (e) of the act. shall apply 
if such Insufficiency Is caused by: 

(1) The use of label space for any 
word, statement, design, or device which 
is not required by or under authority of 
the act to appear on the label: 

(2) The use of label space to give 
greater oonsplcuousness to any word, 
statement, or other Information than Is 
required by section 502 (c) of the act; or 

(3) The use of label space for any 
representation In a foreign language. 

(e)(1) All words, statements, and 
other Information required by or under 
authority of the act to appear on the 
label or labeling shall appear thereon In 
the fiigllsh language: Provided, how¬ 
ever, That In the case of articles distrib¬ 
uted solely In the Ck)mmonwealth of 
Puerto Rico or In a Territory where the 
predominant language Is one other than 
English, the predominant language may 
be substituted for English. 

(2) If the label contains any repre¬ 
sentation In a foreign language, all 
words, statements, and other Informa¬ 
tion required by or under authority of 
the act to appear on the label shall 
appear thereon in the foreign language. 

(3) If the labeling contains any repre¬ 
sentation In a foreign language, all 
words, statements, and other informa¬ 
tion required by or under authority of 
the act to appear on the label or labeling 
shall appear on the labeling in the for¬ 
eign language. 
(Sec. 503, 52 Stst. 1050, as amended; 21 
U.S.C. 352) 

§ 201.16 Drugs and devices; Spanish- 
language version of certain required 
statements. 

An Increasing number of medications 
restricted to prescription use only are 
being labeled solely In Spanish for dis¬ 
tribution In the Commonwealth of Puerto 
Rico where Spanish Is the predominant 
language. Such labeling is authorised 
under S 201.15(c). Two required warn¬ 
ings. the wording of which Is fixed by 
law In the English language, are pres- 
ently being translated In various ways, 
from literal translation to loose Inter¬ 
pretation. The statutory nature of 
these two statements requires that the 

translation most convey the meaning 
prcmeily. In order to avoid confuslcm and 
dilution of the purposes of the warnings. 
The Commissioner of Food and Drugs 
hereby adopts the following Spanlsh- 
language versions as the accepted equiv¬ 
alents of the English wording of the 
following: 

(a) Section 503(b) (4) of the Federal 
Food, Drug, and (Cosmetic Act requires 
the statement* “Caution: Federal law 
prohibits dispensing without prescrip¬ 
tion." The Spanish version of this shall 
be: ‘Trecaudon: La ley Federal prohlbe 
su despaoho sin prescripdon facultatlva." 

(b) Section 502(d) of the Federal 
Food. Drug, and Cosmetic Act requires 
the statement “Warning—May be haUt 
forming** on haUt-fonnlng drags. The 
Spanish verslmi of this shall be: “Aviso— 
Puede former hablto o vUdo." 
§ 201.17 Drugs; location of expiration 

date. 

Drugs which require an expiration 
dd» should show the expiration date 
on the immediate container. When the 
immediate container Is pat^aged in an 
individual carton, the expiration date 
should also be placed on the carton. 
When single-dose containers are packed 
in Individual cartons, the expiration date 
may properly appear on the carton only. 
(Sees. 505, 506, SOT. 52 Stat. 1062. w amended. 
56 8tat. 861, 69 Stet. 402. 61 Stat. 12. 68 Stat 
409; 21 V3.0. 365, 366, 367) 

§ 201.18 Drugs; significance of control 
numbers. 

The lot number on the label of a drug 
should be capable of yielding the com¬ 
plete manufacturing history of the pack¬ 
age. An Incorrect lot number may be 
regarded as causing the article to be 
misbranded. 
(Sec. 602, 63 Stat. 1060; 31 UB.C. 353) 

§ 201.19 Drugs; use of term “infant". 

The regulations affecting special die¬ 
tary foods (1125.1«D of this chapter) 
define an Infant as a child not more 
than 12 months old. Apart from this, 
the Food and Drug Administration has 
not established any definition of the 
term “Infant.” Some question has arisen 
whether, for the purposes of drag label¬ 
ing, an infant means a child up to 1 year 
of age or a child up to 2 years of age. 
Until the term is more precisely defined 
by legislation or formal regulation, 
where the exact meaning of the term 
is significant, maufacturers should 
qualify any reference to “lirfant” to In¬ 
dicate whether It refers to a child who 
Is not more than 1 year of age, or a child 
not more than 2 years of age. 
(Sec. 503, 52 stat. 1061; 21 UB.C. 352) 

Subpart B—Labeling Requirements for 
Prescription Drugs and/or Insulin 

§ 201.50 Statement of identity. 

(a) The label of prescription and in¬ 
sulin-containing drugs In package form 
shall bear as one of Its principal features 
a statement of the identity of the drug. 

(b) Such statement of Identity shall 
be In terms of the established name of 

the drug. An Insulin-containing drug 
Shan be further identified by pla^ment 
on the outside container or wrapper of 
the package, and on the label of the 
Immediate container, of the disUngulSh- 
ing color(s) required by i 429.12 of this 
chapter, m the ease of a prescription 
drug that Is a mixture and that has no 
established name, the requirement for 
statement of Identity shaJl be deemed 
to be satisfied by a listing of the quanti¬ 
tative Ingredient InfoimatloQ as pre¬ 
scribed by § 201.10. 

(c) The statement of Identity of a 
prescription drug shall also comply with 
the placemoit. size and prominence re- 
quiimnente of § 201.10. 

§ 201.51 Declaration of net quantity of 
contents. 

(a) The label of a preserlptlan or In¬ 
sulin-containing drug In package form 
shall bear a declaration of the net quan¬ 
tity of contents. This shall be expressed 
In the terms oi weight, measure, numeri¬ 
cal count, or a combination of numerical 
count and weight or measure. The state¬ 
ment of quantity of drags In tablet, cap¬ 
sule, ampule, or other unit dosage form 
shall be expressed in terms of numerical 
coimt; the statement of quantity for 
drags In other dosage forms shs^ be In 
terms of weight If the drug Is soli^ seml- 
solld. or viscous, or In terms of fluid 
measure If the drag Is liquid. When the 
drug quantity statement Is in terms of 
the numerical count of the drug units, It 
shall be augmented to give the wel^t 
or measure of the drug units or the quan¬ 
tity of each active Ingredient In Mch dnv 
unit or, when quantity does not ae- 
cnrately reflect drug potency, a statement 
of the drug potency. 

(b) Statements of welflht of the con¬ 
tents shall In the case of prescription 
drugs be expressed-In terms of avoirdu¬ 
pois pound, ounce, and grain or of kilo¬ 
gram, gram, and subdivisions thereof. A 
statement of liquid measure of the e<m- 
tents shall In the case of presmlption 
drugs be expressed In terms of the UjS. 
gallon of 231 cubic Indies and quart, 
pint, fluid-ounce, and fluid-dram sub¬ 
divisions thereof, or of the liter and milli¬ 
liter, or cubic centimeter, and shall ex¬ 
press the volume at 68* F. (20* C.). A 
statement of the liquid measure of the 
contents in the case of Insulln-contaln- 
Ing drugs shall be expressed In terms of 
the liter and mlUlIlter, or cubic centi¬ 
meter, and shall express the volume at 
68* P. (20* C.). 

(c) The declaration shall contain only 
such fractions as are generally used In 
expressing the quantity of the drug. A 
common fraction shall be reduced to Its 
lowest terms; a decimal fraction shall 
not be carried out to more than three 
places, except In the case of a statement 
of the quantity of an active Ingredient 
In a unit of a d^. 

(d) The declaration shall appear as 
a distinct Item on the label and, in the 
case of large volume parenterals. may 
be embossed on the glass. 

(e) The declaration shall accurately 
reveal the quantity of drug In the par¬ 
age exclusive of wrappers and other ma¬ 
terial packed therewith. 
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(f) A statemoit of the quantity of a 
prescription or insulin-containing drug 
in terms of weight or measure applicable 
to such drug, under the provisions of 
paragraph (a) of this section, shall ex¬ 
press with prominence and conspicuous¬ 
ness the number of the largest whole 
unit, as Qieclfied in paragraph (b) of 
this sectl(^ that are contained in the 
package. Any remainter shall be ex¬ 
pressed in terms of common or decimal 
fractions of such unit or in terms of the 
next smaller whole unit and common or 
decimal fractions thereof. 

(g) The declaration of net quantity of 
contents shall express an accurate state¬ 
ment of the quantity of contents of the 
package. Reasonable variations caused 
by loss or gain of moisture during the 
course of good distribution practice or 
by unavoidable deviations in good manu¬ 
facturing practice will be recognized. 
Variations from stated quantity of con¬ 
tents shall not be unreasonably large. In 
the case of a liquid drug in ampules or 
vials, intended for injection, the declara¬ 
tion shall be considered to express the 
minimum quantity and the variation 
above the stated measure shall comply 
with the excess volume prescribed by 
the National Formulary or the UJS. 
Pharmacopeia for filling of ampules. In 
the case of a solid drug in ampules or 
vials, the declaration shall be considered 
to express the accurate net weight. 
Variati(xu shall comply with the limita¬ 
tions provided in the UJS. Pharmacopeia 
or the National Formulary. 

(h) A drug Shan be exempt from com¬ 
pliance with the net quantity declara¬ 
tion required by this section if it is an 
ointment labeled “sample”, “physician’s 
sample”, or a substantially similar state¬ 
ment and the contents of the package do 
not exceed 8 grams. 

§ 201.55 Statement of dosage. 

Section 201.100(b)(2) requires that 
labels for prescription druess bear a 
statement of the recommoided or 
usual dosage. Since the dosage for 
some prescription drugs varies within 
extremely wide limits, depending upon 
the conations being treated, it may 
not be possiUe in all cases to pre¬ 
sent an informative or useful statement 
of the reccmimended or usual dosage in 
the space available on the label or carton 
of the package. It is the view of the 
Food and Drug Administration that 
when such a situation prevails, compli¬ 
ance with this requirement would be met 
by a statement such as “See package in¬ 
sert for dosage information", where the 
detailed information is contained In such 
insert However, if an informative, 
realistic, recommended or usual dosage 
can readily be set- forth on the label. It 
should m>pear therecm. 

§ 201.56 Conlent and format of labeling. 

(a) To be most useful to mactitioners, 
labeling informatton far luescriptlon 
drugs should be mxlexly and uniform in 
the sequence and kinds of inlmmation 
presented. For this reason, the Pood and 
Drug Administration recommends that 
prescription drug lobeWng purporting to 
furnish adequate information for the 
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safe and effective use of*a drug, as re¬ 
quired under § 201.100, should ordinarily 
contain information in substantially the 
format and order and with the section 
headings as follows: 

DnscxiPTioN 
Actions 

Indications 
OiNTSAINDICATIONS 

Wasninos 
Precautions 

Adverse Reactions 
Dosage and Administration 

Oteroosace (Where Api»licabi.e) 
How Supplied 

(b) The following sections are optional. 
If used, they should be placed after the 
information described above. 

Animal Pharmacology and Toeicologt 
Clinical Studies 

References 

(c) Although ordinarily prescription 
drug labeling should employ the format, 
order, and section headings described 
in paragraphs (a) and (b) of this sec¬ 
tion, in the case of some drugs special 
warnings may be required to appear con¬ 
spicuously in the beginning of the label¬ 
ing for special attention by physicians 
for the safety of patients. In the case of 
a drug for which there is no information 
applicable to a section beading described 
in paragraph (a) of this section, such 
heading and section may be omitted. 
(Secs. 502. 603, 52 Stat. 1050-52, as amended: 
21 VS.C. 362, 353) 

Subpart C—Labeling Requirements for 
Over-the-Counter Drugs and Devices 

§201.60 Principal di»>pia>'panel. 

The term “principal display panel," as 
it applies to over-the-counter drugs and 
devices in package form and as used in 
this part, means the part of a label that 
Is most likely to be displayed, presented, 
shown, or examined under customary 
conditions of display for retail sale. The 
principal display panel shall be large 
enough to accommodate all the manda¬ 
tory label information required to be 
placed thereon by this part with clarity 
and conspicuousness and without obscur¬ 
ing designs, vignettes, or crowding. 
Where packages bear alternate principal 
display panels, information required to 
be placed on the principal display panel 
shall be duplicated on each principal dis¬ 
play panel. For the purpose of obtaining 
uniform type size in declaring the quan¬ 
tity of contents for all packages of sub¬ 
stantially the same size, the term “area 
of the principal display panel” means 
the area of the side or surface that bears 
the principal display panel, which area 
shall be: 

(a) In the case of a rectangular pack¬ 
age where one entire side properly can 
be considered to be the principal display 
panel side, the product of the height 
times the width of that side; 

(b) In the case of a cylindrical or 
nearly cylindrical container, 40 percent 
of the product of the height of the con¬ 
tainer times the drcmnference; and 

(c) In the case of any other shape of 
container. 40 percent of the total surface 
of the container: Provided, however. 
That where such container presents an 

obvious “principal display panel” such as 
the top of a triangular or circular pack¬ 
age. the area shall consist of the entire 
top .surface. 

In determining the area of the principal 
display panel, exclude tops, bottoms, 
flanges at the tops ancLbottoms of cans, 
and shoulders and necks of bottles or 
Jars. In the case of cylindrical or nearly 
cylindrical containers, information re¬ 
quired by this part to appear on the prin¬ 
cipal di^lay panel shidl appear within 
that 40 percent of the circumference 
which is most likely to be displayed, 
presented, shown, or examined imder 
customary conditions of display for re¬ 
tail sale. 
§ 201.61 Statement of identity. 

(a) The principal display panel of an 
over-the-counter drug or device in pack¬ 
age form shall bear as one of its princi¬ 
pal features a statement of the identity 
of the commodity. 

(b) Such statement of identity shall 
be in terms of the established name of 
the drug, if any there be, or common 
name of the device followed by an ac¬ 
curate statement of the general phar¬ 
macological category (ies) of the drug 
or the principal intended action (s) of the 
drug or device. In the case of an over- 
the-counter drug that is a mixture and 
that has no established name, this re¬ 
quirement shall be deemed to be satisfied 
by a prominent and conspicuous state¬ 
ment of the general pharmacological ac¬ 
tion (s) of the mixture or of its principal 
intended action (s) in terms that are 
meaningful to the layman. Such state¬ 
ments shall be placed in direct conjunc¬ 
tion with the most prominent display of 
the proprietary name or designation and 
shall employ terms descriptive of general 
pharmacological category (ies) or prin¬ 
cipal intended action(s); for example, 
“antacid,” “analgesic,”’ “decongestant,” 
“antihistaminic,” etc. The indications for 
use shall be included in the directions 
for use of the drug, as required by sec¬ 
tion &02(f)(l) of the act and by the 
regulations in this part. 

(c) The statement of identity shall be 
presented in bold face type on the prin¬ 
cipal display panel, shall be in a size 
reasonably related to the most prominent 
printed matter on such panel, and shall 
be in lines generally parallel to the base 
on which the package rests as it is de¬ 
signed to be displayed. 
§ 201.62 Derlaration of net quantity of 

contents. 

(a) ’The label of an over-the-counter 
drug or device in package form shall bear 
a declaration of the net quantity of con¬ 
tents. This shall be expressed in the 
terms of weight, measure, numerical 
coimt, or a combination or numerical 
count and w^ht, measure, or size. The 
statement of quantity of drugs in tablet, 
capsule, ampule, or other unit form and 
the qusmtity of (levlces shall be expressed 
in terms of numerical count; the state¬ 
ment of quantity for drugs in other 
dosage forms shall be in terms of weight 
if the drug is solid, semlsolld, or viscous, 
or in terms of fluid measure if the drug 
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l8 liquid. The drug quantity statement 
shall be augmented when necessary to 
give accurate Information as to the 
strength of such drug In the package; for 
example, to differentiate between several 
Strengths of the same drug "100 tablets, 
5 grains each” or ”100 capsules, 125 mil* 
ligrams each” or “100 capsules, 250 milli¬ 
grams each”: Provided. That: 

(1) In the case of a firmly established, 
general consumer usage and trade cus¬ 
tom of declaring the quantity of a drug 
or device In terms of linear measure or 
measure of area, such respective term 
may be used. Such term shall be tug- 
mented when necessary for accuracy of 
Information by a statement of the weight, 
measiure, or size of the individual units or 
of the entire drug or device; for example, 
the net quantity of adhesive tape in pack¬ 
age form shall be expressed in terms of 
linear measure augmented by a state¬ 
ment of Its width. 

(2) If the declaration of contents for 
a device by numerical count does not give 
accurate Information as to the quantity 
of the device in the package. It shall be 
augmented by such statement of weight, 
measure, or size of the Individual units 
or of the total weight, measure, or size of 
the device as will give such Information; 
for example, ”100 tongue depressors, 
adult size,” "1 rectal syringe, adult size,” 
etc. Whenever the Commissioner deter¬ 
mines for a specific packaged drug or 
device that an existing practice of de¬ 
claring net quantity of contents by 
weight, measure, numerical count, or a 
combination of these does not facilitate 
value comparisons by consumers, he shall 
by regulation designate the appropriate 
term or terms to be used for such article. 

(b) Statements of weight of the con¬ 
tents shall be expressed In terms of 
avoirdupois poimd and ounce. A state¬ 
ment of liquid measure of the contents 
shall be expressed In terms of the UB. 
gallon of 231 cubic Inches and quart, 
pint, and fluid-ounce subdivisions there¬ 
of. and shall express the volume at 68* P. 
(20* C.) (see also paragraph (p) of this 
section). 

(c) The declaration may contain com¬ 
mon or decimal fractions. A common 
fraction shall be In terms of halves, 
quarters, eighths, sixteenths, or thhrty- 
seconds; except that If there exists a 
firmly established, general consumer 
usage and trade custom of employing 
different common fractions In the net 
quantity declaration of a particular com¬ 
modity, they may be employed. A com¬ 
mon fraction shall be reduced to its 
lowest terms; a decimal fraction shaU 
not be carried out to more than two 
places. A statement that includes small 
fractions of an ounce shall be deemed to 
permit smaller variations than one 
which does not include such fractions. 

(d) The declaration shall be located 
on the principal display panel of tte 
label, and with respect to packages bear¬ 
ing alternate principal panels It shall be 
duplicated on each principal display 
panel. 

(e) The declaration shaU appear as a 
distinct item on the principal display 
panel, shall be separated (by at least a 

space equal to the height of the lettering 
used In the declaration) from other 
printed label Information appearing 
above or below the declaration and (by 
at least a space equal to twice the width 
of the letter ”N” of the style of type 
used In the quantity of contents state¬ 
ment) from other printed label Informa¬ 
tion appearing to the left or right of the 
declaration. It shall not Include any 
term qualifying a unit of weight, meas¬ 
ure, or count (such as “giant pint” and 
“full quart") that-tends to exaggerate 
the amoimt of the drug In the con¬ 
tainer. It shall be placed on the principal 
display panel within the bottom 30 per¬ 
cent of the area of the label panel In 
lines generally parallel to the base on 
which the paclmge rests as It Is de¬ 
signed to be displayed: Provided, That: 

(1) (te packages having a principal 
display panel of 5 square Inches or less 
the requirement for placement within 
the bottom 30 percent of the area of the 
label panel shall not apply when the dec¬ 
laration of net quantity of contents 
meets the other requirements of this 
part: and 

(2) In the case of a drug that Is 
marketed with both outer and Inner re¬ 
tail containers bearing the mandatory 
label Information required by this part 
and the Inner container Is not Intended 
to be sold separately, the net quantity of 
contents placement requirement of this 
section applicable to su<^ Inner container 
Is waived. 

(3) The principal display panel of a 
drug marketed on a display card to which 
the Immediate container Is affixed may 
be considered to be the display panel of 
the card, and the type size of the net 
quantity of contents statement la gov¬ 
erned by the dimensions of the display 
card. 

(f) The declaration shall accurately 
reveal the quantity of dmg or device In 
the package exclusive of wrappers and 
other material packed therewith: Pro- 
vided. That In the case of drugs packed 
In containers designed to deliver the drug 
under pressure, the declaration shall 
state the net quantity of the contents 
that will be expelled when the Instruc¬ 
tions for use as shown on the container 
are followed. The propellant is Included 
In the net quantity declaration. 

(f) The declaration shall appear in 
conspicuous and easily legible boldface 
print or type In distinct contrast (by 
typography, layout, color, embossing, or 
molding) to other matter on the par¬ 
age; exo^t that a declaration of net 
quantity blown, embossed, or molded on 
a glass or plastic surface Is permlsslMe 
when all label Information Is so formed 
on the stulace. Requirements of con¬ 
spicuousness and legibility shall Include 
the spedflcatlons that: 

il> The ratio of height to width (of 
the letter) shall not exceed a differential 
of 3 units to 1 unit (no more than 3 times 
^s high as It is wide) 

(2) Letter heights pertain to upper 
case or capital letters. When upper and 
lower case or all lower case letters are 
used. It Is the lower case letter ”o” or Its 
equivalent that shall meet the minimum 
standards. 

(3) When fractions are used, each 
component numeral shall meet one-half 
the minimum height standards. 

(h) The declaration shall be In letters 
and numerals In a type size established 
in relationship to the area of the prin¬ 
cipal display panel of the package and 
shall be uniform for aU padUges of sub¬ 
stantially the same size by complying 
with the following type specifications: 

(1) Not less than one-sixteenth Inch 
In height on packages the principal dis¬ 
play panel of which has an area of 5- 
square Inches or less. 

(2) Not less than one-eighth Inch In 
height on packages the principal display 
panel of which has an area of more than 
five but not more than 25 square Inches. 

(3) Not less than three-sixteenths Inch 
In height on packages the principal dis¬ 
play panel of which has an area of more 
than 25 but not more than 100 square 
Inches. 

(4) Not less than one-fourth Inch In 
height on packages the principal display 
100 square inches, except not leas than 
one-half Inch In height If the area Is 
more than 400 square Inches. 

Where the declaration Is blown, em¬ 
bossed. or molded on a glass or plastic 
surface rather than by printing, typing, 
or coloring, the lettering sizes specified 
in paragraphs (h) (1) through (4) of 
this section shall be increased by (»e- 
slxteenth of an inch 

(1) On packages containing less than 
4 pounds or 1 gallon and labeled In terms 
of weight or fluid measure: 

(1) The declaration shall be expressed 
both In ounces, with Identification by 
weight or Iqr liquid measure and. If appli¬ 
cable (1 pound or 1 pint or more) 
followed In parentheses by a declaration 
In pounds for weight units, with any re¬ 
mainder In terms of ounces or common 
or decimal fractions of the pound (see 
examples set forth In paragraph (k) 
(1) and (2) of this section), or In the 
ease of liquid measure. In the largest 
whole units (quarts, quarts and pints, or 
pints, as appropriate) with any re¬ 
mainder in terms of fluid ounces or 
common or decimal fractions of the pint 
or quart (see examples set forth In para¬ 
graph (k) (S) and (4) of this section). 
If the net weight of the package Is less 
panel of which has an area of more than 
than 1 ounce avoirdupois or the net fluid 
measure Is less than 1 fluid ounce, the 
declaration shall be In terms of common 
or decimal fractions of the respective 
ounce and not In terms of drams. 

(2) The declaration may appear In 
more than one line. The term “net 
weight” shall be used when stating the 
net quantity of contents In terms of 
weight. Use of the terms “net” or “net 
contents” In terms of fluid measure or 
numerical count Is optional. It Is suffi¬ 
cient to distinguish avoirdupois ounce 
from fluid ounce through association of 
terms: for example. “Net wt. 6 os.” or “6 
oz. net wt..” and “6 fl. oz.” or “net con¬ 
tents 6 fl. os.” 

(J) On packages containing 4 pounds 
or 1 gallon or more and labeled In terms 
of weight or fluid measure, the declara¬ 
tion shall be expressed In pounds for 
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weight units with any remainder in 
terms of ounces or common or dedmal 
fractions of the pound; In the case of 
fluid measure. It shall be expressed In 
the largest whole unit (gallons, followed 
by common or decimal fractions of a 
gallon or by the next smaller whole unit 
or units (quarts or quarts end pints)) 
with any remainder in teims of fluid 
ounces or common or dechnal fractions 
of the pint or quart (see paragraph (k) 
(5) of this section). 

(k) Examples: 
(l) A declaration of Impounds weight 

shsU be expressed as “Net wt. 24 or,. 
(1 lb. 8 os.).” ‘*Net wt. 24 oB. (1^ lb.)“ 
or “Net wt. 24 os. (lA lb.)." 

(2) A declaration of three-fourths 
pound avoirdupois weight shall be ex¬ 
pressed as “Net wt. 12 ox.” 

(3) A declaration of 1 quart liquid 
measure shall be expressed as “Net con¬ 
tents 32 11. os. (1 qt)“ or “32 fl. os. (1 
qt).” 

(4) A declaration of 1% quarts liquid 
measure shall be expressed as “Net con¬ 
tents 56 fl. os. (1 qt. 1 pt. 8 os.)" or “Net 
contents 56 fl. os. (1 ql 1.5 pt)." but 
not in terms of quart and ounce such as 
“Net 56 fl. os. (1 qt. 24 os.) 

(5) A declaration of 2% gallons liquid 
measure shall be expressed as “Net con¬ 
tents 2 gal. 2 qt.." “Net contents 2.5 
gaUons." or “Net contents 2Mt gal." but 
not as “2 gaL 4 pt" 

(l) For quantities, the following ab¬ 
breviations and none other may be 
employed (periods and plural forms are 
optional): 
gaUon gaL mUIUtter ml. 
quart qt. cubic centimeter oe. 
I^t pt. raid yd. 
ounce OB. feet or foot ft. 
pound lb. Inch In. 
grain gr. meter m. 
kilogram kg. centimeter cm. 
gram g. mllUmeter mm. 
mllUgram mg. fluid fl. 
microgram meg. aquBm sq. 
Uto' 1. andgbt wt. 

(m) On packages labeled in terms of 
linear measure, the dedaration shall be 
expressed both in terms of Inches and. if 
applicable (1 foot or more), the largest 
whole units (yards, yards and feet feet). 
TTie'declaration in terms of the largest 
whole units shall be in parentheses fol¬ 
lowing the declaratian in terms of Inches 
and any remainder shall be in terms of 
inches or common or decimal fractions of 
the foot or yard: if applicable (as in the 
case of adhesive tape), the initial declar¬ 
ation in linear inches riiall be preceded 
by a statonent tX the width. Examplm 
of linear measure are “86 indies (2 3^ 1 
ft 2 liL)," “90 Inches (2% yd.)." “80 
inches (2A ft).“ “% inch by 36 in. (1 
yd.),” dtc. 

(n) On packages labeled in terms of 
area measure, the declaration shall be ex¬ 
pressed both in terms of square Inches 
and. if apidlcable (1 squm foot or more). 
the largest whole squire unit (square 
yards, square yards and square feet 
square feet). The declaration in terms of 
the largest whole units shaD be in paren¬ 
theses following the declaration in terms 
of square Inches and any remainder shall 
be in terms of square inches or common 

or decimal fractions of the square foot 
or square yard; for example. "158 sq. 
Inches (1 sq. ft. 14 sq. in.).” 

(o) Nothing in this section shall pro¬ 
hibit supplemental statements at loca¬ 
tions other than the principal display 
panel (s) describing in nondeceptive 
terms the net quantity of contents, pro¬ 
vided that such supplemental statements 
of net quantity of contents shall not in¬ 
clude any term qualifying a unit of 
weight, measure, or count that tends to 
exaggerate the amount of the drug or 
device contained in the package; for 
example, “giant pint" and “full quart." 
Dual or combination declarations of net 
quantity of contents as provided for in 
paragraphs (a) and (1) of this section 
are not regarded as supplemental net 
quantity statements and shall be located 
on the principal display panel. 

(p) A separate statement of net quan¬ 
tity of contents in terms of the metric 
system of weight or measure is not re¬ 
garded as a supplemental statement and 
an accurate statement of the net quan¬ 
tity of contents in terms of the metric 
system of weight or measure may also 
appear on the principal display panel or 
on other panels. 

(q) The declaration of net quantity 
of contents shall express an accurate 
statement of the quantity of contents of 
the package. Reasonable variations 
caused by loss or gain of moisture during 
the course of good distribution practice 
or by unavoidable deviations in good 
manufacturing practice will be recog¬ 
nized. Variations from stated quantity 
of contents shall not be unreasonably 
large. 

(r) A drug shall be exempt from com¬ 
pliance with the net quantity declara¬ 
tion required by this section if it is an 
ointment labeled “sample," “physician’s 
sample," or a substantially similar state¬ 
ment and the contents of the package do 
not exceed 8 grams. 

Subpart D—Exemptions From Adequate 
Directions for Use 

§ 201.100 Prescription drugs for human 
use. 

A drug subject to the requiremmts of 
section 503 (b) (1) of the act shall be 
exempt from section 502 (f) (1) if all 
the following conditions are met: 

(a) The drug is: 
(IXi) In the possession of a person 

<or his agents or employees) regularly 
and lawfully engaged in the manufac¬ 
ture. transportation, storage, or whole¬ 
sale distribution of prescription drugs: 
or 

(ii) In the possession of a retail, hos¬ 
pital. or clinic pharmacy, or a public 
health agency, regularly and lawfully 
engaged in dispensing prescription 
drugs; or 

(iii) In the possession of a practitioner 
licensed by law to administer or prescribe 
such drugs* and 

(2) It is to be dispensed in accordance 
with section 503(b). 

(b) ITie label of the drug bears: 
(1) The statement “Caution: Federal 

law nr-ihlblLs dlsp«>nslng without pre¬ 
scription”: and 

(2) The recot^ended or usual dos¬ 
age, and 

(3) The route of administration, if 
it is not for oral use; and 

(4) The quantity or proportion of 
each active ingredient, as well as the 
Information required by section 502 (d) 
and (e); and 

(5) If it is for other than oral use, the 
names of all inactive ingredients, except 
that: 

(i) Flavorings and perfumes may be 
designated as such without naming their 
components. 

(i^) Color additives may be designated 
as TOloring wlthotft naml^ specifle color 
components unless the naming of such 
components is required by a color addi¬ 
tive regulation prescribed in Part 8 of 
this chapter. 

(iii) Trace amounts of harmless sub¬ 
stances added solely for Individual prod¬ 
uct Identification need not be named. 
If it is intended for administration by 
parenteral injection, the quantity or 
proportion of all Inactive ingredients, 
except that ingredients added to adjust 
the pH or to make the drug isotonic may 
be declared by name and a statement of 
their effect; and if the vehicle is water 
for injection it need not be named. 

(6) An identifying lot or control num¬ 
ber from which it is possible to determine 
the complete manufacturing history of 
the package of the drug; 

Provided, however. That in the case of 
containers too small or otherwise unable 
to accommodate a label with suflicient 
space to bear all such information, but 
which are packaged arithln an outer con¬ 
tainer from which they are removed for 
dispensing or use, the information re¬ 
quired by paragraph (b)(2), (3) and 
(5) of this section may be contained 
in other labeling on or within the pack¬ 
age from which it is to be dispensed, and 
the information referred to in paragraph 
(b)(1) of this section may be placed on 
such outer container (»ily, and the in¬ 
formation required by paragraph (b) (6) 
of this section may be on the crimp of 
the dispensing tube. 

(c)(1) Labeling on or within the 
oackage from which the drug is to be 
dispensed bears adequate information for 
Its use. Including indications, effects, 
dosages. routM, methods, and frequency 
and duration of administration, and any 
relevant hazards, contraindications, side 
effects, and precautions under which 
practitioners licensed by law to admin¬ 
ister the drug can use the drug safely and 
for the purposes for which it is intended, 
including all purposes for which it is 
advertised or represented: and 

(2) If the article is subject to section 
505, 506, or 507 of the act, the labeling 
bearing such Information is the labeling 
authorized by the approved new-drug ap¬ 
plication or required as a condition for 
the certification or the exemption from 
certification requirements applicable to 
preparations of insulin or antibiotic 
drugs: Provided, however. That the in¬ 
formation required by paragraph (c) (1) 
of this section may be omitted from the 
dispensing package if, but only if, the 
article is a drug for which directions. 
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hazards, warnings, and use informa* 
tion are OMnmonly known to practi¬ 
tioners licensed by law to administer the 
drug. Upon written request, stating rea¬ 
sonable grounds therefor, the Commis¬ 
sioner will offer an opinion on a proposal 
to omit such Information from the dis¬ 
pensing package under this proviso. 

(d) Any labeling, as defined in section 
-201(m) the act. whether or not It is 
on or within a package from which the 
drug Is to be dispensed, distributed by 
or on behalf of the manufacturer, 
packer, or distributor of the drug, that 
furnishes or purimrts to furnish infor¬ 
mation for use or which prescribes, rec¬ 
ommends. or suggests a dosage for the 
use of the drug (other than dose infor¬ 
mation required by peragrai^ (b) (2) of 
this section and S 201.105(b) (2)) con¬ 
tains: 

(1) Adequate information for such 
use, including indications, effects, dos- 
s«es, routes, methods, and frequency and 
duration of administration and any rel¬ 
evant warnings, hazards, contraindica¬ 
tions. side effects, and precautions, under 
which practitioners licensed by law to 
administer the drug can use the drug 
safely and for the purposes for which it 
Is intended. Includ^ all conditions for 
which it Is advertised or represented; and 
If the article Is subject to section 505 or 
507 of the act, the parts of the labeling 
providing such Information are the same 
in language and emphasis as labeling ap¬ 
proved or permitted under the provisions 
of section 505 or 507, respectively, and 
any oUier parts of the labeling are con¬ 
sistent with and not contrary to such 
approved or permitted labeling; and 

(2) The same Information concerning 
the ingredients of the drug as appears on 
the label and labeling on or within the 
package from which the drug Is to be 
dispensed: Provided, however. That the 
information required by paragrEq;>h (d) 
(1) and (2) of this s^ion is not re- 
(luired on the so-called reminder-piece 
labeling which calls attention to the 
name of the drug but does not include 
indications or dosage recommendations 
for use of the drug: And provided, how¬ 
ever, That reminder-piece labeling is not 
permitted for a drug for which an an¬ 
nouncement has been published by the 
Pood and Drug Administration pursuant 
to a review of the labeling claims for the 
drug by the National Academy of Sci¬ 
ences—National Research Council, Drug 
Efficacy Study Oroup, and for which no 
claim has been evaluated as higher than 
“possibly effective." If the Commissioner 
finds the circumstances are such that re¬ 
minder-piece labeling may be mislead¬ 
ing to prescrlbers of drugs subject to 
NAS-NRC evaluation, such reminder 
labeling will not be allowed and the 
manufacturer, packer, or distributor will 
be notified either in the publication of 
the conclusions on the effectiveness of 
the drug or by letter. 

(e) All labeling, except labels and car¬ 
tons, bearing information for use of the 
drug also bears the date of the issuance 
or the date of the latest revision of such 
labeling. 

§ 201.105 Veterinary drugs. 

A drug intended for veterinary use 
which, because of toxicity or other po¬ 
tentiality for harmful effect, or the 
method of its use, is not safe for animal 
use except under the supervision of a 
licensed veterinarim, and hence for 
which “adequate directions for use” (»n- 
not be prepared, shall be exempt from 
section 502(f)(1) of the act if all the 
following conditions are met: 

(a) The drug is: 
(1) In the possession of a person (or 

his agents or employees) regularly and 
lawfully engaged in the manufacture, 
transportation, storage, or wholesale or 
retail distribution or veterinary drugs 
and is to be sold only to or on the pre¬ 
scription or other order of a licensed 
veterinarian for use in the co'jrse of his 
professional praetlce: or 

(2) In the possession of a licensed 
veterinarian for use in the course of his 
professional practice. 

(b) The label of the drug bears: 
(1) The statement “CTaution: Federal 

law restricts this drug to use by or on 
the order of a licensed veterinarian"; 
and 

(2) The recommended or usual dos¬ 
age; and 

(3) The route of administration, if it 
IS not for oral use; and 

(4) The quantity or prt^xirtion of 
each active ingredient as well as the in¬ 
formation required by section 502(e) of 
the act; and 

(5) If it is for other than oral use. 
the names of all inactive ingredients, 
except that: 

(i) Flavorings and perftunes may be 
designated as such without namina 
their components. 

(ii) Color additives may be designated 
as coloring without naming specific 
color components unless the naming of 
such components is required by a 
color additive regulation prescribed in 
Part 8 of this chapter 

(ill) Trace amounts of harmless sub¬ 
stances added solely for individual prod¬ 
uct identification need not be named. 

If it is intended for administration by 
parenteral Injection, the quantity or 
proportion of all inactive ingredients, 
except that ingredients added to adjust 
the pH or to make the drug Isotonic may 
be declared by name and a statement of 
their effect; and if the vehicle is water 
for injection. It need not be named. 

(6) An identifying lot or control 
number from which it is possible to de¬ 
termine the complete mnnufactuiing 
history of the package of the drug; 

Provided, however. That in the case of 
containers too small or otherwise unable 
to accommodate a label with sufficient 
space to bear all such Information, but 
which are packaged within an outer 
container from which they are removed 
for dispensing or use. the information 
required by paragraph (b)(2). (3). and 
(5) of this section may be contained in 
other labeling on or within the package 
from which it is to be so dispensed, and 
the information referred to in paragnu^ 
(b) (1) of this section may be placed on 

such outer container (mly. and the in- 
formaticm required by paragrai^ (b) (6) 
of this section may be (m the crimp of 
the dispensing tube. 

(c) (1) Labeling on or within the pack¬ 
age from which the drug Is to be dis¬ 
pensed bears adequate Information for 
its use, including indications, effects, 
dosages, routes, methods, and frequency 
and duratl(m of administration, and any 
relevant hazards, contraindications, side 
effects, and precautions under which vet¬ 
erinarians licensed by law to administer 
the drug can use the drug safely and for 
the purposes for which It is intended. In¬ 
cluding all purposes for which It is 
advertised or represented; and 

(2) If the article is subject to section 
512 of the act, the labeling bearing such 
information is the labeling authorized 
by the approved new animal drug appli¬ 
cation or required as a condition for the 
certification or the exemption fnnn 
certification requirements applicable to 
preparations of antibiotic drugs; Pro- 
viiUd, however. That the information 
required by pcuragiai^ (c)(1) of this 
section may be omitted from the dis¬ 
pensing package if. but only if, Uie 
article is a drug for which directions, 
hazards, warnings, and use information 
are commonly known to veterinarians 
licensed by law to administer the drug. 
Upon written request, stating reasonable 
grounds therefor, the Commissioner will 
offer an opinion on a proposal to omit 
such information from the dispenring 
package under this proviso. 

(d) Any labeling, as defined in section 
201 (m) of the act. whether or not It Is 
on or within a package from which the 
drug is to be dispensed, distributed by or 
on behalf of the manufacturer, packer, 
or distributor of the drug, that furnishes 
or purports to furnish information for 
use or which prescribes, recommends, or 
suggests a dosage for the use of the dnig 
(other than dose information required 
by paragrai^ (b) (2) of this section and 
S 201.100(b) (2)) contains; 

(1) Adequate informaticm for such use, 
including Indications, effects, dosages, 
routes, methods, and frequency and 
duration of administration, and any rd- 
evant warnings, hazards, contraindica¬ 
tions. side effects, and precautions, and 
including information relevant to com¬ 
pliance with the new animal drug provi¬ 
sions of the act, imder which veterinar¬ 
ians licensed by law to administer the 
drug can use the dhig safely and for the 
purposes for which it is Intended, includ¬ 
ing all conditions for which it is adver¬ 
tised or represented; and if the article is 
subject to section 512 of the act. the 
parts of the labeling providing such in¬ 
formation are the same in language and 
emphasis as labeling approved or per¬ 
mitted under the provisions of section 
512, and any other parts of Uie labeling 
are consistent with and not contrary to 
such approved or permitted labeling; 
and 

(2) The same information concerning 
the ingredients of the drug as appears 
on the label and labeling on or within 
the package from which the drug is to 
be dispensed; 
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Provided, however, Tliat tbe Information 
required by paragraph (d)(1) and (2) 
of this section is n^ required on the 
so-called reminder-piece labeling Mtdiich 
calls attention to the name of the drug 
but does not Include Indications or dos¬ 
age recommendations for use of the drug. 

(e) All labeling, except labels and 
cartons, bearing formation for use of 
the drug also bears tbe date of tbe 1^ 
suanee or the date of the latest revision 
of such labeling. 

(f) A pire6crip>tl(m drug intended for 
both human and veterinary use Rhaii 
cmnply with paragrai^ (e) and (f) of 
this section and S 201.100. 

§ 201.109 Prescription devices. 

A device which, because of any poten¬ 
tiality for harmful effect, or the method 
of its use, or the ccdlateral measures 
necessary to its use is not safe except 
under the supMwision of a practitioner 
licensed by law to direct the use of 
such device, and hence for which “ade¬ 
quate directions for use** cannot be pre¬ 
pared. shall be exempt from section 502 
(f) (1) of the act if aU the following 
conditions are met: 

(a) The device is: 
(1) (i) In the po6sessl<xi of a person 

(or his agents or employees) regularly 
and lawfully oigaged in the manufae- 
ture, transportation, storage, or whole¬ 
sale or retail distribution of such device; 
or 

(11) In the possession of a practitioner, 
such as physicians, dentists, and veteri¬ 
narians, licensed by law to use or order 
the use of such device: and 

(2) Is to be sold only to or on the 
prescription or other order of such prac¬ 
titioner for use in the course of his pro¬ 
fessional practice. 

(b) The label of the device (other than 
surgical Instruments) bean: 

(1) The statement “CauticHi; Federal 
law restilcts this device to sale Iv or on 
the ottlM* vt a_**, the Mank 
to be filled with the word “i^iysician’*, 
“doitist’*, “vetoinaiian**, or with the 
descriptive designation of any other 
practitioner licensed by the law of the 
State in i^ileh he practices to use (W 
order the use of the device; and 

(2) The method of its application (x 
use. 

(c) Labdlng on or within the package 
from which the device is to be dispensed 
bean Information for ube. including in- 
dteations. effects, routes, methods, and 
frequency and duratlcNi of administra¬ 
tion. and any relevant hasarda, contrain¬ 
dications. side effects, and precautions 
under irtilcb practitlonen licensed by 
law to administer tbe device can use 
the device safely and for the purpose 
for which it is intended. Indndlng all 
purposes tor which it is advertlaed or 
represented: Provided, however. That 
such Information may be omitted from 
the dispensing package if, but onhr if, 
the artiele is a device for which direo- 
tloos, hazards, warnings, and other in¬ 
formation are commonly known to prac¬ 
titioners licensed by law to use the device. 
Up(» written requ^ stating reasonable 
grounds therefor, the (Commissioner will 
offer an (vinkm on a proposal to omit 

such Information frmn the dispensing 
iw^age under this proviso. 

(d) Any labeling, as defined in sectioa 
201(m) of the act. whether or not it is 
on or within a package from which the 
device is to be dispensed, distributed by 
or on behalf of the aumufacturer, packer, 
or distributor of the device, that^fur- 
nishes or purports to furnish informa¬ 
tion for use of the device contains ade¬ 
quate information for such use, includ¬ 
ing indications, effects, routes, methods, 
and frequency and duration of admin¬ 
istration and any relevant hazards, con¬ 
traindications. side effects, and precau¬ 
tions, under which practitioners licensed 
by law to employ tbe device can use the 
device safely and for the purposes for 
which it is intended. Including all pur¬ 
poses for which it is advertised or repre¬ 
sented. This information will not be 
required on so-called reminder-piece 
labeling which calls attention to the 
name of the device but does not include 
indications or other use Information. 

(e) All labeling, except labels and car¬ 
tons. bearing information for use of the 
device also bears the date of the issuance 
or the date of the latest revision of such 
labeling. 

§ 201.110 Retail exemption for veteri¬ 

nary drugs and prescription devices. 

A drug or device subject to if 201.105 
or 201.109 shall be exempt at the time 
of delivery to the ultimate purchaser 
or user from section 502(f) (1) of the aet 
if It is delivered by a licensed practi¬ 
tioner in the course of his professional 
practice or upon a prescription or other 
order lawfully issued in the course of his 
professional practiee. with labeling bear¬ 
ing the name ana address of such li¬ 
censed practitioner and the directions 
for use and cautionary statements, if 
any. contained in such order. 

§ 201.115 News drugs or new animal 

drugs. 

A new drug shall be exempt fmn sec¬ 
tion 502(f)(1) of the act: 

(a) TO the extent to which such ex¬ 
emption is claimed in an approved appli¬ 
cation with respect to such drug under 
secti(m505(H‘512of theact; ot 

(b) If no application imder section 
505 of the act is approved with respect to 
iujch drug but it complies with section 
505 (i) or 512 of the act and regulations 
thereunder. 

No exemption shall apply to any other 
drug which would be a new drug if its 
labeling bore representations for its in¬ 
tended uses. 

§ 201.116 Drugs and devices having 

commonly known directions. 

A drug or device shall be exempt from 
section 502(f)(1) of the act insofar as 
adequate directions for common uses 
thereof are known to the' ordinary in¬ 
dividual. 

§ 201.117 Inactive ingredients. 

A harmless drug that is ordinarily 
used as an inactive ingredient, such as a 
coloring, emulsifier, excipient, flavoring, 
lubricant, preservative, or solvent, in the 
preparation of other drugs shall be ex¬ 

empt from section 502 (f) (1) of the act. 
This exemption shall not apply to any 
substance intended for a use s^ch re¬ 
sults in the preparation of a new drag, 
unless an approved new-drug appUcatiem 
provides for such use. 
§ 201.119 In vitro diagnostic products. 

A product Intended for use. in the 
diagnosis of disease and which is an 
in vitro diagnostic product as defined in 
9 328.3(a) of this chapter shall be deemed 
to be ta compliance with the require¬ 
ments of this section and section 502(f) 
(1) of the act if it meets the require¬ 
ments of Part 328 (ff this chapter. 

§ 201.120 Prescription chemicak and 

other prescription components. 

A drug prepared, packaged, and pri- 
msirily sold as a prescription chemical or 
other component for use by registered 
pharmacists in compoundliig prescrip¬ 
tions or for dispensing in dosage unit 
form upcm prescripttlons shall be exempt 
frcHn sectioa 502(f) (1) of the act if all 
the following conditions are met: 

(a) The drug is an official liquid acid 
or official liquid alkali, or is not a Uquld 
solution, emulsion, suspension, tablet, 
capsule, or other dosage unit form; and 

(b) The label of the drug bears: 
(1) The statemmt “For prescription 

compounding**: and 
(2) If in substantially all dosage forms 

in which it may be dispensed it is subject 
to section 503 (b) (1) of the act, tbe 
statement “(button: Federal law prohib¬ 
its dispensing without prescription'*; or 

(3) If it is not subject to section 503 
(b) (1) of the aet and is by custom 
among retail pharmacists sold in or from 
tbe interstate package for use by con¬ 
sumers, **adequate directions for use’* in 
the conditions for which it is so sold. 

Provided, however. That tbe information 
referred to in paragnq;^ (b) (3) of this 
section may be oontaini^ in the labeling 
on or within the package from whiih it 
is to be dispensed. 

(c) This exemptiem shall not apiHy to 
any substance Intended for use in com¬ 
pounding which results in a new drug, 
unless an approved new-drug application 
covers such use of the drug in compound.! 
Ing preseriptiona. 

§ 201.122 Drags and devices for process¬ 

ing, repacking, or manafactw^ng. 

A drug in a bulk package (except 
tablets, capsules, or other dosage unit 
forms) or a device intended for process- 
ing,= repacking, or use in the manufac¬ 
ture of another drug or device shall be 
exempt from section 502(f)(1) of the 
act if its labd bean the statement 
“Caution: Tor manufacturing, proc¬ 
essing, or repacking’’; and. if in sub¬ 
stantially all dosage forms in adiich it 
may be dispensed it is subject to section 
503 (b) (1). the statement *Caution: 
Federal law prohibits dispensing without 
prescription*’. ’Ihls exemption and the 
exemption xmder i 201.120 may be 
claimed for the same article. But the 
exemption shall not apply to a substance 
intmded for a use in manufacture, 
processing, or repacking which causes 
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the finished article to be a new drug, 
luiless: 

(a) An approved new-drug application 
or new animal drug application held by 
the person preparing the dosage form or 
drug for dispensing covers the production 
and ddivny to him of such sutetance; or 

(b) If no applicaticm is approved with 
respect to siioh new drug or new animal 
drug, the label statement "Caution: For 
manufacturing, processing, or repacking’’ 
Is immediately supplemented by the 
words “in the preparation of a new drug 
or new animal drug limited by Federal 
law to investigational use’’, and the deliv¬ 
ery Is made for use in the manufac¬ 
ture of such new drug or new animal drug 
limited to investigational use as provided 
in S 312.1 or S 511.1 of this chapter. 
§ 201.125 Drugs and devices for use in 

teaching, law enforcement, research, 

and analysis. 

A drug or device subject to SS 201.100, 
201.105, or 201.109 shall be exempt from 
section 502(f) (1) of the act if shipped or 
sold to, or in the possessiem of, persons 
regularly and lawfully engaged In In- 
structhm in pharmacy, chemistry, or 
medicine not involving clinical use. or 
engaged in law enforcement, or in re¬ 
search not inv(^ving clinical use, or in 
chemical analysis, or physical testing, 
and is to be used only for such instruc¬ 
tion, law enforcement, research, analy¬ 
sis, or testing. 

§ 201.127 Drugs and devices; expiration 

of exemptions. 

(a) If a shipment or delivery, or any 
part thereof, of a drug or device which is 
exempt under the regulations in this 
section is made to a person in whose pos- 
seoion the article is not exempt, or is 
made for any purpose other than those 
specified, such exemption shall expire, 
with respect to such shipment or de¬ 
livery or part thereof, at the beginning 
of that shipment or delivery. ’The caus¬ 
ing of an exemption to expire shall be 
considered an act which results in such 
drug or device being misbranded unless 
it is disposed of under circumstances in 
which It ceases to be a drug or device. 

(b) 'The exemptions conferred by 
S9 201.117. 201.119. 201.120, 201.122, and 
201.125 shall continue until the drugs 
or devices are used for the purposes 
for which they are exempted, or until 
they are relabeled to comply with sec¬ 
tion 502 (f> (1) of the act. If, however, 
the drug is converted, compounded, or 
manufactured into a dosage form limited 
to prescription dispensing, no exemption 
Shan thereafter apply to the article un¬ 
less the dosage form is labeled as re¬ 
quired by section 503(b) and §§ 201.100, 
201.105. or 201.109. 

§ 201.128 eManing of **Intended uses”. 

The words "intended uses’’ or words^ 
of similar import in S9 201.5, 201.115, 
201.117, 201.119, 201.120, and .201.122 
refer to the objective intent of the per- 
s(xis legally responsible for the labeling 
of drugs and devices. The intent is 
determined by such persons’ expres¬ 
sions or may be shown by the drciun- 
stances surrounding the distribution 
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of the article. This objective intent 
may. for example, be shown by labeling 
claims, advertising matter, or oral or 
written statements by such persons or 
their representatives. It may be shown 
by the circumstances that the article is, 
with the knowledge of such persons or 
their representatives, offered and used 
for a purpose for which it is neither 
labeled nor advertised. The intended 
uses of an article may change after it has 
been introduced into interstate com¬ 
merce by its manufacturer. If. for ex¬ 
ample. a packer, distributor, or sdler 
Intends an article for different uses than 
those Intended by the person from whom 
he received the drug, such packer, dis¬ 
tributor. or seller is required to supply 
adequate labeling in accordance with the 
new Intended uses. But if a manufac¬ 
turer knows, or has knowledge of facts 
that would give him notice, that a drug 
or device introduced into interstate com¬ 
merce by him is to be used for conditions, 
purposes, or uses other than the ones for 
which he offers it, he is required to pro¬ 
vide adequate labeling for such a drug 
which accords with such other uses to 
which the article is to be put. 
(Secs. 201 (n), 502. 505. 507. TCIl, 52 Stat. 1041, 
1050-53 as amended, 1055-56 as amended by 
70 Stat. 919 and 72 Stat. 946. 59 Stat. 463 as 
amended: 21 U.S.C. 321 (n), 352, 356, 357, 701) 

Subpart E—Other Exemptions 

§ 201.1.50 Drugs and devices; process* 

ing, labeling, or repacking. 

(a) Ebccept as provided by paragraphs 
(b) and (e) of this section, a shipment 
or other delivery of a drug or device 
which is, in accordance with the prac- 
tlce of the trade, to be processed, labeled, 
or repacked in substantial quantity at an 
establishment other than that where 
originally processed or packed, shall be 
exempt, during the time of introduction 
into and movement in Interstate com¬ 
merce and the time of holding in such 
establishment, from compliance with the 
labeling and packaging requirements of 
sections 501 (b) and 502 (b), (d). (e), (f). 
and (g) of the act if: 

(1) The person who introduced such 
shipment or ddivery into Interstate com¬ 
merce is the operator of the establish¬ 
ment where such drug or device is to be 
processed, labeled, or repacked; or 

(2) In ease such person is not such 
operator, such shipment or delivery is 
made to such establishment under a 
written agreement, signed by and con¬ 
taining the post-offlee addresses of such 
person and such operator, and contain¬ 
ing such specifications for the processing, 
labeling, or repacking, as the ease may be. 
of such drug or device in such establish¬ 
ment as will insure, if such specifications 
are followed, that such drug or device 
will not be adulterated or misbranded 
within the meaning of the act upon com¬ 
pletion of such processing, labeling, or 
repacking. Such person and such opera¬ 
tor shall each keep a copy of such agree¬ 
ment until 2 years after the final ship¬ 
ment or delivery of such drug or device 
from such establishment, and shall make 
such copies available for inspection at 
any reasonable hour to any ofDc«: or 
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employee of the D^^artment who re¬ 
quests them. 

(b) An exemption of a shipment or 
other delivery of a drug or device tmder 
paragraph (a) (1) of this section shall, 
at the beginning of the act of removing 
such shipment or delivery, or any part 
thereof, from such establishment, be¬ 
come void ab initio if the drug or de¬ 
vice comprising such shipment, delivery, 
or part is adulterated or misbranded 
within the meaning of the act when so 
removed. 

(c) An exemption of a shipment or 
other delivery of a drug or device under 
paragraph (a) (2) of this section shall 
become void ab initio with respect to the 
person who Introduced such shipment or 
delivery into Interstate commerce upon 
refusal by such person to make available 
for Inspection a copy of the agreement, 
as required by such subparagraph. 

(d) An exemption of a shipment or> 
other delivery of a drug or device imder 
paragraph (a) (2) of this section shall 
expire: 

(1) At the beginning of the act of re¬ 
moving such shipment or delivery, or 
any part thereof, from such establish¬ 
ment if the drug or device comprising 
such shipment, delivery, or part is adul¬ 
terated or misbranded within the mean¬ 
ing of the act when so removed: or 

(2) Upon refusal by the operator of 
the establishment where such drug or 
device is to be processed, labeled, or re¬ 
packed. to make available for inspection 
a copy of the agreement, as required by 
such clause. 

(e) Except as provided in paragraphs 
(g) and (h) of this section, a shipment 
or other delivery of a drug which is sub¬ 
ject to section 507 of the act and which 
Is. in accordance with the practice of the 
trade, to be processed or repacked in a 
substantial quantity at an establishment 
other than that where originally proc¬ 
essed or packed shall be exempt from 
compliance with the labeling require¬ 
ments of section 502 (f) of the act during 
the time such drug is also exempt from 
the requirements of section 502 (1) of 
the act or, in the case of a new animal 
drug, is exempt from certification imder 
section 512(n) of the act under the provi¬ 
sions of 9 433.15 or 9 433.16 of this 
chapter. 

(f) Except as provided by paragraphs 
(g) and (h) of this section, a shipment 
or other delivery of a drug which is sub¬ 
ject to section 507 of the act and which 
Is. in accordance with the practice of 
the trade; to be labeled in substantial 
quantity at an establishment other than 
that where originally processed or 
packed shall be exempt from compli¬ 
ance with the labeling requirements of 
section 502 (b). (e) and (f) of the act 
during the time such drug is also exempt 
from the requlmnents of section 502 (1) 
of the act or. in the case of a new animal 
drug, is exempt from certification under 
section.512(n) of the act under § 433.12 
of (his chapter, if the words, statements, 
and other information required by sec¬ 
tion 502 (b) and (e) of the act appear on 
each shipping container oi such drug. 

(g) In case the person who intro¬ 
duced such shipment or other delivery 
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into Interstate commerce is the (q;>er> 
ator of the establishment where such 
drug is to be processed, labeled, or re¬ 
packed. an exemption of such shipment 
or delivery under paragraph (e) or (f) 
of this section shall become void at the 
beginning of the act of removing such 
shipment or delivery or any part thereof 
from sxich establishment if the drug 
comprhdng such shipmoit, delivery, or 
part is adulterated or misbranded within 
the meaning of the act when so removed. 

(h) In case the person who introduced 
such shipment or delivery into Interstate 
omnmerce is not the operator of the es¬ 
tablishment where such drug is to be 
processed, labeled, or repacked, an ex¬ 
emption of a shipmrat or other delivery 
of such drug imder paragnmh (e) or (f) 
of this section shall expire at the be¬ 
ginning of the act of removing such 
shipment or delivery or any part thereof 
from such establishment if the drug 
comprising such shipment, delivery, or 
part is adulterated or misbranded 
within the meaning of the act when so 
removed. - 

(i) As it is a common industry prac¬ 
tice to manufacture and/or assemble, 
package, and fully label a device as sterile 
at one establishment and then ship such 
device in interstate commerce to another 
establishment or to a contract sterilizer 
for sterilization, the Food and Drug Ad¬ 
ministration will initiate no regulatory 
action against the device as misbranded 
or adulterated when the nonsterile device 
is labeled sterile, provided all the follow¬ 
ing conditions are met: 

(1) There is in effect a written agree¬ 
ment which: 

(1) Contains the names and post office 
addresses of the firms involved’ and is 
signed by the person authorizing such 
shipment and the operator or person in 
ch^e of the establishment receiving the 
devices for sterilization. 

(ii) Provides instructions for maintain¬ 
ing proper records or otherwise account¬ 
ing for the number of units in each ship¬ 
ment to insure that the niunber of units 
shipped is the same as the number re¬ 
ceived and sterilized. 

(iii) Acknowledges that the device is 
nonsterile and is being shipped for fur¬ 
ther processing, and 

(iv) States in detail the sterilization 
process, the gaseous mixture or other 
media, the equipment, and the testing 
method or quality controls to be used by 
the contract sterilizer to assure that the 
device will be brought into full compli¬ 
ance with the Federal Food, Drug, and 
Cosmetic Act. 

(2) Each pallet, carton, or other 
designated unit is conspicuously marked 
to show its nonsterile nature when it is 
introduced into and is moving in inter¬ 
state commerce, and while it is being 
held prior to sterilization. Following 
sterilization, and until such time as it is 
established that the device is sterile and 
can be released from quarantine, each 
pallet, carton, or other designated unit 
is conspicuously marked to show that it 
has not been released from quarantine, 
eg:, “sterilized-awaiting test results” or 
an equivalent designation. 

(Secs. 601(0), 60a(a). 803, 701(s). 63 Stat. 
1049, 1060, 1061, 1066; 31 UA.O. 361 (o). 363 
(a). 371(a)) 

§ 201.160 Drugs; information com¬ 
monly known. 

(a) SecUon 201.100(c) of this chap¬ 
ter provides that in the ease of cntain 
drugs for which directions, hasuds, 
warnings, and use information are com¬ 
monly known to practitioners licensed by 
law, such informatioa may be (xnltted 
from the dispensing package. Dhderthls 
proviso, the Commissioner of Food and 
Drugs will offer an opinion, upon written 
request, stating reasonable grounds 
therefor. <ni a proposal to (unit such in¬ 
formation from the dispensing package. 

(b) Ihe Commissioner of Fbod and 
Drugs has considered submitted mate¬ 
rial covering a number of drug products 
and has offered the (vlnion that the 
following drugs, when intended for 
those human uses for which they are 
now generally employed by the medical 
profession, should be exempt fnxn the 
requiremoits of § 201.100(c) of this 
chapter, provided that they meet the 
conditions prescribed in this paragraph. 
Preparations that are not in dosage unit 
form (for example, solutions) will be 
regarded.as meeting the conditions with 
respect to the maximum quantity of 
drug per dosage unit if th^ are pre¬ 
pared in a manner that enables accurate 
and ready administration of a quantity 
of drug not In excess of the stated maxi¬ 
mum per dosage unit: 

AminophytUne. For oral use, not in ex¬ 
cess of 200 milligrams per dosage unit, 
with or without not in excess of 33 
milligrams of phenobarbitaL 

Atropine methyl nitrate. For oral use. 
not in excess of 1.0 milligram per 
dosage unit. 

Atropine tulfate. For oral use, not in 
excess of 0414 milligram per dosage 
unit: for injection, not in excess of 
0.54 milligram (Hzo-grain) per dos¬ 
age unit. 

Barbiturates. For oral use. not in ex¬ 
cess of 100 milligrams per dosage 
unit; for use as suppositories, not in 
excess of 130 milligrams per supposi¬ 
tory. 

Chloral hydrate. For oral use. not in 
excess of 500 milligrams per dosage 
unit; for use as suppositories, not in 
excess of 1.0 gram per suppository. 

Codeine phosphate. For oral use, not 
in excess of 65 milligrams per dosage 
unit; for injection, not in excess of 
65 milligrams per dosage unit. 

Codeine sulfate. For oral use, not in 
excess of 65 milligrams per dosage 
unit; for injection, not in excess of 
65 milligrams per dosage unit. 

Digitalis. Preparations of whole leaf 
digitalis including forms such as digi¬ 
talis tincture. For oral use. contain¬ 
ing the equivalent of not more than 
1 UJ3P. digitalis unit per dosage unit. 

DOiydrooodelnone bitartrate. For oral 
use. not in excess of 10 milligrams per 
dosage unit. 

DOtydromorphinone hydrochloride. For 
oral use. not in excess of 4 milligrams 
per dosage unit 

Epinephrine injection. 1: 1,000. 
Erythrityl tetranitrate. For oral use, not 

in excess of 30 milligrams per dosage 
unit. 

Homatropine methylbromide. For oral 
use, not in excess of 5 milligrams per 
dosage unit. 

Hyoscyamine hydrobromide. For oral 
use. not in excess of 1 milligram per 
dosage unit 

Hyoscyamine sulfate. For oral use, not 
in excess of 1 mUligram per dosage 
unit 

Hyoscyamus tincture. For oral use, not 
in excess of 2 milliliters per dosage 
unit 

Mannitol hexanitrate. For oral use, not 
in excess of 32 milligrams per dosage 
unit 

Methenamine. For oral use. not in ex¬ 
cess of 1 gram per dosage unit. 

Morphine phosphate. For oral use, not in 
excess of 33 milligrams per dosage 
imlt; for injectiOh, not in excess of 33 
milligrams per dosage unit. 

Morphine sulfate. For oral use, not in 
excess of 33 milligrams per dosage 
imit; for Injection, not in excess of 
33 milligrams per dosage imit. 

Nitroglycerin. For oral use, not in excess 
of 0.65 milligram per dosage unit. 

Pentaerythritol tetranitrate. For oral 
use, not in excess of 20 milligrams per 
dosage unit. 

Pentaerythritol tetranitrate with pheno- 
barbital. For oral use, not in excess 
of 20 milligrams of pentaerythritol 
tetranitrate and 35 milligrams of 
phenobarbital. 

Quinidine sulfate. For oral use. not in 
excess of 325 milligrams per dosage 
unit. 

Scopolamine methylbromide. For oral 
use, not in excess of 2.5 milligrams per 
dosage unit 

Sodium chloride injection. 
Sodium nitrite. For oral use, not in 

e](cess of 60 milligrams per dosage 
unit 

Theobromine. For oral xise, not in ex¬ 
cess of 325 milligrams per dosage unit. 

Thyroid. For oral use, not in excess of 
220 milligrams per dosage unit. 

Water for injection, sterile. 

§ 201.161 Carbon dioxide and certain 
other gases. 

(a) Carbon dioxide, cyclopropane, 
ethylene, helium, and nitrous oxide gases 
intended for drug use are exempted from 
the requirements of S 201.100(b) (2), 
(3). and (c)(1) provided the labeling 
bears, in addition to any other informa¬ 
tion required by the Federal Food, Drug, 
and Cosmetic Act, the following: 

(1) The warning statement “Warn¬ 
ing—Administration of (name of gas) 
may be hazardous or contraindicated. 
For use only by or imder the supervision 
of a licensed practitioner who is experi¬ 
enced in the use and administration of 
(name .of sas) and is familiar with the 
indications, effects, dosages, methods, 
and frequency and duration of adminis¬ 
tration, and with the hazards, contrain¬ 
dications, and side effects and the pre¬ 
cautions to be taken”; and 
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(2) Any needed directions concerning 
the conditions for storage and warnings 
against the inherent dangers in the 
handling of the specific compressed gas. 

(b) This labeling exemption does not 
apply to mixtures of any one or more of 
these gases with oxygen or with each 
other. 

(c) Regulatory action may be initi¬ 
ated with respect to any article shipped 
within the Jurisdiction of the Act con¬ 
trary to the provisions of this section 
after 60 days following publication of 
this section in the Federal Register. 

(Sec. 502(f), 52 Stat. 1051; 21 U.S.C. 352(f)) 

Subpart F—Labeling Claims for Drugs in 
Drug Efficacy Study 

§ 201.200 Disclosure of drug efficacy 
study evaluations in labeling and ad- 
vt‘rtising. 

(a) (1) The National Academy of Soi- 
ences-National Research Council, Drug 
Efficacy Study Group, has completed an 
exhaustive review of labeling claims made 
for drugs marketed under new-drug and 
antibiotic drug procedures between 1938 
and 1962. The results are compiled In 
"Drug Efficacy Study, A Report to the 
Commissioner of Food and Drugs from 
the National Academy of Sciences 
(1969).*' As the report notes, this review 
has made "an audit of the state of the art 
of drug usage, that has been uniquely ex¬ 
tensive in scope and uniquely intensive 
in time’* and is applicable to more than 80 
percent of the currently marketed drugs. 
The report fiuther notes that the quality 
of the evidence of efficacy, as well as the 
quality of the labeling claims, is poor. 
Labeling and other promotional claims 
have been evaluated as "effeotive,** *‘prob<> 
ably effective,** “possibly effective,** "in¬ 
effective,** “ineffective as a fixed combi¬ 
nation,’* and "effective but,’* and a report 
for each drug in the study has been sub¬ 
mitted to the Commissioner. 

(2) The Food and Drug Administra¬ 
tion is processing the reports, seeking 
voluntary action on the pi^ of the drug 
manufacturers and distributors In the 
elimination or modification of unsup¬ 
ported promotional claims, and initiating 
administrative actions as necessary to 
require product and labeling changes. 

(3) Delays have been encoimtered in 
bringing to the attention of the pre- 
scribers of prescription items the conclu¬ 
sions of the expert panels that reviewed 
the promotional claims. 

(b) The Commissioner of Food and 
Drugs concludes that: 

(1) The failure to disclose in the label¬ 
ing of a drug and in other promotional 
material the conclusions of the Academy 
experts that a claim is "Ineffective.** 
"possibly effective,** “probably effective,*’ 
or "ineffective as a fixed combination,*' 
while labeling and promotional material 
bearing any such claim are being used, 
is a failure to disclose facts that are ma¬ 
terial In light of the representations made 
and causes the drug to be misbranded. 

(2) The Academy classification of a 
drug as other than "effective** for a claim 
for which such drug is recommended 

establishes that there Is a material 
weight of opinion among qualified ex¬ 
perts contrary to the representation 
made or suggested in the labellhg. and 
failure to reveal this fact causes such 
labeling to be misleading. 

(c) Therefore, after publication in the 
Federal Reoistee of a Drug Bflloaoy 
Study Implementation notice on a pre¬ 
scription drug, unless exempted or other¬ 
wise provided for in the notice, all 
package labeling (other than the imme¬ 
diate container or carton label, unless 
such labeling contains information re¬ 
quired by S 201.100(c) (1) in lieu of a 
package insert), promotional labeling, 
and advertisements shall include, as 
part of the information fcM* practi¬ 
tioners under which the drug can 
be safely and effectively used, an ap¬ 
propriate qualification of all claiins 
evaluated as other than "effective** by 
a panel of the National Academy of Sci¬ 
ences—National Research Council. Drug 
Efficacy Study Group, if such claims 
continue to be included in either the 
labeling or advertisements. However, this 
qualifying information will be required 
in advertisements only IT promotional 
material is included therein for claims 
evaluated as less than "effective" or if 
such claims are included in the indica¬ 
tions section of the portion of the ad¬ 
vertisement contain!]^ the Information 
required in brief summary by S 202.1 
(e)(1) of this chapter. When, however, 
the Food and Drug Administration clas¬ 
sification of such claim is "effective** 
(for example, on the basis of revision 
of the language of the claim or sub¬ 
mission or existence of adequate data), 
such qualification is not necessary. When 
the Food and Drug Administration clas¬ 
sification of the claim, as stated in the 
implementation notice, differs from that 
of the Academy but is other than "effec¬ 
tive." the qualifying statement shall 
refer to this classification in lieu of the 
Academy’s classification. 

(d) For new drugs and antibiotics, sup¬ 
plements to provide for revised labeli^ 
in accord with paragraph (c) of this sec¬ 
tion shall be sulxnitted under the provi¬ 
sions of 9 314.8 (d) and (e) and 9 514.50 
of this chapter within 90 days after pub¬ 
lication of the implementation notice in 
the Federal Register or by May 15,1972, 
for those drugs for which notices have 
been published and such labeling shall be 
put into use as soon as possible but not 
later than the end of the time period al¬ 
lowed for submitting supplements to pro¬ 
vide for revised labeling. 

(e) Qualifying information required 
in drug labeling by paragraph (c) of this 
section in order to advise prescribers of 
a drug of the findings made by a panel 
of the Academy in evaluating a claim as 
other than "effective" shall be at least of 
the same size and color and degree of 
prominence as other printing in the 
labeling and shall be presented in a 
prominent box using one of the follow¬ 
ing formats and procedures: 

(1) In drug labeling the box statement 
may entirely replace the indications sec¬ 

tion and be in the following format: 

IinncATioMs 

Based on a review of this drug by 
the National Academy of Sclenoee— 
National Research OotmeU and/or 
other information, VDA has (dasslfled 
the Indication (a) as followa: 

Effective: (list or state In paragraph 
form). 

“Probably" effective: (list .or state 
In paragraph form). 

“Possibly" effeotive: (Uat or state In 
paragraph form). 

Pinal classification of the less-than- 
effeotlve Indications requires further 
Investigation. 

(2) Or the indication(s) for which the 
drug has been found effective may appear 
outside the boxed statement and be fol¬ 
lowed immediately by the following boxed 
statement: 

Based on a review of this drug by 
the National Academy of Sdencea— 
National Research COuncU and/or 
other information, FDA has classified 
the other indication (s) as foUows: 

“Probably" effeotive: (list or state In 
paragr^h form). 

“Possibly” effeotive: (list or state In 
paragraph form). 

Final classllleatlon of the less-than- 
effectlve Indications requires further 
Investigation. 

(3) In drug labeling (other than that 
which is required by 9 201.100(c)(1) 
which may contain a promotional mes¬ 
sage. the promotional message shall be 
keyed to the boxed statement by the 
same means as those provided for ad¬ 
vertisements in paragraph (f) (2) of this 
section. 

(f) Qualifying information required 
in prescription drug advertising by para¬ 
graph (c) of this section shall contain a 
prominent boxed statement of the ad¬ 
vertised indication(s) and pf the limita¬ 
tions of effectiveness using the same for¬ 
mat, language, and emphasis as that re¬ 
quired in labeling by paragraph (e) of 
this section. 

(1) The boxed statement shall appear 
in (or next to) the information required 
in brief summary by 9 202.1(e) (1) of this 
chapter and shall have prominence at 
least equal to that provided for other 
information presented in the brief sum¬ 
mary and shall have type size, captions, 
color, and other physical characteristics 
comparable to the information required 
in the brief summary. 

(2) Less-than-effective indication(s) 
in the promotional message of an adver¬ 
tisement which is a single page or less 
shall be keyed to the boxed statement 
by asterisk, by an appropriate statement, 
or by other suitable means providing ade¬ 
quate emphasis on the boxed statement. 
On each page where less-than-effective 
indication (s) appeal in a mutiple page 
advertisement, an asterisk shall be placed 
after the most prominent mention of the 
indication(s); if the degree of promi¬ 
nence does not vary, an asterisk shall be 
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p]ar«»rt after the first mention of the in¬ 
dication. The asterisk shall refer to a 
notation at the bottom of the page which 
Khitii state **This drug has been evaluated 
as probably effective (or possibly effective 
whichever is appropriate) for this indi¬ 
cation” and “See Brief Summary” or 
“See Prescribing Information,” the latter 
legend to be used only if the advertise¬ 
ment carries the reqtiired information for 
professicmal use as set fcuth in § 201.100 
(c)(1). 

(3) For less-than-effective indications 
which are included in the advertisement 
only as a part of the Information re¬ 
quired in brief summary, the disclosure 
Informaticm shall appear in this portion 
of the advertisement in the same manner 
as is specified for labeling in paragraph 
(e) of this section. 

(g) The Commissioner may find cir¬ 
cumstances are such that, while the 
elimination of claims evaluated as other 
than effective will generally eliminate 
the need for disclosure about such claims, 
there will be instances in which the 
change in the prescribing or promotional 
profile of the drug is so substantial as 
to require a disclosure of the reason for 
the change so that the purchaser or pre- 
scrlber is not misled by being left un¬ 
aware through the sponsor's silence that 
a basic change has taken place. The 
Food and Drug Administration will 
identify these situations in direct cor- 
reqxmdence with the drug promoters, 
after which the failure to make the dis¬ 
closure will be regarded as misleading 
and appropriate action will be taken. 
(Secs. 201 (n). 502. SOS, S07, S2 Stat. 1041, 
10S0-S3 as amended, 10S6, as amended by 70 
Stat. eiO and 72 Stat. »48, 69 Stet. 468 as 
amended; 21 UB.C. 821 (n), 862,8S8, 857,701) 

Subpart (3—Specific Labeling Require¬ 
ments for Specific Drug Pr^ucts 

§ 201.300 Notice to manufacturers, 

packers, and distributors of glandular 

preparations. 

(a) Under date of December 4,1941, in 
a notice to manufacturers of glandular 
preparations, the Food and Drug Admin¬ 
istration expressed the opinion that 
preparations of inert glandular materials 
intended for medicinal use should, in 
view of the requirement of section 201 (n) 
of the Federal Food, Drug, and Cosmetic 
Act (52 Stat. 1041: 21 UB.C. 321(n)). be 
labeled with a statement of the material 
fact that there is no scientific evidence 
that the articles contain any therapeutic 
or ph3rsiologlcally active constituents 
Numerous preparations of such inert 
glandular materials were subsequently 
marketed with disclaimers of the type 
suggested. The term “inert glandular 
materials” means preparations incapable 
of exerting an action or effect of some 
significant or measurable benefit in one 
way or another, Ije.. in the diagnosis, 
cure, mitigation, treatment, or preven¬ 
tion of disease, or in affecting the struc¬ 
ture or any function of the body. 

(b) Manufacturers have heretofore 
taken advantage of $ 201.100 permitting 
omission of directitms for use when the 

label bears the prescription legend. Sec¬ 
tion 201.100(c) requires that the labeling 
of the drug, which may include brochures 
readily available to licensed practi¬ 
tioners, bear information as to the use 
of the drug by practiticmers licensed by 
law to administer it. Obviously, infor¬ 
mation adequate for the use of an inert 
glandular preparation is not available to 
practitioners licensed by law. 

(c) TheDepartmentof Health, Educa¬ 
tion, and Welfare is of the opinion that 
inert glandular materials may not be 
exempted from the requirements of sec¬ 
tion 502 (f) (1) of the act that they bear 
adequate directions for use; and, accord¬ 
ingly. that their labeling must include 
among other things, representations as 
to the conditions for which such articles 
are Intended to be used or as to the struc¬ 
ture or function of the human body that 
they are intended to affect. Since any 
such representations offering these arti¬ 
cles for use as drugs would be false or 
misleading, such articles will be consid¬ 
ered to be misbranded if they are dis¬ 
tributed for use as drugs. 

(d) The amended regulations provide 
also that in the case of dnigs intended for 
parenteral administration there shall be 
no exemption from the requirement that 
their labelings bear adequate directions 
for use. Quch inert glandular materials 
for parenteral use are therefore subject 
to the same comment as applies to those 
intended for oral administration. 

§ 201.301 Notice to manufacturers, 

packers, and distributors of estro¬ 

genic hormone preparations. 

Some drug preparations fabricated 
wholly or in part from estradiol and la¬ 
beled as to potency in terms of mterna- 
tlonal units or in terms of international 
units of estrone activity have been mar¬ 
keted. The international unit of the 
estrus-producing hormone was estab¬ 
lished by the international Conference 
on the Standardization of Sex Hormones 
at London, England, on August 1, 1932. 
This unit was defined as “the specific 
estrus-producing activity contained in 
0.1 gamma (=0.0001 mg.) of the stand¬ 
ard” hydroxyketonlc hormone found in 
urine (estrone). The International Con¬ 
ference declared that it did not recom¬ 
mend the determination of the activity 
of nonhydroxyketonic forms of estro¬ 
genic hormones in units of estreme be¬ 
cause of the varying ratios between the 
activity of such nonhydroxyketonic es¬ 
trogenic hormones and estrone, when 
measured by different methods on test 
animals. There is no international unit 
for measuring the activity of estradiol 
and no accepted relationship between its 
activity and that of estrone, either in test 
animals or in humans. The declaration 
of potency of estradiol in terms of inter¬ 
national units or in terms of interna¬ 
tional units of estrone activity is there¬ 
fore considered misleading, within the 
meaning of 21 UB.C. 353(a). The dec¬ 
laration of the estradiol content of an 
estrogenic hormone preparation in terms 
of weight is considered appropriate. 

§ 201.302 Notice to manufacturers, 

packers, and distributors of drugs for 

internal use which contain mineral 

oil. 

(a) In the pest few years reseeuxh 
studies have altered medical oplnUm 
as to the usefulness and harmfulness 
of mineral oil in the human body. 
These studies have indicated that 
when mineral oil is used orally 
near mealtime it interferes with 
absorption from the digestive tract 
of provitamin A and the fat-soluble vita¬ 
mins A. D. and K, and consequently in¬ 
terferes with the utlliaation of calcium 
and phosphorus, with the result that the 
user is left liable to deficiency diseases. 
When so used in pregnancy it predisposes 
to hemorrhagic disease of the newborn. 

(b) There is acciimulated evidence 
that the indiscriminate administration of 
mineral oil to infants may be followed by 
aspiration of the mineral oil and subse¬ 
quent “lipoid pneumonia.” 

(c) hi view of these facts, the Depart¬ 
ment of Health, Education, and Welfare 
will regard as misbranded imder the pro¬ 
visions of the Federal Food, Drug, and 
Cosmetic Act a drug for oral administra¬ 
tion consisting in whole or in part of 
mineral oil. the labeling of which en¬ 
courages its use in pregnancy or indi¬ 
cates or implies that such drug is for 
administration to infants. 

(d) It is also this Department’s view 
that the act requires the labelings of such 
drugs to bear a warning against con¬ 
sumption other than at bedtime and 
against administration to infants. The 
following form of warning is suggested: 
“Caution; To be taken only at bedtime 
Do not use at any other time or admin¬ 
ister to Infants, except upon the advice 
of a ph3^ician.” 

(e) This statement of interpretation 
does not in any way exempt mineral oil or 
preparations containing mineral oil from 
complsring in all other respects with the 
requirements of the Federal Food, Drug, 
and Cosmetic Act. 

§ 201.303 Labeling of drug preparations 

containing aignificant proportions of 

wintergrecn oiL 

(a) Because methyl salicylate (winter- 
green oil) manifests no toxicity in the 
minute amounts in which it is used as a 
flavoring, it is mistakenly regarded by 
the public as harmless even when taken 
In substantially larger amoimts. Actu¬ 
ally, it Is quite toxic when taken in quan¬ 
tities of a teaspoonful or more. Winter- 
green oil and preparations containing it 
have caused a number of deaths through 
accidental misuse by both adults and 
children. Children are particularly at¬ 
tracted by tile odor and are likely to 
swallow these products when l^t within 
reach. 

(b) To safeguard against fatalities 
from this cause, the Department of 
Health, Education, and Welfare will re¬ 
gard as misbranded under the provisions 
of the Federal Food, Drug, and Cosmetic 
Act any drug containing more than 5 
percent methyl salicylate (wintergreen 
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oil), the labeling of which falls to warn 
that use otherwise than as directed 
therein may be dangerous and that the 
article should be kept out of reach of 
children to prevent accldentlal poisoning. 

(c) This statement of interpretation 
in no way exempts methyl salicylate 
(wlntergreen oil) or its preparations 
from complying in all other respects with 
the requirements of the Federal Food, 
Dnig, and Cosmetic Act. 
(Sec. 602, 52 Stat. 1060, as amended; 21 
U.S.C. 382) 

g 201.304 Tannic acid and barium en¬ 

ema preparations. 

(a) It has beccune a widespread prac¬ 
tice for tannic acid to be added to barium 
enemas to improve X-ray pictures. Tan¬ 
nic acid is capable of causing diminished 
liver function and severe liver necrosis 
when absorbed in sufficient amounts. 
The medical literature reports a number 
of deaths associated with the addition 
of tannic acid to barium enemas. There 
is a lack of scientific evidence to estab¬ 
lish the conditions, if any, under which 
tannic acid is safe and effective for use 
in enemas. Tannic acid for rectal use to 
enhance X-ray visualization is regarded 
as a new drug within the meaning of sec¬ 
tion 201(p) of the Federal Food, Drug, 
and Cosmetic Act 

(b) In view of the hazards involved 
when tannic acid is used in barium 
enemas, any shipments of tannic acid 
labeled to come within the exemptions 
under 502(f) of the Act containing such 
phrases as: “Caution: For manufactur¬ 
ing, processing, or repackaging," “For 
prescilptlon compounding," or "Diag¬ 
nostic reagent—^For professional use 
only" will be regarded by the Commis¬ 
sioner of Food and Drugs as misbranded 
within the meaning of section 602(f) of 
the Federal Food, Drug, and Cosmestlc 
Act unless the labd and the labeling bear 
conspicuously a warning to the effect: 
“Warning—Not for use in enemas." 

(c) Any tannic acid intended for use 
by man and found within the Jurisdiction 
of the Federal Food, Drug, and Cosmetic 
Act labeled contrary to this section after 
60 days from the date of its publication 
In the Federal Register may be made 
the subject of regulatory proceedings. 
(Sec. 502,52 Stat. 1060, as amended; 21 n.S.C. 
362) 

§ 201.305 Isoproterenol inhalation prep¬ 

arations (pressurized aerosols, neb¬ 

ulizers, powders) for human use; 

warnings. 

(a) Accumulating reports have been 
received by the Food and Drug Admin¬ 
istration and have appeared in the medi¬ 
cal literature of severe paradoxical 
bronchoconstrlction associated with re¬ 
peated. excessive use of Isoproterenol in¬ 
halation preparations in the treatment 
of bronchial asthma and other chronic 
bronchopulmonary disorders. The cause 
of this paradoxical reaction is unknown; 
it has been observed, however, that 
patients have not responded completely 
to other forms of therapy until use of 
the isoproterenol inhalation preparation 
was discontinued. In addition, sudden 
unexpected deaths have been associated 

with the excessive use of Isoproterencd 
inhalation preparations. The mechanism 
of these deaths and their relationship, 
if any, to the cases of severe paradoxical 
bronchospasm are not-clear. Cardiac 
arrest was noted in several of these 
cases of sudden death. 

(b) On the basis of the above infor¬ 
mation and after discussion with and 
concurrence of the Respiratory and An¬ 
esthetic Drugs Advisory Committee for 
FOod and Drug Administration, the 
Ctommissioner of Food and Drugs con¬ 
cludes that in order.for the labeling of 
such drugs to bear adequate information 
for their safe use, as required by 
! 201.100, such labeling must include the 
following: 

Waminff: Oeeaalonal patients have been 
reported to develop severe paradozloal air¬ 
way resistance with repeated, excessive use 
of isoprotwrenol Inhalation preparatlona. The 
cause of this refractory state la unknown. It 
Is advisable that In such Instances the use 
of this preparation be tUsoontlnued Immedi¬ 
ately and alternative therapy Instituted, since 
In the reported cases the patients did not re¬ 
spond to other forms of therapy until the 
dnig was withdrawn. 

Deaths have been reported following exces¬ 
sive use of Isoproterenol Inhalation prepara¬ 
tions and the exact cause Is unknown. Car¬ 
diac arrest was noted In several Instances. 

(c) (1) The Commissioner also con¬ 
cludes that in view of the manna* in 
which these preparations are self-admin- 
istered for relief of attacks of bronchial 
asthma and other chronic bfonchopul- 
monary disorders, it is necessary for the 
protection of users that warning infor¬ 
mation to patients be included as a part 
of the label and as part of any instruc¬ 
tions to patients included in the padu«e 
dispensed to the patient as follows: 

Wamtttff : Do not exceed the dose pr^ 
scribed by your pbyslcUn. If dlffloulty In 
breathing pwslsts. contact your physician 
Immediately. 

(2) The warning on the label may be 
accomplished (i) by including it on the 
immediate container label with a state¬ 
ment directed to pharmacists not to re¬ 
move the label or (ii) by including in the 
package a printed warning with instruc¬ 
tions to pharmacists to place the warn¬ 
ing on the container prior to dispensing. 

(d) The marketing of isoproterenol in¬ 
halation preparations may be continued 
if all the following conditions are met: 

(I) Within 30 days following the date 
of publication of this section in the Fed¬ 
eral Register; 

(1) The label and labeling of such 
preparations shipped within the Juris¬ 
diction of the act are in accordance with 
paragraphs (b) and (c) of this section. 

(II) The holdel* of an approved new- 
drug application for such preparation 
submits a supplement to his new-drug 
application to provide for appropriate 
labeling changes as described in para¬ 
graphs (b) and (c) of this section. 

(2) Within 90 days following the date 
of publication of this section in the Fed¬ 
eral Register, the manufacturer, packer, 
or distributor of any drug containing 
Isoproterenol intended for inhalation for 
which a new-drug approval is not in 
effect submits a new-drug triplication 

containing satisfactory information of 
the kinds required by items 4, 5, 6, 7, 8, 
and 9 of the new-drug application form 
(form FD-356H set forth in 9 314.1(c) (2) 
of this chapter), including apprc^iriate 
labeling as described in paragraphs (b) 
and (c) of this section. 

(3) The airilicant submits additional 
information required for the airiroval of 
the application as may be spewed in a 
written communication from the Food 
and Drug Administration. 

(e) After 270 days following expira¬ 
tion of said 90 days, regulatory proceed¬ 
ings based on section S05(a) of the 
Federal Food. Drug, and Cosmetic Act 
may be initiated with regard to any such 
drug shipped within the Jurisdiction of 
the act for which an iqiproved new-drug 
application is not in effect. 
(Secs. 502 (f), (J). 605, 62 SUt. 1061-53, M 
amended; 21 UA.C. 352 (f), (J). 356) 

§ 201.306 Potassium salt preparations 

intended for oral ingestion by man. 

(a) Hie Food and Drug Administra¬ 
tion will initiate no regulatory action 
with respect to the continued marketing 
of coated tablets containing potassium 
chloride or other potassium salts which 
supply 100 milligrams or more of potas¬ 
sium per tablet provided all the follow¬ 
ing ctmdltions are met: 

(1) Within 30 days from the date of 
publication of this statement of policy 
in the Federal Register: 

(i) The labeling of the drug bears the 
prescription caution statement quoted in 
section 503(b)(4) of the Federal Food, 
Drug, and Cosmetic Act; 

(ii) The labeling on or within the 
package from which the drug is to be 
dispensed bears adequate information 
for its use by practitioners in accord with 
the "full disclosure" labeling require¬ 
ments of 9 201.100 of this chapter, in¬ 
cluding the following warning statement: 
“Warning—^There have been several re¬ 
ports, published and unpublished, con¬ 
cerning nonspecific small-bowel lestons 
consisting of stenosis, with or without 
ulceration, associated with the admin¬ 
istration of enteric-coated thiazides with 
potassium salts. These lesions may oc¬ 
cur with enteric-coated potassium tab¬ 
lets alone or when they are used with 
nonenterlc-coated thiazides, or certain 
other oral diuretics. These small-bowel 
lesions have caused obstruction, hemor¬ 
rhage, and perforation. Surgery was 
frequently required and deaths have oc¬ 
curred. Based on a large survey of 
physicians and hospitals, both United 
States and foreign, the incidence of these 
lesions is low, and a causal relationship 
in man has not been definitely estab¬ 
lished. Available information tends to 
implicate enteric-coated potassium salts, 
although lesions of this type also occur 
spontaneously. Therefore, coated po¬ 
tassium-containing foiinulatlons should 
be administered only when indicated, 
and should be discontinued immediately 
if abdominal pain, distention, nausea, 
vomiting, or gastrointestinal bleeding oc¬ 
cur. Coated potassium tablets should be 
used only when adequate dietary sup¬ 
plementation is not practicable." 
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(Although the warning statonait In¬ 
cludes references to enteric-coated po- 
tasslum salt prepsu^ons. It applies to 
any capsule or coated tablet of a potas¬ 
sium salt intended for oral Ingestion 
without prior dilution with an adequate 
volume of liquid to preclude gastroin¬ 
testinal injury.) 

(iii) Any other labeling or additional 
advertising for the drug conforms to the 
labeling described in paragraph (a)(1) 
(ii) of this section, in accordance with 
SS 202.1 and 201.100 of this chapter. 

(2) Within 90 days from the date of 
publication of this statement of policy 
in the Fbokral RamsTsa. the manufac¬ 
turer, packer, or distributor of the drug 
shall submit a new-drug application con¬ 
taining satisfactory Information of the 
kind required by Items 2, 3, 4, 6, 7, and 
9 of the new-drug application form con¬ 
tained in § 314.1(c) of this chapter, with 
appropriate labeling as described in this 
paragnq>h. 

(b) liie Food-and Drug Administra¬ 
tion may initiate regulatory proceedings 
after 30 days from the date of publication 
of this section, with respect to the mar¬ 
keting of uncoated tablets containing 
potassium chloride or other potassium 
salts which supply 100 milligrams or 
more of potassium per tablet or with re¬ 
spect to liquid preparations containing 
potassium chloride or other potassium 
salts which supply 20 milligrams or more 
of potassium per milliliter, labeled or in¬ 
tended for human use. unless all the fol¬ 
lowing conditions are met; 

(1) The labeling of the drug bears the 
prescription caution statement quoted in 
section 503(b)(4) of the Federal Food. 
Drug, and Cosmetic Act; and 

(3) The labeling on or within the pack¬ 
age from which the drug is to be dis¬ 
pensed bears adequate Information for 
its use by practitioners in accord with 
the “fun disclosure” labeling require¬ 
ments of § 201.100 of this chapter. 
Including a recommendation that pa¬ 
tients be directed to dlsslove any such 
tablets In an appropriate amount of 
liquid and to dilute any such Uquld prep¬ 
arations adequately to assure against 
gastrointestinal injury associated with 
the oral ingestion of concentrated potas¬ 
sium salt preparations. 
(Bees. 60a(f). 603(b)(4). 605; 62 Stat. 1051. 
1062; 21 n.S.C. 352(f). 353(b). 355) 

§ 201.307 Chlorryclizine, cyclizine, mec¬ 

lizine; warnings; labeling require¬ 

ments. 

(a) The Food and Drug Administra¬ 
tion. pursuant to its responsibility for 
the safety and effectiveness of drugs, has 
conducted active Investigations of re¬ 
ports of available animal data which 
reveal that chlorcyclizine hydrochloride, 
cycllzine hydrochloride and lactate, and 
meclizine hydrochloride exert a terato¬ 
genic response in animals such as the 
rat. mouse, rabbit, pig. and dog. While 
clinical studies to date are inconchis'ive, 
sdentlflc experts are of the opinion tha^ 
these drugs may possess a potential for 
adverse effects on the human fetus. In¬ 
vestigations have led to the conclusion 
that there exists sufficient evidence of 

teratogenicity in animals administered 
these drugs to justify warnings against 
their use in pregnancy excQit on advice 
of a physician. An Ad Hoc Advisory 
Committee on the Teratogenic Effect of 
Certain Drugs, comprised of scientists in 
various branches of medicine concerned 
with the problem, has submitted its 
findings and concliislons to the Commis¬ 
sioner of Food and Drugs and has rec¬ 
ommended that aU over-the-coimter 
preparations containing chlorcyclizine, 
cyclMne. or meclizine or their sidts bear 
a warning. 

(b) On the basis of studies made by 
the Food and Drug Administration and 
on the recommendations of the Advisory 
Committee, the Commissioner of Food 
and Drugs has concluded that it is neces¬ 
sary for the protection of users that the 
label and labeling of all over-the-coimter 
preparations containing chlorcyclizine, 
cycUzlne. or meclizine or their ssdts bear 
a statement to the following effect: 
"Wamln(F—-Not for use by women who 
are pregnant or who may possibly be¬ 
come pregnant, unless dlrroted by a 
phyddan. since this drug may have the 
potentiality of injuring the unborn 
child.” 

(c) The marketing of oral and pa¬ 
renteral drugs containing chlorcyclizine, 
cycllzine, or meclizine or their salts may 
be continued provided that all the fol¬ 
lowing conditions are met: < 

(1) Within 30 days from the date of 
publicaticm of this statement in the 
Peoksal Raoism. 

(I) The label and applicable labeling 
of drugs containing chlorcyclizine. cycll¬ 
zine, or meclizine or their salts at ac¬ 
ceptable levels for over-the-counter dis¬ 
tribution, shall prominently and con¬ 
spicuously dlq?lay the statement: 
"Warning—Not for use by women who 
are pregnant or who may possibly be¬ 
come pregnant, unless directed by a 
physician, since this drug may have Lhe 
potentiality of injuring the unborn 
child.” 

(II) The package labeling and other 
labeling providing professional use in¬ 
formation concerning prescription drugs 
containing chlorcyclirine, cycllzine, or 
meclizine or their salts and not contra¬ 
indicated for use in pregnancy because 
of some other ingredient, shall bear, in 
accordance with § 201.100* of this chap¬ 
ter, a section under “Adverse Reactions” 
headed “Use in Pregnancy,” as follows: 

The following Information should be 
taken Into account In determining whether 
the potential benefits of (chlorcyclizine, 
cycllzine, meclizine, or their salts] outweigh 
the rlslcs of their use In women of child¬ 
bearing age and particularly during preg¬ 
nancy. A review of avaUable animal data 
reveals that this drug exerts a teratogenic 
response In the [rat, mouse, rabbit, pig, dog]. 
While available clinical data are Inconclu¬ 
sive, scientific experts are of the opinion 
that this drug may possess a potential for 
adverse effects on the human fetxis. Conse¬ 
quently, consideration should be given to 
Initial use of a nonpbenotblazlne agent that 
Is not su^>ected of having a teratogenic po- 

*Section 202.1 will require that prescrip¬ 
tion drug advertising contain this warning. 

tenttal. In any case, the dosage and dura¬ 
tion of treatment should be kept to a 
mlnlmiiTn. 

This statement shall be followed with 
an appropriate summary of the perti¬ 
nent animal studies and adverse clini¬ 
cal experiences, with adequate rtfer- 
ences to the scientific literature. Also, 
the labeling shall contain, in juxtaposi¬ 
tion with any representation for use in 
the treatment of nausea and vomiting 
in pregnancy, the following statement: 

The effectiveness of__ for the pre¬ 
vention and treatment of nausea and vmnlt- 
Ing of pregnancy has not been established, 
and the decision to use_should be 
based on the seriousness of the situation, 
remembering that whUe this drug has been 
used clinically for a decade, there are yet 
no controlled studies to demonstrate Its 
usefulness In an objective fashion. In most 
cases, nausea and vomiting of pregnancy 
may be unpleasant but do not present a 
serious threat to the health of the patient 
or to the progress of her ivegnaney. m 
view of the desirability of keeping the ad¬ 
ministration of aU drugs to a minimum dur¬ 
ing pregnancy, management by physiologic 
means such as proper nutrition and by 
psychologic support la preferable to antl- 
emetlc therapy. 

(2) Within 30 days from the date of 
publication of this statement of policy 
in the Fedkial Rboistze, the applicant 
under an approved new-drug application 
for a drug containing chlorcyclizine. 
cyclMne, or meclizine or their salts shall 
submit a supplement to his new-drug ap¬ 
plication, providing for appropriate 
labeling changes as described in para¬ 
graph (c)(1) (i) or (ii) of this section. 

(3) Within 90 days from the date of 
publication of this statement of policy 
in the Federal Recistxr, the manu¬ 
facturer, packer, or distributor of any 
drug containing chlorcyclMne, cycllzine. 
or meclizine or their salts for which a 
new-drug approval is not in effect shall 
sutoilt a new-drug application contain¬ 
ing satisfactory information of the kinds 
required In the new-drug application 
form contained in S 314.1(c) of this 
chapter, including appropriate labeling 
as described in paragraph (c)(1) (i) or 
(ii) of this section. 

(d) In view of the fact that no sub¬ 
stantial evidence has been offered for 
the effectiveness of chlorcyclMne, cycll¬ 
zine. and meclMne or their salts in the 
prevention and treatment of nausea and 
vomiting of pregnancy, but mindful of 
the fact that some practicing physicians 
believe that these drugs exert a bene¬ 
ficial effect upon this condition, the Food 
and Drug Administration will permit a 
modified claim in indications for this 
use for a period not exceeding 2 years. 
However, this modified indication for use 
of these drugs in the prevention and 
treatment of nausea and vomiting of 
pregnancy will be deleted from the label¬ 
ing unless substantial evidence is offered 
before the expiration of this period of 
time. The and Drug Administra¬ 
tion will also continue to follow the 
large-scale surveys of clinical experience 
and any reports of adverse reaction that 
may be due to the use of these drugs 
under the revised labeling. 
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§ 201.308 Ipecac §yrup; warnings and 
directions for use for over-the- 
counter sale. 

(a) It l8 estimated that each year 
about 500,000 accidental poisonings occtu- 
in the United States and result in ap¬ 
proximately 1,500 deaths, of adilch over 
400 are children. In the emergency 
treatment of these poisonings. Ipecac 
syrup Is considered the emetic of choice. 
The Immediate availability of this drug 
for use In such situations Is critical, since 
rapid treatment may be the difference 
between life and death. The restriction 
of this drug to prescription sale limits 
its availability in emergencies. On the 
other hand. It Is the consensus of ln-> 
formed medical opinion that ipecac sjrrup 
should be used only under medical super¬ 
vision In the emergency treatment of 
poisonings. In view of these facts, the 
question of whether ipecac S3rrup labeled 
as an emergency treatment for use In 
poisonings should be available over the 
counter has been controversial. 

(b) In connection with its study of 
this problem, the Food and Drug Admin¬ 
istration has obtained the views of medi¬ 
cal authorities. It Is the imanlmous 
recommendation of the American Acad¬ 
emy of Pediatrics, the American Associa¬ 
tion of Poison Control Centers, the 
American Medical Association, and the 
Medical Advisory Board of the Pood and 
Drug Administration that ipecac syrup 
in 1 fluid oimce containers permitted 
to be sold without prescription so that It 
will be readily available in the household 
for emergency treatment of poisonings, 
under medical supervision, and that the 
drug be appropriately, packaged and 
labeled for this purpose. 

(c) In view of the above recommenda¬ 
tions, the Commissioner of Food and 
Drugs has determined that it is In the 
interest of the public health for ipecac 
syrup to be available for sale without 
prescription, provided that it Is packaged 
in a quantity of 1 fluid ounce (30 milli¬ 
liters). and its label bears, in addition 
to other required label information, the 
following, in a prominent and con¬ 
spicuous manner: 

(DA statement conspicuously boxed 
and in red letters, to the effect: “For 
emergency use to cause vomiting In 
poisoning. Before using, call physician, 
the Poison Control Center, or hospital 
emergency room Immediately for advice.” 

(2) A warning to the effect: “Warn¬ 
ing—Keep out of reach of children. Do 
not use in unconscious persons. Ordi¬ 
narily. this drug should not be used if 
strychnine, corrosives such as alkalies 
(lye) and strong acids, or petroleum'dls- 
tlllates such as kerosine, gasoline, coal 
oil. fuel oil. paint thinner, or cleaning 
fluid have been ingested.” 

(3) Usual dosage: 1 tablespoon (15 
milliliters) in persons over 1 year of age. 

§ 201.309 Acetophenetidin (phenacetin)- 
containing preparation*; necessary 
warning statement. 

(a) In 1961, the Food and Drug 
Administration, pursuant to Its statutory 
responsibility for the safety and effec¬ 
tiveness of drugs shipped In interstate 

commerce, began an active Investiga¬ 
tion of reports of possible toxic effects 
and renal damage due to misuse of the 
drug acetophenetidin. This study led to 
the decision that there was probable 
cause to conclude that misuse and pro¬ 
longed use of the drug were in fact 
responsible for kidney lesions and 
disease. The Commissioner of Food and 
Drugs, in December 1963, appointed an 
ad hoc Advisory Committee of Inquiry on 
Possible Nephrotoxicity Associated With 
the Abuse of Acetophenetidin (Phen- 
acetln) -Containing Preparations. This 
committee, composed of scientists in the 
flelds of pharmacology and medicine, on 
April 23.1964, submitted its findings and 
conclusions in the matter and recom¬ 
mended that all acetophenetidin (phen- 
acetin)-containing preparations bear a 
warning as provided in section 502(f) C2) 
of the Federal Food. Drug, and Cos¬ 
metic Act. 

(b) On the basis of the studies made 
by the Food and Drug Administration 
and the report of the Advisory Commit¬ 
tee. the Commissioner of Food and Drugs 
has concluded that It is necessary for the 
protection of users that the label and 
labeling of all acetophenetidin (phena- 
cetln)-containing preparations bear a 
warning statement to the following ef¬ 
fect: “Warning—^This medication may 
damage the kidneys when used in large 
amounts or for a long period of time. 
Do not take more than the recommended 
dosage, nor take regularly for longer 
than 10 days without consulting your 
phsrsiclan.” 

§ 201.310 Phenindione; labeling of drug 
preparations intended for use by 
man. 

(a) Reports in the medical literature 
and data accumulated by the Food and 
Drug Administration Indicate that phen¬ 
indione, a synthetic anticoagulant drug, 
has caused a number of cases at 
agranulocytosis (with two fatalities). 
There are also reports implicating the 
drug In cases of hepatitis and hyper¬ 
sensitivity reactions. In view of the 
potentially serious effects found to be 
associated with preparations of this drug 
intended for xise by man. the Commis¬ 
sioner of Food and Drugs will regard 
such preparations as misbranded within 
the meaning of section 502(f) (1) and 
(2) of the Federal Food. Drug, and Cos¬ 
metic Act, unless the label and labeling 
on or within the package from which the 
drug Is to be dispensed, and any other 
labeling furnishing or purporting to 
furnish information for use of the drug, 
bear a conspicuous warning statonent 
to the following effect: “Warning: 
Agranulocytosis and hepatitis have been 
associated with the use of phenindione. 
Patients should be Instructed to report 
promptly prodromal symptoms such as 
marked fatigue, chill, fever, and sore 
throat. Periodic blood studies and liver 
function tests should be performed. Use 
of the ’drug should be discontinued if 
leukopenia occurs or if evidence of 
hypersensitivity, such as dermatitis or 
fever, appears.” 

(b) Regulatory action may be Initi¬ 
ated with respect to preparations of 

phenindione Intended for use by man 
found within the Jurisdiction of the act 
on or after November 25, 1961, unless 
such preparations are labeled In ac¬ 
cordance with paragraph (a) of this 
section. 
(Secs. 502(f). 52 Stat. 1061, 21 U.S.C. 35a(f)) 

§ 201.311 Aminopyrine or dipyrone 
drug preparations for human use; di¬ 
rections and warnings. 

(a) Because of the Increasing number 
of reports of fatal agranulocytosis asso¬ 
ciated with the use of aminopyrine (4- 
dimethylamlno - 2,3-dimethyl-l-phenyl- 
3-pyrazolln-5-one) and dlpyrgne (1- 
phenyl - 2,3 - dimethyl - 5-pyrazolone-4- 
methylaminomethanesulfonate sodium), 
the Commissioner of Fbod and Drugs 
convened an ad hoc Committee on Ami¬ 
nopyrine and Dlpirrone. The members 
of the committee consisted of authorities 
in the fields of hematology. Internal 
medicine, neurology, pediatrics, and 
pharmacology. This committee consid¬ 
ered the questions of safety and effective¬ 
ness of aminopyrine and dipirrone and 
reported Its findings and recommenda¬ 
tions to the Commissioner of Food and 
Drugs. Copies of the committee’s report 
and recommendations are available upon 
request, directed to the office of the As¬ 
sistant Commissioner for Public Affairs, 
5600 Fishers Lane. Rockville, MD 20852. 
The committee found: 

(1) Aminopyrine and dipyrone, a de¬ 
rivative of amlnop3rrlne. are capable of 
causing and have caused fatal agranulo- 
csrtosls. 

(2) Relatively small amounts of these 
drugs given intermittently over a period 
of time, as well as regular and continued 
administration, can precipitate the re¬ 
action of agranulocytosis. 

(3) In most Instances, other anti¬ 
pyretics and analgesics that are much 
safer should be used in preference to 
aminopyrine or dipyrone. 

(4) The only conditions in which ami¬ 
nopyrine or dipyrone are known to be 
possibly indicated are febrile convulsions 
in children, where a parenteral anti¬ 
pyretic may be needed, and In rare In¬ 
stances of Hodgkin’s disease and similar 
malignant diseases In which the fever 
cannot be controlled by any other means. 

(b) The committee summarized Its 
recommendations as follows: 

1. It is recommended that aminopyrine and 
dipyrone for the present be retained on the 
market, but that the foUowlng statements 
be Included In the labeling of the drugs: 

All brochures, mailing pleoss, detail pieces, 
advertising, and other labeling should con¬ 
tain the following paragraphs. In this order: 

Warning—THIS DRUG UAY CAUSE FATAL 
AGRANULOCYTOSIS. (This should Imme¬ 
diately foUow the name of the drug.) 

Caution—This drug should be used only In 
those conditions In which It Is speclflcaUy 
Indicated and In which other leas toxic drugs 
have proved Ineffective or are not tolerated. 
The potential benefit accruing ftom the 
use of this drug must be weighed against the 
posslbUlty of fatal agranulocytosis. 

Indications for use. Aminopyrine and ami¬ 
nopyrine derivates (dipyrone preparations) 
should be restricted for use In serious or Ilfe- 
threatenlng sltuatloiu where salicylates or 
similar drugs are known to be Ineffective or 
are contraindicated or not tolerated. 
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DuratUm 0/ adminittratUm. Fktal agranu* 
looTtosto has baen reported after ahort-term 
nee. Intermittent uae,'and after long-term 
admlnlatratlon. nierefora. the uae of theae 
agenta ahould be as brief aa poaelble. 

PreeautUms. Frequent white blood oell 
and differential oounta ahould be eairled out. 
Howerer, It la emphaalaed that agranu- 
looTtoaia may occur predpltoualy without 
prior warning. The drug ahould be dla- 
oontlnued at the llrat erldence of any altera¬ 
tion of the blood count or algn of agranu- 
loeytoda, and the patient ahould be 
Inatructed to dlaconUnue uae of the drug at 
the first Indication of acre throat or algn of 
other Infection In the mouth or throat (pain, 
swelling, tendemeas. ulceration). 

Dotag*. Adulta: The usual antlpyretlo 
dace should not exceed to 1 gram per 
dose, nor ahould more than 8 grams total 
dally doaage be uaed. If the desired effect 
la not achieved within a very few days, 
uae of the drug should be discontinued. 

Children: 260 to 800 milligrams per dose. 
r^MSted In 8 to 4 hours If necessary. Use 
of the drug should be aa brief as possible. 

2. It la recommended that every effort be 
made throu^ educational media to empha- 
slM the Identical nature of amlzmpyrlne and 
dlpyrone Insofar as toxicity la oonoemed. 

8. It la further recommended that the 
official name of dlpyrone be changed to 
amlnopyrlnesnlfonate sodium. If possible. 
The purpoee of this la to achieve the objec¬ 
tive of Item 2 above. 

4. The committee suggests that the panM 
be recalled by the Commissioner of the Food 
and Drug Admlnlatratlon within approxi¬ 
mately one year after these reoommexulatlons 
have been fullv Implemented. The purpose 
of suA a meeting would be to 
whether the use of dlpyrone and anUnopy- 
rlne and the eases ef fatal agranulceytcsis as¬ 
sociated with the uae of these drugs bewi 
noticeably reduced by the method proposed. 
If the recommended leheitirn changes do not 
have the desired effect, other reoommenda- 
tloDs would need to be considered at that 
time. 

(e) Ttie committee also decided that 
a letter should be sent to all physicians 
to ronind them of the close rfmiiariiy 
and toxicity of aminopyrlne end dj- 
pyrooe. 

(d) On the basis of the avaUaUe 
evidoice. including the findings and 
reoommendatlMis of the committee, the 
OommissioDer of Food and Drugs finds 
and detomines with req^ect to any 
drug preparation Intended S<x admin¬ 
istration to man that contains amino- 
pyilne or dipyrone: 

(1) Such drugs are unsafe and are 
regarded as miAranded within the 
meaning of section 502(f) (1) and (2) 
and (J) of the Federal Food. Drug, and 
CTosmetic Act udioi labeled or advertised 
for routine use as antipyretics or anal¬ 
gesics. 

(2) Regulatory proceedings may be 
Initiated with regi^ to the continued 
martieting of any such preparations with 
labeling or advertising offering such 
drugs for routine use as antipyretics or 
cnclg^idCS. 

(S) Such preparations may be ap¬ 
proved as safe and effective tor mai^et- 
Ing on the basis of new-drug applications 
containing labeling to the following 
effect, which labeling differs substantially 
-from the labeling that has been com¬ 
monly employed for many years in the 
marketing of such drugs: 

U) The label and labeling of the drug 
contains prominently and conspicuously, 
immediately following the trade name of 
the drug, without any Intervening 
written, printed or graphic matter, the 
following: 

(a) A quantitative declaration of the 
aminopyrlne content: or 

(b) A quantitative declaration of the 
dipyrone content with the name ‘‘dl¬ 
pyrone'* followed immediately and con¬ 
spicuously in parentheses by the declara¬ 
tion “aminopyrlne derivative”; and 

(c) The statement “Warning:—^This 
drug may cause fatal agranulocytosis.” 

(11) Labeling on or within the package 
from which the drug is to be dispensed 
and any c^er labeling for the drug that 
(iirnlshes or purports to furnish informa¬ 
tion for use, or which prescribes, recom¬ 
mends, or suggests a dosage for the use 
of the drug, bears, in addition to the 
Information required in this subpara- 
graptau information to the following 
effect: 

WARNINO—TBIB DRUG MAT CAUSK 
FATAL AORANDLOCTTOaiS. 

CAUTION: This drug thould be used only 
In those conditions In which It Is specifically 
Indicated In which other less toxic drugs 
have proved Ineffective or are not tolerated. 
The potential benefit accruing from the use 
of this dtug must be welipied against the 
possibility of fatal agranulocytosis. 

Jndieationa for use. Aminopyrlne and 
aminopyrlne dolvatlves (dlpyrone prepa¬ 
rations) should be restricted to use for 
their antipyretic effect In serious or Ufe- 
threatenlng situations where sallcylatee or 
similar drugs are known to be Ineffective or 
are contraindicated or not tolerated. 

Duratitm of odmtnUtnMon. Fatal agran¬ 
ulocytosis has been reported after short¬ 
term use. Intermittent use, and after long¬ 
term administration. Thwefore. the use of 
these agents should be as brief as possible. 

Preeautiont. Frequent white blood otfl 
and differential counts should be oarrled out. 
However. It Is emphaslesd that agrannloey- 
tosls may occur precipitously without prior 
warning. The drug should be discontinued 
at the first evidence of any alteration of the 
blood count or sign of agranulocytosis, and 
the patient should be Instructed to discon¬ 
tinue uae of the drug at the first indWtatyin 
of sore throat or sl|^ of other infection In 
the mouth or throat (pain, swelling, tender¬ 
ness. ulceration). 

Posops. Adults: The msual antipyretic 
dose should not excesd K to 1 gram per dose, 
nor should more than 8 grama total dally 
dosage be used. If the desired effect Is not 
achieved within a vary few days, use of tbs 
drug should be discontinued. 

Children: 260 to 800 milligrams par doae. 
repeated In 8 to 4 hours If necessary. Use 
of the drug should be aa brief as possible. 

(4) A new-drug qn>Ucation for such 
a prqTfiration should include a commit¬ 
ment that all advertising for the drug 
win bear the infonnation required by 
paragnqih (d)(3)(l) of this section, 
and that any advertisement that pro¬ 
vides any infonnation regudlng b^- 

. cations or dosage recommendations wlU 
include the infonnation required to ap¬ 
pear in the package labding by para- 
gnq)h (d) (3) (11) of this section and 
will not recommend or suggest use of the 
drug under any other conditions. 

(5) A new-drug mipUcation will be 
regarded as approvable if it contains 

satisfactory Information of the kinds re¬ 
quired by items 4. 5, 6. 7, and 8 of the 
new-orug application form set forth in 
8 314.1(c) (2) of this chapter. 

(6) Regulatory proceedings may be 
initiated with regard to the interstate 
shipment of any such preparations for 
which a new-drug application is not ap¬ 
proved or which is labeled or advertised 
contrary to the labeling approved in such 
application consistent with this state¬ 
ment of policy. 
(Seo. 602 If), (J): 62 Stot. 1081; 21 UA.O. 
362 (f).(J)) 

§ 201.312 Magnesium sulfate heptahy- 
drate; laM declaration on drug 
produete. 

Magnesium sulfate heptahydrate 
should be listed on the label of a drug 
product as epsom salt, which is its com¬ 
mon or usual name. 
(Sec. 602, 62 Stat. 1061; 21 UJ3.C. 362) 

§ 201.313 Estradiol labeling. 

The article presently recognised in The 
National Formulary under the heading 
“Estradiol" and which is said to be “17- 
cis-beta estradiol” is the same substance 
formerly recognized in the United States 
Pharmacopeia under the designation 
“Alpha Estradiol." Tlie substance diould 
no longer be referred to in drug labeling 
as “Alisha BstradloL" The Food and 
Drug Administration would not object to 
label references to the article as simply 
“Estradiol”; nor would it object if the 
label of a preparation containing this 
substance referred to the presence of 
"Estradiol (formerly known as Alpha 
Estradiol) 
(Seoa 201,808. 82 Stat 1040,1081; 21 U. 8. O. 
321,862) 

§ 201.314 labeling of ilrug preparatioiu 
containing salicylates. 

(a) Tlie label of any oral drug 
preparation intended for sale without 
prescription and which contains any 
salicylate ingredient (Including avirin. 
salicylamlde, other salicylates, and com¬ 
binations) must bear a oonspicuous 
warning statement in heavy block type on 
cleariy contrasting background, such as: 
“Warning—^Keep this and all medicines 
out of ehlldren‘s reach. In case of ac¬ 
cidental overdose, otmtaet a physidan 
immediately.” or “Warning—^Keep out 
of the reach of children.’* except that 
if the article is an aspirin preparation, it 
shall bear the first of these warning 
statements. Such a warning statement 
is required for compliance with section 
502(f) (2) of the Federal Food, Drug, and 
Cosmetic Act and is intended to guard 
against accidental poisonlnga Safety 
closures that prevent access to the drug 
by young children are also recommended 
to guard against accidental poisonings. 

(b) Effervescent preparations and 
preparations containing para-amlnosal- 
Icylate as the onlv mllcylate Ingredient 
are exempted frmn this labeling require¬ 
ment. 

(c) Aspirin tablets sold as such and 
containing no other active ingredients, 
except tablets which caiuiot be readily 
subdivided into a child’s dose because of 
their coating or sIm, shoidd always bear 
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dosage directions for each age group 
down to 3 years of age, with a statement 
such as “For children tinder 3 years of 
age, consult your physician.” It is rec¬ 
ommended that: 

(1) Aspirin tablets especially made 
for pediatric use be produced only in 
1^4-grain size to reduce the hazard of 
errors in dosage; 

(2) By June 1, 1967, manufacturers 
and distributors of iy4-grain size aspirin 
tablets discontinue the distribution of 
such tablets in retail containers con¬ 
taining more than 36 tablets, to reduce 
the hazard of accidental posoning; 

(3) The flavoring of 5-grain aspirin 
table'vS or other “adult aspirin tablets” be 
discoatinued; and 

(4) Labeling giving imdue emphasis 
to the pleasant flavor of flavored aspirin 
tablets be discontinued. 

(d) Salicylate preparations other than 
aspirin tablets sold as such may, at the 
option of the distributor, be labeled for 
use by adults only. If their labeling and 
advertising clearly offer them for ad¬ 
ministration to adults only. 

(e) (1) It Is the obligation of the dis¬ 
tributor who labels a salicylate prepara¬ 
tion for administration to children to 
make certain that the article is suitable 
for such use and labeled with adequate 
directions for use in the age group for 
which it is offered, but in no ease should 
such an article bear directions for use 
in children under 3 years of age. If the 
directions provide for administration to 
children as young as 3 years of age, the 
label should bear the statement. ”For 
children imder 3 years of age consult 
your physician.” However, if the direc¬ 
tions provide for administration to chil¬ 
dren only of an age greater than 3 years 
(for example, the dosage instructions 
provide for administration of the article 
to children only down to age 6), the label 
should bear a statement such as. “For 
younger children consult your physi¬ 
cian.” 

(2) A statement such as, “For children 
under 3 years of age consult your physi¬ 
cian” or “For younger children consult 
your physician" is not required on the 
label of an article clearly offered for ad¬ 
ministration to adults only. 

(f) If the labeling or advertising of a 
.salicylate preparation offers it for use 
in arthritis or rheumatism, the label and 
labeling should clearly state that the 
beneficial effects claimed are limited to- 
“FOr the temporary relief of minor aches 
and pains of arthritis and rheumatism.” 
The quallfsrlng phrase “for the temporary 
relief of minor aches and pains” should 
appear with the same degree of promi¬ 
nence and conspicuousness as the phrase 
“arthritis and rheumatism”. The label 
and labeling should bear in juxtaposition 
with such directions for use conspicu¬ 
ous warning statements to the effect: 
“Caution: If pain persists for more than 
10 days, or redness is present, or in con¬ 
ditions affecting children under 12 years 
of age, consult a physician immediate.” 
The salicylate dosage should not exceed 
60 grains in a 24-hour period or 10 grains 
in a 4-hour period. If the article con¬ 
tains other analgesics, the salicylate dos¬ 
age should be appropriately reduced. 

RULES AND REGULATIONS 

(g) (1) The label of any drug con¬ 
taining more than 5 percent methyl sali¬ 
cylate (wlntergreen oil) should bear a 
conspicuous warning such as: “Warning: 
Do not use otherwise than as directed. 
Keep out of the reach of children to 
avoid accidental poisoning." 

(2) If the preparation is a coimter- 
irritant or rubefacient, it should also 
bear a caution such as, ““Caution: Dis¬ 
continue use if excessive irritation of the 
skin develops. Avoid getting into the 
eyes or on mucous membranes.” (See 
also § 201.303.) 
(Sec. 602.52 Stat. 1051; 21 U.S.C. 352) 

§ 201.315 Over-the-counter drugs for 
minor aorc throats; suggested warn¬ 
ing. 

The Food and Drug Administration 
has studied the problem of the labeling 
of lozenges or troches containing a local 
anesthetic, chewing gum containing as¬ 
pirin, various mouth washes and gargles 
and other articles sold over the counter 
for the relief of minor irritations of the 
mouth or throat. It will not object to 
the labeling of suitable articles of this 
type “For the temporary relief of minor 
sore throats”, provided this is immedi¬ 
ately followed in the labeling with a 
warning statement in prominent type 
essentially as follows: “Warning—Severe 
or persistent sore throat or sore throat 
accompanied by high fever, headache, 
nausea, and vomiting may be serious. 
(Consult physician promptly. Do not use 
more than 2 days or administer to chil¬ 
dren under 3 years of age unless directed 
by physician.” 
(Sec. 502, 52 Stat. 1061; 21 n.S.C. 352) 

Subpart H—SpMial Requirements for 
Sprcific Devices 

§ 201.40.5 Labeling of artirles intended 
for lay use in the repairing and/or 
refitting of dentures. 

(a) The American Dental Association 
and leading dental authorities have ad¬ 
vised the Food and Drug Administra¬ 
tion of their concern regarding the safety 
of denture rellners, repair kits, pads, 
cushions, and other articles marketed 
and labeled for lay use In the repair¬ 
ing, refitting, or cushioning of Ill-fitting, 
broken, or Irritating dentures. It Is the 
opinion of dental authorities and the 
Food and Drug Administration that to 
properly repair and properly refit den¬ 
tures a person must have professional 
knowledge and specialized technical 
skill. Layman cannot be expected to 
maintain the original vertical dimension 
of occlusion and the centric relation es¬ 
sential in the proper repairing or refit¬ 
ting of dentures. The continued wearing 
of improperly repaired or refitted den¬ 
tures may cause acceleration of bone re¬ 
sorption, soft tissue hyperplasia, and 
other Irreparable damage to the oral 
cavity. Such articles designed for lay use 
should be limited to emergency or tem¬ 
porary situations pending the services of 
a licensed dentist. 

(b) The Food and Drug Administra¬ 
tion therefore regards such articles as 
unsafe and misbranded under the Fed- 
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eral Food, Drug, and Ck)smetio Act, iinless 
the labeling: 

(1) (1) Limits directions for use for 
denture repair kits to emergency repair¬ 
ing pending unavoidable delay in ob¬ 
taining professional reconstruction of 
the denture; 

(11) Limits directions for use for den¬ 
ture rellners, pads, and cushions to tem¬ 
porary refitting pending unavoidable de¬ 
lay in obtaining professional reconstruc¬ 
tion of the denture; 

(2) Contains in a conspicuous manner 
the word “emergency” preceding and 
modifying each indication-for-use state¬ 
ment for denture repair kits and the 
word “temponuT” preceding and modify¬ 
ing each indication-for-use statement 
for rellners, pads, and cushions: and 

(3) Includes a conspicuous warning 
statement to the effect: 

(i) For denture repair kits: “Warn¬ 
ing—For emergency repairs only. Long¬ 
term use of home-repaired dentures may 
cause faster bone loss, continuing irrita¬ 
tion, sores, and tumors. This kit for 
emergency use only. See Dentist Without 
Delay.” 

(li) For denture reliners, pads, and 
cushions: “Warning—For temporary use 
only. Long-term use of this product may 
lead to faster bone loss, cemtinuing irri¬ 
tation, sores, and tumors. For Use Only 
Until a Dentist Can Be Seen.” 

(e) Adequate directions for use re¬ 
quire full information of the temporary 
and emergency xise recommended in 
order for the layman to understand the 
limitations of usefulness, the reasons 
therefor, and the importance of adher¬ 
ing to the warnings. Accordingly, the 
labeling should contain substantially the 
following information: 

(1) For denture repair kits: Special 
training and tools are needed to rQ)alr 
dentures to fit properly. Home-repidred 
dentures may cause irritation to the 
gums and discomfort and tiredness 
while eating. Long-term use may lead to 
more troubles, even permanent changes 
in bones, teeth, and gums, which may 
make it impossible to wear dentures in 
the future. For these reasons, dentures 
repaired with this kit should be used only 
in an emergency imtil a dentist can be 
seen. Dentures that don’t fit properly 
cause irritation and injury to the gums 
and faster bone loss,'which is permanent. 
Dentures that don’t fit proporly cause 
gmn changes that may require surgery 
for correction. Continuing irritation and 
injury may lead to cancer in the mouth. 
You must see your dentist as soon as 
possible. . 

(2) For denture reliners, pads, and 
cushions: Use of these preparations or 
devices may temporarily decrease the 
dlsc(«ifort: however, their use will not 
make the dmture fit properly. Special 
training and tools are needed to repair 
a denture to fit properly. Dentures that 
do not fit pr(H?erly cause irritation and 
injury to the gums and faster bone loss, 
which is permanent and may require a 
a completely new denture. Changes in 
the. gums caused by dentures that do not 
fit properly may require surgery for cor¬ 
rection. Continuing irritation and injury 
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may lead to cancer In the mouth. You 
must see your dentist as soon as possible. 

(3) If the denture rdlnlnc or repair¬ 
ing material forms a permanent bond 
with the denture, a warning statement 
to the fcdlowlng effect should be in¬ 
cluded: “This reliner becomes fixed to 
the denture and a ocnnplotriy new den¬ 
ture may be reQuired because of its use.“ 

(d) Labriing claims exaggerating the 
usefulness or the safety of the material 
or falling to disclose all facts relerant to 
the claims of usefulness will be regarded 
as false and nii*i^»riing under sections 
201(n) and 502(a) of the Federal Food, 
Drug, and (Cosmetic Act 

(e) Regidstory action may be Initi¬ 
ated with respect to any article found 
within the Jurisdlctlcm of the act con¬ 
trary to the provlsioDS of this policy 
statement after 90 days following the 
date of publication of this section in the 
Fkdkbal Rsoxstex. 

§ 201.410 Use of impact-resistant lenses 
in eyeglasses and sunglasses. 

(a) Examination of data available on 
ttia frequency of eye injuries resulting 
from the shattering of ordinary crown 
ginas lanaaa indicate that the use of such 
limaaa constltntes an avoidable hasard 
to the eye of the wearer. 

(b) The consensus of the ophthalmic 
community Is that the number of tjt 
Injuriee would be substantially reduced 
by the use In eyeglasses and sunglasses 
of either plastic lenses, heat-treated 
crown idass lenses, or lenses made 
Imixsct-resistant by other methods. 

(e) To protect the public more ade- 
quatriy from potential eye injury, eye¬ 
glasses Mvi sunglasses must be fitted 
with Impact-resistant lenses, excq)t in 
those cases where the phirsician or op¬ 
tometrist finds that such lenses will not 
fulfill the visual requirements of the par¬ 
ticular patient, directs in writing the use 
of other lezises and gives written 
notification thereof to the patient. 

(d) The physician or optometrist shall 
have the optton of ordering heat-treated 
glass lenses, plastic lenses, laminated 
glass lenses, or glass lenses made Impact 
resistant by other methods; however, all 
such lenses must be capable of wlth- 
Btandtng an impact test in which a %• 
inch steel ban weighing approximately 
0A6 ounces is dropped from a height of 
50 inches upon the horizontal upper sur¬ 
face of the lens. The baU shaU strike 
within a %-lnch diameter circle located 
at the geometric center of the lens. The 
ban may be guided, but not restricted, 
in Its fall by being dropped through a 
tube extending to within approximately 
4 inches of the lens, m order to pass the 
test, the lens must not fracture (tear the 
purpoee of this section, a lens win be 
considered to have fractured if It cracks 
through Its entire thickness, including a 
laminar layer. If any, and across a com- 
jdete diameter into two or more separate 
pieces or If any lens material vlsable to 
the naked eye becomes detached from 
the ocular surface). The test shaU be con¬ 
ducted with the lens supported by a tube 
(1-lnch Inside diameter. 1 )4-lnch outside 
diameter, and approxlmatriy 1-inch 
high) affixed to a rl^ iron or steel base 

plate. The total weight of the base plate 
and Its rlgUDy attached fixtures shaU be 
not lees than 27 pounds. For lenses of 
Kinnii mininniim diameter, a support tube 
having an outside diameter of less than 

Inches may be used. The support 
tube «baii be made of rigid acrylic idas- 
tic, steel or other suitable substance and 
Rh|^i have securely bonded on the t(V 
edge a by H-lnch neoprene gasket 
having a harilnees of 40±5, as deter¬ 
mined by ASTM Method D 1415; a min¬ 
imum tensile strength of 1,200 pounds, 
as determined by ASTM Method D 412; 

a minimum ultimate elongation of 
400 percent, as determined by ASTM 

D 412. The diameter and/or 
contour of the lens support may be mod¬ 
ified as necessary so that the Vi- by Vi- 
inch neoprene gasket supports the lens 
at its periphery. Each finished impact- 
resistant glass lens for prescription use 
■hall be subjected to the Impact test pre¬ 
scribed by this paragraph. Raised ledge 
multifocal lenses must be Impact-resis¬ 
tant but need not be tested beyond initial 
design testing. To demonstrate that all 
other types of impact-resistant lenses 
(InclutUng impact-resistant laminated 
glass lenses) are capable of withstanding 
this impact test, the manufacturer of 
such lenses shall subject to the impact 
test a statistically slgi^cant sampUzig of 
lenses from each production batch, and 
the lenses so tested shall be representa¬ 
tive of the finished forms as worn by the 
wearer (including finished forms that 
are of minimal lens thickness and have 
been subjected to any treatment used to 
impart impact resistance). Plastic pre¬ 
scription and all nonprescription lenses, 
test^ on the basis of statistical signif-* 
icance, may be tested in uncut finished 
or semifinl^ed form at the point of orig¬ 
inal .manufacture. This statement of 
policy will be appropriately amended to 
provide for use of alternate methods of 
testing the impact resistance of lenses if 
it can be shown that the alternate 
method is equal to or superior to the 
method prescribed in this paragraph. 

(e) Copies of lnvoloe(8), shipping 
dociunent(s), and records of sale or dis¬ 
tribution of all Impact resistant lenses 
(including finished eyeglasses and sun¬ 
glasses) shall be kept and maintained 
for a period of 3 years; however, the 
names and addresses of individuals pur¬ 
chasing nonprescription eyeglasses and 
sunglasses at the retail level need not be 
kept and maintained by the retailer. The 
records kept in compliance with this 
paragraph shall be made available upon 
request at all reasonable hours by any 
officer or employee of the Pood and Drug 
Administration or by any other officer or 
employee acting on behalf of the Secre¬ 
tary of Health, Education, and Welfare 
and such officer or emoloyee shall be 
permitted to inspect and copy such rec¬ 
ords, to make such inventories of stock 
as he deems necessary, and otherwise to 
check the correctness of such inventories. 

(f) In addition, those persons conduct¬ 
ing impact tests in accordance with 
paragraph (d) of this section, shall keep 
and maintain the results thereof for a 
period of 3 years. Such records and re¬ 
sults shall be made available, upon re¬ 

quest at all reasonable hours by any offi¬ 
cer or employee acting on behalf ot the 
Secretary of Health, Education, and Wel¬ 
fare and shall permit such officer or em¬ 
ployee to inspect and copy such records, 
to make such inventories of stock as he 
demns necessary, and otherwise to check 
the correctness of such inventories. 

(g) For the purpose of this section, the 
term “manufacturer” includes an Im¬ 
porter for resale. Such Importer may 
have the tests required by paragraph 
(d) of this section conducted in the coun¬ 
try of origin but must make the results 
thereof available, upon request, to the 
Food and Drug Administration, as soon 
as practicable. 

(h) The transition to impact-resistant 
lenses must be completed as promptly 
as possible; however, to provide for the 
development of an adequate supply of 
impact-resistant lenses and to facilitate 
an orderly changeover to these lenses, 
all lenses manufactured after January 31. 
1972, must be impact-resistant, except 
when the physician or optometrist finds 
that impact-resistant lenses will not ful¬ 
fill the visual requirements of a puticu- 
lar patient. 

(i) This statement policy does not 
apply to contact lenses. 
(Sms. 6030). sa Btat. 1061; 31 UAX). 8630)) 

PART 202—PRESCRIPTION DRUG 
ADVERTISING 

Sec. 
202.1 Preecription-drug sdvertlMmenU. 

Authositt: Secs. 201 (n), 602, 605, 507, 701, 
62 Stst. 1041, 1050-1053 M amended, 1065- 
1056 as amended by 70 Stat. 019 and 72 Stat. 
948, 59 Stat. 463 as amended (21 UA.C. 
321 (n), 352,356,357, 701). 

§ 202.1 Prescription drug advertise¬ 
ments. 

(a) (1) The ingredient Information 
required by section 502(n) of the Federal 
Pood, Drug, and Cosmetic Act «h«ni 
pear together, without any intervening 
written, printed, or graphic matter, ex¬ 
cept the proprietary names of ingredi¬ 
ents, which may be Included with the 
listing of established names. 

(2) The order of Usttng of Ingredients 
in the advertisement ■hni) be the 
as the order of listing of ingredients on 
the label of the product, and the infor¬ 
mation presented in the advertisement 
concerning the quanti^ of each such in¬ 
gredient shall be the same as the corre¬ 
sponding lnformati(m on the htbel of the 
product. 

(3) The advertisement shall not em¬ 
ploy a fanciful proprietary name for the 
drug or any ingredient in such a manner 
as to imidy that the drug or ingredient 
has some unique effectiveness or com¬ 
position. when, in fact, the drug or in¬ 
gredient is a common substance, the lim¬ 
itations of which are readUy recognised 
when the drug or Ingredient Is listed by 
its established name. 

(4) The advertisement shall not fea¬ 
ture inert or inactive ingredients in a 
manner that creates an impression of 
value greater than their true functional 
role in the formulation. 

(5) The advertisement shall not desig¬ 
nate a drug or ingredient by a proprie- 
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tary name that, because of similarity In 
spelling or pronunciation, may be con¬ 
fused with the proprietary name or the 
established name of a different drug or 
Ingredient. 

(b) (1) If an advertisement for a pre¬ 
scription drug bears a proprietary name 
or designation for the drug or any In¬ 
gredient thereof, the eAabllshed name, 
if such there be. corresponding to such 
proprietary name or designation shall ac¬ 
company such proprietary name or des-' 
Ignation each time It Is featured In the 
advertisement for the drug; but. except 
as provided below In this subparagraph, 
the established name need not be used 
with the proprietary name or designation 
In the running text of the advertisement. 
On any page of an advertisement In 
which the proprietary name or designa¬ 
tion Is not featured but Is used In the run¬ 
ning itA, the established name shall be 
used at least once in the running text in 
association with such proprietary name 
or designation and in the same type size 
used In the running text: Provided, how¬ 
ever, That If the proprietary name or 
designation Is used In the running text In 
laxger size type, the established name 
shall be used at least once In association 
with, and in type at least half as large as 
the type used for. the most prominent 
presentation of the proprietary name or 
designation In such running text. If any 
advertisement Includes a column with 
running text containing detailed Infor¬ 
mation as to composition, prescribing, 
side effects, or contraindications and the 
proprietary name or designation Is used 
In such column but Is not featured above 
or below the column, the established 
name shall be used at least once In such 
column of running text In association 
with such proprietary name or designa¬ 
tion and In the same type size used In 
such column of running text: Provided, 
however. That If the proprietary name 
or designation Is used In such column of 
running text In larger size type, the es¬ 
tablished name shall be used at least once 
in association with, and In type at least 
half as large as the tsrpe used for. the 
most prominent presentation of the pro- 
prletajy name or designation In such 
column of running text. Where the es¬ 
tablished name Is required to accompany 
or to be used in association with the pro¬ 
prietary name or designation, the estab¬ 
lished name shall be placed in direct 
conjunction with the proprietary name 
or designation, and the relationship be¬ 
tween the proprietary name or designa¬ 
tion and the establlshea name shall be 
made clear by use of a phrase such as 
“brand of” preceding ^e established 
name, by brackets surrounding the es¬ 
tablished name, or by other suitable 
means. 

(2) The established name shall be 
printed In letters that are at least half 
as large as the letters comprising the 
proprietary name or designation with 
which It Is Joined, and the established 
name shall have a prominence commen¬ 
surate with the prominence with which 
such proprietary name of designatlun 
appears, taking into account all perti¬ 
nent factors. Including typography, lay¬ 
out, contrast, and other printing features. 

(c) In the ease of a prescription drug 
containing two or more active Ingredi¬ 
ents, If the advertisement bean a pro¬ 
prietary name or designation for such 
mixture and there Is no established name 
corresponding to such proprietary name 
or dedgnatlon. the quantitative Ingredi¬ 
ent Information required In the adver¬ 
tisement by aeetl<A 502(n) of the act 
shall be placed In dlreet conjunction with 
the most prominent display of the pro¬ 
prietary name or designation. The 
prominence of the quantitative Ingredi¬ 
ent lnformatl<m shall bear a reasonable 
relationship to the prominence oi the 
proprietary name. 

(d) (1) If the advertlsemmt employs 
one proprietary name or deslmiatlon to 
refer to a combination of active Ingredi¬ 
ents present In more than one prepara¬ 
tion (the Individual prQ>aratlons differ¬ 
ing from each other as to quantities of 
active ingredients and/or the form of the 
finished preparation) and there Is no 
established name corresponding to such 
proprietary name or designation, a list¬ 
ing showing the established names of the 
active Ingredients shall be placed in di¬ 
rect conjunction with the most promi¬ 
nent display of such imyprtetary name 
or designation. The prominence of this 
listing of active Ingi^ents shall bear 
a reasonable relationship to the promi¬ 
nence of the proprietary name and the 
relationship between such proprietary 
name or designation, and the listing of 
active Ingredients shall be made clear 
by use of such phrase as “brand of”, pre¬ 
ceding the llsthig of active Ingredients. 

(2) The advertisement shall promi¬ 
nently display the name of at least one 
specific dosage form and shall have the 
quantitative Ingredient Information re¬ 
quired by section 502(n) of the act In 
direct conjunction with such display. If 
other dosage forms are listed In the ad¬ 
vertisement, the quantitative Ingredi¬ 
ent Information for such dosage forms 
shall appear In direct conjunction and 
In equal prominence with the most prom¬ 
inent listing of the names of such dosage 
forms. 

(e) True statement of Information in 
brief summary rdating to side effects, 
contrelndicatlons, and effectiveness: 

(1) When required. All advertisements 
for any prescription drug (“prescription 
drug” as used In this section means drugs 
defined In section 503(b)(1) of the act 
and § 201.105, applicable to drugs for 
use by man and veterinary drugs, re¬ 
spectively), except advertisements de¬ 
scribed in paragraph (e) (2) of this sec¬ 
tion, shall present a true statement of 
Information In brief summary relating 
to side effects, contraindications (when 
used In this section “side effects, con¬ 
traindications” include side effects, warn¬ 
ings. precautions, and contraindications 
and Include any such Information under 
such headings as cautions, special con¬ 
siderations, Important notes, etc.) and 
effectiveness. Advertisements broadcast 
through media such as radio, television, 
or telephone communications systems 
shall Include Information relating to the 
major side effects and contraindications 
of the advertised drugs In the audio or 
audio and visual parts of the presenta¬ 

tion and unless adequate provision Is 
made for dissemination of the approved 
or permitted package labding in ooh- 
nectlon with the broadcast presentation 
shall contain a brief summary of all nec¬ 
essary Information rdated to side effects 
and contraindications. 

(2) Exempt advertieements. The f<d- 
lowlng advertisements are exempt from 
the reqiiirements of paragraph (e) (1) of 
this section under the conditions speci¬ 
fied: 

(1) Reminder advertisements. Re¬ 
minder advertisements if they contain 
only the properietary or trade name of 
a drug (which necessitates declaring the 
established name, if any, and furnishing 
the formula showing quantitatively each 
ingredient of the drug to the extent re¬ 
quired for labels) and. optionally, infor¬ 
mation relating to dosage form, quantity 
of package contents, price, the name and 
address of the manufacturer, packer, or 
distributor or other written, printed, or 
graphic matter containing no repre¬ 
sentation or suggestion relating to the 
advertised drug: Provided, however. That 
if the Commissioner finds that there is 
evidence of significant incidence of fa¬ 
talities or serious damage associated with 
the use of a particular prescription drug, 
he may notify the manufacturer, packer, 
or distributor of the drug by mall that 
this exemption does not apply to such 
drug by reason of such finding: And pro¬ 
vided. however. That reminder adver¬ 
tisements are not permitted for a drug 
for which an aimouncement has been 
published pursuant to a review of the 
labeling claims for the drug by the Na¬ 
tional Academy of Sciences-Natlonal 
Research Council, Drug Efficacy Study 
Group, and for which no claim has been 
evaluated as higher than “possibly ef¬ 
fective.” If the Commissioner finds the 
circumstances are such that a reminder 
advertisement may be misleading to pre- 
scribers of drugs subject to NAS-NRC 
evaluation such advertisements will not 
be allowed and the manufacturer, 
packer, or distributor will be notified 
either in the publication of the conclu¬ 
sions on the effectiveness of the drug or 
by letter. 

(ii) Advertisements of hulk-sale 
drugs. Advertisements of bulk-sale drugs 
that promote sale of the drug in bulk 
packi^es in accordance with the practice 
of the trade solely to be processed, manu¬ 
factured. labeled, or repcuskaged in sub¬ 
stantial quantities and that contain no 
claims for the therapeutic safety or 
effectiveness of the drug. 

(iii) Advertisements of prescription- 
compounding drugs. Advertisements of 
prescription-compounding drugs that 
promote sale of a drug for use as a pre¬ 
scription chemical or other compound 
for use by registered pharmacists in 
compounding prescriptions If the drug 
otherwise complies with the conditions 
for the labeling exemption contained in 
§ 201.120 and the advertisement contains 
no claims for the therapeutic safety or 
effectiveness of the drug. 

(3) Scope of information to be in¬ 
cluded: applicability to the entire ad¬ 
vertisement. (i) The requirement of a 
true statement of Information relating 
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to side effects, contraindications, and 
effectiveness applies to the entire ad¬ 
vertisement. Untrue or mldeading in¬ 
formation In any part of the advertise¬ 
ment will not be corrected by the In¬ 
clusion In another distinct part of the 
advertisement of a brief statement oon- 
tidnlng true Information relating to side 
effects, contraindications, and effective¬ 
ness of the drug. If any part or theme of 
the advertisement would make the ad¬ 
vertisement false or misleading by rea¬ 
son of the omission of appropriate 
qualification or pertinent Information, 
that part or theme shall include the 
appropriate qualification or pertinent 
InfOTmatlon, which may be concise if It 
Is supplemented by a prominent refer¬ 
ence on each page to the presence and 
location dsewhere in the advertisement 
of a more complete discussion of such 
qualification or'Information. 

(11) Hie Information relating to effec¬ 
tiveness Is not required to Include Infor¬ 
mation relating to all purposes for which 
the drug Is Intended but may optionally 
be limited to a true statement of the ef- 
fectlveneK of the drug for the selected 
purpose(s) for which the drug is recor?- 
mended or suggested in the advertise¬ 
ment. The information relating to effec¬ 
tiveness shall Include specific Indications 
for use of the drug for purposes claimed 
in the advertisement; for example, when 
an advertisement contelns a broad claim 
that a drug Is an antibacterial agent, the 
advertisement shall name a type or types 
of infections and microorganisms for 
which the drug Is effective clinlcafiy as 
specifically as required, approved, or per¬ 
mitted in the drug package labeling. 

(Ui) The information relating to side 
effects and contraindications shall dis¬ 
close each specific side effect and contra¬ 
indication (which include side effects, 
warnings, precautions, and contraindi¬ 
cations and Include any such information 
under such headings as cautions, special 
considerations. Important notes, etc,.; see 
paragraph (e)(1) of this section) con¬ 
tained in required, approved, or per¬ 
mitted labeling for the advertised drug 
dosage form(s): Provided, however, 

(a) The side effects and contraindica¬ 
tions disclosed may be limited to those 
pertinent to the indications for which the 
drug is recommended or suggested in the 
advertisement to the extent that such 
limited disclosure has previously been ap¬ 
proved or permitted in drug labeling con¬ 
forming to the provisions of $$ 201.100 or 
201.105; and 

(b) The use of a single term for a 
group of side effects and contraindica¬ 
tions (for example, *l>lood dyscraslas” 
for disclosure of ‘‘leukopenia,*’ “agranu¬ 
locytosis,** and “neutropenia”) is per¬ 
mitted only to the extent that the use of 
such a single term in place of disclosure 
of each specific side effect and contrain¬ 
dication has been previously approved or 
permitted In drug labeling conforming 
to the provisions of 201.100 or 201.105. 

(4) Sid>8tance of information totte in¬ 
cluded in brief summary, (i) (a) An ad¬ 
vertisement for a prescription drug cov¬ 
ered by a new-drug application approved 
pursuant to section 505 of the act after 
October 10,1962 or section 512 of the act 

FEDERAL 

after August 1, 1969. or any approved 
supplement thereto, shall not recommend 
or suggest any use that is not in the label¬ 
ing accepted in such approved new-drug 
application or supplement. The adver¬ 
tisement shall present information from 
labeling required, approved, or permitted 
in a new-drug application relating to 
each specific side effect and contraindica¬ 
tion In such labeling that relates to the 
uses of the advertised drug dosage 
form(s) or shall otherwise conform to 
the provisions of paragraph (e) (3) (ill) 
of this section. 

(b) If a prescription drug was covered 
by a new-drug application or a supple¬ 
ment thereto that became effective prior 
to October 10, 1962, an advertisement 
may recommend or suggest: 

(f) Uses contained in the labeling ac¬ 
cepted in such new-drug application and 
any effective, approved, or permitted 
supplement thereto. 

(2) Additional uses contained in label¬ 
ing In commercial use on October 9, 
1962, to the extent that such uses did not 
cause the drug to be an unapproved “new 
drug” as “new drug” was defined In sec¬ 
tion 201 (p) of the act as then in force, 
and to the extent that such uses would 
be permitted were the drug subject to 
paragraph (e) (4) (iii) of this section. 

(3) Additional uses contained In la¬ 
beling in current commercial use to the 
extent that such uses do not cause the 
drug to be an unapproved “new drug” 
as defined In section 201 (p) of the act 
as amended or a “new animal drug” as 
defined in section 201(w) of the act as 
amended. 

The advertisement shall present Infor¬ 
mation from labeling requhred, approved, 
or permitted in a new-drug application 
relating to each specific side effect and 
contraindication in such labeling that 
relates to the uses of the advertised drug 
dosage form(s) or shall otherwise con¬ 
form to the provisions of paragraph 
(e) (3) (iii) of this section. 

(11) An advertisement for a prescrip¬ 
tion drug subject to certification under 
section 507 or 512 of the act shall not rec¬ 
ommend or suggest any use that is not in 
the labeling covered by the certification 
or the applicable certification regula¬ 
tions or r^nilatlons providing for exemp¬ 
tion from certification. The advertise¬ 
ment shall present information from 
such labeling covered by the certification 
or the applicable certification regulations 
or r^Lilations providing for exemption 
from certiflcation, relating to each spe¬ 
cific side effect and contraindication in 
such labeling and such regulations for 
the advertised drug dosage form(s) or 
shall otherwise conform to the pro¬ 
visions of paragraph (e) (3) (iii) of this 
section. 

(ill) In the case of an advertisement 
for a prescription drug other than a drug 
the labeling of which causes it to be an 
unapproved “new drug” and other than 
drugs covered by paragraph (e) (4) (i) 
and (ii) of this section, an advertise- 
*nent may recommend and suggest the 
drug only for those uses contained in the 
labeling thereof: 
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(a) For which the drug is generally 
recognized as safe and effective among 
experts qualified by scientific training 
and experience to evaluate the safety and 
effectiveness of such drugs; or 

(b) For which there exists substantial 
evldoice of safety and effectiveness, 
consisting of adequate and well-oon- 
trolled investigations, indudlng clinical 
investigations (as used in this section 
“clinical investigations,” “clinical ex¬ 
perience,” and “clinical significance" 
mean in the case of drugs intended for 
administration to man, investigations, 
experience, or significance in humans, 
and in the case of drugs intended for 
administration to other animals, investi¬ 
gations, experience, or significance In the 
specie or species for which the drug is 
advertised), by experts qualified by 
scientific training and experience to 
evaluate the safety and effectiveness of 
the drug involved, on the basis of which 
it can fairly and responsibly be concluded 
by such experts that the drug is safe 
and effective for such uses; or 

(c) For which there exists substan¬ 
tial clinical experience (as used in this 
section this means substantial clinical 
experience adequately documented in 
medical literature or by other data (to 
be supplied to the Food and Drug Ad¬ 
ministration, if requested)), on the 
basis of which it can fairly and respon¬ 
sibly be concluded by qualified experts 
that the drug is safe and effective for 
such uses; or 

(d) For which safety is supported un¬ 
der any of the preceding clauses in para¬ 
graph (e) (4) (iii) (a), (b), and (c) of 
this section and effectiveness i» sup¬ 
ported imder any other of such clauses. 

The advertisement shsdl present in¬ 
formation relating to each specific side 
effect and contraindication that is re¬ 
quired. approved, or permitted in the 
package labeling by §§ 201.100 or 201.105 
of this chapter of the drug dosage 
form(s) or shall otherwise conform to 
the provisions of paragraph (e) (3) (iii) 
of this section. 

(5) "True statement" of information. 
An advertisement does not satisfy the re¬ 
quirement that it present a “true state¬ 
ment” of information in brief smnmary 
relating to side effects, contraindications, 
and effectiveness if: 

(I) It is false or misleading with re¬ 
spect to side effects, contraindications, or 
effectiveness: or 

(II) It falls to present a fair balance 
between information relating to side ef¬ 
fects and contraindications and infor¬ 
mation relating to effectiveness of the 
drug in that the information relating 
to effectiveness is presented in greater 
scope, depth, or detail than is required 
by section 502(n) of the act and this 
information Is not fairly balanced by a 
presentation of a summary of true infor¬ 
mation relating to side effects and con- 

of the drug; Provided, 
however. That no advertisement shall be 
considered to be in violation of this seo 
tion if the presentation of true informa¬ 
tion relating to side effects and contrain¬ 
dications is comparable in depth and de¬ 
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Uil with the claims for efleetlTeness or 

(111) It falls to reveal facts material 
In the light of Its representations or ma¬ 
terial with respect to consequences that 
may result from the use of the drug as 
recommended or suggested in the 
advertisement. 

(6) Adverti$emenU that are faUe, 
lacking in fair balance, or otherwise mis¬ 
leading. An advertisement for a prescrip¬ 
tion drug Is false, lacking In fair balance, 
or otherwise misleading, or otherwise 
violative of section 502 (n) of tiie act. 
among other reasons, If it: 

(1) Contains a representation or sug¬ 
gestion, not approved or permitted for 
use in the labdlng. that a drug is better, 
more effective, useful In a broader range 
of conditions or patients (as used In this 
section “patients” means humans and 
In the case of veterinary drugs, other an¬ 
imals). safer, has fewer, or less Inci¬ 
dence of. or less serious side effects or 
contraindications than has been demon¬ 
strated by substantial evidence or sub¬ 
stantial clinical experience (as described 
in paragracdi (e) (4) (ill) (b) and (c) 
of this section) whether or not such 
r^resentatlons are made by comparison 
with other drugs or treatments, and 
whether or not such a representation or 
suggestion Is made directly or through 
use of published or unpublished litera¬ 
ture. quotations, or other references. 

(li) Contains a drug comiMurlson that 
represents or suggests that a drug Is safer 
or more effective than another drug In 
some particular when It has not been 
demonstrated to be safer or more effec¬ 
tive In such particular by substantial evi¬ 
dence or substantial clinical experience. 

(Ill) Contains favorable information 
or opinions about a drug previously re¬ 
garded as valid but which have been ren¬ 
dered invalid by contrary and more cred¬ 
ible recent information, or contahis lit¬ 
erature references or quotations that are 
significantly more favorable to the drug 
than has been demonstrated by substan¬ 
tial evidence or substantial clinical 
experience. 

(Iv) Contains a representation or sug¬ 
gestion that a drug Is safer than It has 
been demonstrated to be by substantial 
evidence or substantial clinical experi¬ 
ence. by selective presentation of In¬ 
formation from published articles or 
other references that report no side 
effects or minimal side effects with the 
drug or otherwise selects information 
from any source In a way that makes a 
drug appear to be safer than has been 
demonstrated. 

(V) Presents information from a study 
In a way that implies that the study 
represents larger or more general experi¬ 
ence with the drug than It actually does. 

(vl) Contains references to literature 
or studies that misrepresent the effec¬ 
tiveness of a drug by failure to disclose 
that claimed results may be due to con¬ 
comitant therapy, or by failure to dis¬ 
close the credible Information avsdlable 
concerning the extent to which claimed 
results may be due to placebo effect (In¬ 
formation concerning placebo effect Is 

not required unless the advertisement 
promotes the drug for use by man). 

(vli) Contains favorable data or con¬ 
clusions from noncllnlcal studies of a 
drug, such as in laboratory animals or In 
vitro, in a way that suggests they have 
clinical significance when in fact no 
such clinical significance has been 
demonstrated. 

(vlii) Uses a statement by a recog¬ 
nized authority that Is apparently favor¬ 
able about a drug but fails to refer to 
concurrent or more recent unfavorable 
data or statements from the same au¬ 
thority on the same sijbject or subjects 

(lx) Uses a quote or paraphrase out 
of context to convey a false or misleading 
Idea. 

(X) Uses literature quotations or refer¬ 
ences that purport ^ support an ad¬ 
vertising claim but In fact do not support 
the claim or have relevance to the clidm. 

(xl) Uses, literature, quotations, or 
references ^or the purpose of recom¬ 
mending or suggesting conditions of drug 
use that are not approved or permitted 
In the drug package labeling. 

(xU) Offers a combination of drugs 
for the treatment of patients suffering 
from a condition amenable to treatment 
by any of the components rather than 
Umitliig the Indications for use to 
patients for whom concomitant therapy 
as provided by the fixed combination 
drug is Indicated, unless such condition 
is Included In the uses permitted under 
paragraph (e) (4) of this section. 

(xlil) Uses a study on normal In¬ 
dividuals without disclosing that the 
subjects were normal, unless the drug 
Is intended for use on normal Individuals. 

(xlv) Uses “statistics” on numbers of 
patients, or counts of favorable results or 
side effects, derived from pooling data 
from various Insignificant or dissimilar 
studies in a way that suggests either that 
such “statistics** are valid if they are not 
or that they are derived from large or 
significant studies supporting favorable 
conclusions when such Is not the case. 

(XV) Uses erroneously a statistical 
finding of **no significant difference” to 
claim clinical equivalence or to deny or 
conceal the potential existence of a real 
clinical difference. 

(xvl) Uses statements or representa¬ 
tions that a drug differs from or does not 
contain a named drug or category of 
drugs, or that It has a greater potency 
per unit of weight, In a way that suggests 
falsely or misleadingly or without sub¬ 
stantial evidence or substantial clinical 
experience that the advertised drug Is 
safer or more effective than such other 
drug or drugs. 

(xvll) Uses data favorable to a drug 
derived from patients treated with dos¬ 
ages different from those recommended 
in approved or permitted labeling If the 
drug advertised is subject to section 505, 
507, or 512 of the act, or. In the case of 
other drugs, if the dosages employed were 
different from those recommended In the 
labeling and generally recognized as safe 
and effective. This provision Is not In¬ 
tended to prevent citation of reports of 
studies that Include some patients treated 

with dosages different from those au¬ 
thorized. if the results In such patients 
are not used. 

(xvUl) Uses headline, subheadline. or 
pictorial or other gnqjhlc matter In a way 
that Is misleading. 

(xlx) Represents or suggests that drug 
dosages properly recommended for use 
In the treatment of certain clssses of 
patients or disease conditions are safe 
and effective for the treatment of other 
classes of patients or disease conditions 
when such Is not the case. 

(XX) Presents required Information 
relating to side effects or contraindica¬ 
tions by means of a general term for a 
group In place of disclosing each specific 
side effect and contraindication (for ex¬ 
ample emploirs the term “hkx>d dys- 
craslas” Instead of **leukopenla.” ‘‘agran¬ 
ulocytosis," “neutropenia.” etc.) unless 
the use of such general term conforms to 
the provisions of paragrsqih (e)(3) (ill) 
of tt^ section. 

Provided, however. That any provision of 
this paragraph shall be waived with re¬ 
spect to a spedfied advertisement as set 
forth In a written communication from 
the Food and Drug Administration on a 
petition for such a waiver from a person 
who would be adversely affected by the 
enforcement of such provision on the 
basis of a showing ttiat the advertisement 
is not false, lacking in fair balance, or 
otherwise misleading, or otherwise viola¬ 
tive of section 502(n) of the act. A peti¬ 
tion for such a waiver shall set forth 
clearly and concisely the petitioner’s In¬ 
terest in the advertisement, the specific 
provision of this paragraph from which 
a waiver Is sought, a complete copy of 
the advertisement, and a showing that 
the advertisement is not false, lacking In 
fair balance, or otherwise misleading, or 
otherwise violative of section 502(n) <rf 
the act. 

(7) Advertisements that may be false, 
lacking in fair balance, or otherwise mis¬ 
leading. An advertisement may be false, 
lacking in fair balance, or otherwise mis¬ 
leading or otherwise violative of section 
502(n) of the act If It: 

(1) Contains favorable information or 
conclusions from a study that Is inade¬ 
quate In design, scope, or conduct to fur¬ 
nish significant support for such Infor¬ 
mation or conclusions. 

(ii) Uses the concept of “statistical 
significance” to support a claim that has 
not been demonstrated to have clinical 
significance or validity, or fails to reveal 
Che range of variations aroimd the 
quoted average results. 

(ill) Uses statistical analyses and 
techniques on a retrospective basis to 
discover and cite findl:^s not soundly 
supported by the study, or to suggest 
scientific validity and rigor for data from 
studies the desUm or protocol of which 
are not amenable to formal statistical 
evaluations. 

(iv) Uses tables or graphs to distort 
or misrepresent the relationships, trends, 
differences, or changes among the varia¬ 
bles or products studied; for example, 
by failing to label abscissa and ordinate 
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80 that the graph creates a mlsleadixur 
impression. 

(y) Uses reports or statements rep¬ 
resented to be statistical analyses, in- 
terpretatlons. or evaluations that are in¬ 
consistent with or violate the established 
principles of statistical theory, m^hodol- 
ogy, applied practice, and Inference, or 
that are derived from clinical studies the 
design, data, or conduct of which sub¬ 
stantially invahdate the application of 
statistical analyses, interpretations, or 
evaluations. 

(vl) Contains claims concerning the 
mechanism or site of drug action that 
are not generally regarded as establi^ed 
by scientific evidence by experts quali¬ 
fied by scientific training and experience 
without disclosing that the pJhlIwiw are 
not established and the limitations of 
the supporting evidence. 

(vll) Falls to provide sufQcient em¬ 
phasis for the information relating to 
side effects and contraindications, when 
such Information is contained in a dis¬ 
tinct part of an advertisement, because 
of repetition or other emphasis in that 
part of the advertisement of claims for 
effectiveness or safety of the drug. 

(vlli) Fails to present information 
relating to side effects and contraindica¬ 
tions with a prominence and readability 
reasonably comparable with the presen¬ 
tation of information relating to effec¬ 
tiveness of the drug, taking into account 
all Implementing fai^rs such as tsrpog- 
raphy, layout, contrast, headlines, para¬ 
graphing, white space, and any other 
techniques apt to achieve emphasis. 

(ix) Fails to provide adequate em¬ 
phasis (for example, by the use of color 
scheme, borders, headlines, or copy that 
extends across the gutter) for the fact 
that two facing pages are part of the 
same advertisement when one page con¬ 
tains information relating to side effects 
and contraindications. 

(x) m an advertisement promoting 
use of the drug in a selected class of pa¬ 
tients (for example, geriatric patients or 
depressed patients), fails to present with 
adequate emphasis the significant side 
effects and contraindications or the sig¬ 
nificant dosage considerations, when 
dosage recommendations are Included 
in an advertisement, especially appli¬ 
cable to that selected class of patients. 

(xl) Falls to present on a page facing 
another page (or on another full page) 
of an advertisement on more than one 
page, information relating to side ef¬ 
fects and contraindications when such 
information is in a distinct part of the 
advertisement. 

(xii) Fails to include on each page or 
spread of an advertisement the informa¬ 
tion relating to side effects and contra¬ 
indications or a prominent reference to 
its presence and location when it is 
presented as a distinct part of an 
advertisement. 

(xlii) Ckmtains information from pub¬ 
lished or unpidslished reports or opin¬ 
ions falsely or misleadingly represented 
or suggested to be authentic or authori¬ 
tative. 

(f) through (1) TReserved] 
(J) (1) No advertisement concerning a 

partleular prescription drug may be dls- 

sonlnated without prior approval by the 
Food and Drug Administration if: 

(1) Ihe sponsor or the Food and Drug 
Administration has received information 
that has not been widely publicized in 
medical literature that the use of the 
drug may cause fatalities or serioiis 
damage; 

(11) Commissioner (or in his ab¬ 
sence the officer acting as Commis¬ 
sioner), after evaluating the reliability 
of such information, has notified the 
sponsor that the information must be a 
part of the advertisements for the drug; 
and 

(ill) The sponsor has failed within a 
reasonable time as specified in such 
notification to present to the Food and 
Drug Administration a program, ade¬ 
quate in light of the nature of the in¬ 
formation, for assuring that such in¬ 
formation will be publicized promptly 
and adequately to the medical profes¬ 
sion in subsequent adverUsements. 

If the Commissioner finds that the pro¬ 
gram presented is not being followed, be 
will notify the sponsor that prior ap¬ 
proval of all advertisements for the par¬ 
ticular drug will be required. Nothing 
in this paragraph is to be construed as 
limiting the Commissioner's or the Sec¬ 
retary’s rights, as authorized by law. 
to issue publicity, to suspend any new- 
drug application, to decertify any anti¬ 
biotic, or to recomend any regulatory 
action. 

(2) Within a reasonable time after in¬ 
formation concerning the ponlbillty that 
a drug may cause fatalities or serious 
damage has been widely publicized in 
medical literature, the Pood and Drug 
Administration shall notify the sponsor 
of the drug by mail that prior approval 
of advertisements for the drug is no 
longer necessary. 

(3) Dissemination of an advertisement 
not in ccnnpliance with this paragraph 
shall be deemed to be an act that causes 
the drug to be misbranded under section 
502 (n) or the act. 

(4) Any advertisement may be sub¬ 
mitted to the Food and Drug Adminis¬ 
tration prior to publication for comment 
If the advertiser is notified Uiat the 
submitted advertisement is not in viola¬ 
tion and. at some subsequent time, l^e 
Food and Drug Administration changes 
its opinion, the advertiser will be so 
notified and will be given a reasonable 
time for correction before any regulatory 
action is taken under this section. Noti¬ 
fication to the advertiser that a proposed 
advertisement is or is not considered to 
be in violation shall be in written form. 

(k) An advertisement issued or caused 
to be Issued by the manufacturer, packer, 
or distributor of the drug promoted by 
the advertisement and which Is not in 
compliance with section 502 (n) of the 
act and the applicable regulations there¬ 
under shall cause stocks of such drug in 
possession of the person responsible for 
issxiing or causing the Issuance of the 
advertisement, and stocks of the drug 
distributed by such person and still in 
the channels of commerce, to be mis¬ 
branded under section 502(n) of the act 

(1) (1) Advertisements subject to sec¬ 
tion 502(n) of the act include advertise¬ 
ments in published Journals, magazines, 
other periodicals, and newspapers, and 
advertisements broadcast through media 
such as radio, television, and telephone 
communication systems. 

(2) Brochures, booklets, mailing 
pieces, detailing pieces, file cards, bulle¬ 
tins, calendars, price lists, catalogs, house 
organs, letters, motion pictme films, film 
strips, lantern slides, sound recordings, 
exhibits, literature, and reprints and sim¬ 
ilar pieces of printed, audio, or visual 
matter descriptive of a drug and refer¬ 
ences published (for example, the “Physi¬ 
cians Desk Referenee”) for use by medi¬ 
cal practitioners, pharmacists, or nurses, 
containing drug Information supplied by 
the manufactiumr, packer, or distributor 
of the drug and which are disseminated 
by or on behalf of its manufacturer, 
packer, or distributor are hereby deter¬ 
mined to be labeling as defined in sec¬ 
tion 201(m) of the act. 

PART 207—REGISTRATION OF PRODUC¬ 
ERS OF DRUGS AND LISTING OF DRUGS 
IN COMMERCIAL DISTRIBUTION 

Subpatt A—Dafinitiom 
Sec. 
207.3 Definitions. 

Subpart B—Procaduras for Domaatic Drug 
Establish manta 

207.20 Who m\ist register and submit a drug 
list. 

207.21 Times for registration and drug 
listing. 

207.22 How and where to register and list 
drugs. 

207.25 Information required in registration 
and drug listing. 

207.26 Amendments to registration. 
207.30 Updating drug listing information. 
207.31 Additional drug listing information. 
207.35 Notification of registrant; drug estab¬ 

lishment registration number and 
drug listing nvunber. 

207.37 Inspection of registrations and drug 
listings. 

267.39 Misbranding by reference to registra¬ 
tion or to registration number. 

Subpart C—Prt>caduras for Foralgn Drug 
Establlshmants 

207.40 Drug listing requirements for for¬ 
eign dnig establishments. 

Subpart D—Exemptions 

207.65 Exemptions for domestic establish¬ 
ments. 

Authobitt: Secs. 201, 602, 606, 506, 507; 610, 
612, 701(a), 704; 52 Stat. 1040-1042 as 
amended, 1050-1063 as amended, 1055, 1057 
as amended; 21 UH.C. 321, 362, 355, 356, 357, 
360, 360b, 371(a), 374; sec. 351, 58 Stat. 702 
as amended; 42 U.S.C. 262; the Drug Listing 
Act of 1972, Pub. L. 92-387; 86 Stat. 659-562 
(21 U.S.C. 360 note) unless otherwise noted. 

Subpart A—Definitions 

§ 207.3 Definitions. 

(a) The term “act” means the Federal 
Food, Drug, and Cosmetic Act approved 
June 25, 1938 (52 Stat. 1040 et seq., as 
amended, 21 n.S.C. 301-392). 

(b) “Establishment" means a place of 
business under one management at one 
general physical location. The term In¬ 
cludes, among others, independent labo¬ 
ratories that engage in control activities 
for registered drug establishment (e.g.. 
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“consulting” laboratories), manufactur¬ 
ers of medicated feeds and of vitamin 
products that are “drugs” within the 
meaning of section 201(g) of the act, 
hiunan blood donor centers," and animal 
facilities used for the production or con¬ 
trol testing of licensed biologlcals. 

(c) Manufacture, preparation, propa¬ 
gation, compounding, or procrasing of a 
drug or drugs means the making by 
chemical, physical, biological, or other 
procedures of any articles which meet 
the definition of drugs as defined in sec¬ 
tion 201(g) of the act, and including 
manipulation, sampling, testing, or con¬ 
trol procedures applied to the final prod¬ 
uct or to any part of the process. The 
term includes repackaging or otherwise 
changing the container, wrapper, or 
labeling of any drug package in further¬ 
ance of the distribution of the drug from 
the original place of manufacture to the 
person who makes final delivery or sale 
to the ultimate consumer. 

(d> “Commercial distribution” means 
any distribution of a human drug except 
pursuant to the investigational use pro¬ 
visions of S 312.1 of this chapter, and 
any distribution of an animal drug or 
an animal feed bearing or containing an 
animal drug for noninvestigational uses 
but does not Include internal or inter- 
plant transfer of a bulk drug substance 
between registered domestic establish¬ 
ments within the same parent, subsidi¬ 
ary, and/or affiliate company. 

(e) “Representative sampling of ad¬ 
vertisements” means typical advertising 
material (excluding labeling as de¬ 
termined in 1202.1(1) (2) of this chap¬ 
ter) which gives a balanced picture of the 
promotional claims being used for the 
drug (e.g., if more than one medical 
Journal advertisement is used but their 
promotional content is essentially identi¬ 
cal, only one need be submitted). 

(f) “Representative sampling of any 
other labeling” as used in this part means 
typical labeling material (excluding 
labels and package Inserts) which gives 
a balanced picture of the promotional 
claims being used for the diug (e.g., if 
more than one brochure is used but their 
promotional content is essentisdly identi¬ 
cal, only one need be submitted). 

(g) “Any material change” includes 
but is not limited to any change in the 
name of the drug, in the quantity or 
Identity of the active ingredlent(s) or 
in the quantity or identity of the in¬ 
active Ingredlent(s) where quantitative 
listing of all ingredients is required pur¬ 
suant to § 207.31(a) (2), any significant 
change in the labeling of a prescription 
drug, and any significant change in the 
label or package insert of an over-the- 
counter drug. Changes that are not sig¬ 
nificant include changes in arrangement 
or printing or changes of an editorial 
nature. 

(h) - “Bulk drug substance” means any 
substance that is represented for use in 
a drug and when used in the manufactur¬ 
ing, processing, or packaging of a drug 
becomes an active ingredient or a fin¬ 
ished dosage form of such drug, but does 
not include intermediates used in the 
synthesis of such substances. 

(I) “Advertising” and 'labeling*’ in¬ 
clude the promotional material described 
in i 202.1(1) (1) and (2) of this chapter 
respectively. 

(J) The definitions and interpretations 
contained in sections 201 and 510 of the 
act shall be applicable to such terms 
when used in this Part 207. 

Subpart B—Procedures for Domestic 
Drug Establishments 

§ 207.20 Who must regiater and submit 

a drug list. 

(a) Owners or operators of all drug 
establishments, not exempt under sec¬ 
tion 510(g) of the act or Subpart D of 
this Part 207, that engage in the manu¬ 
facture, preparation, propagation, com- 
poundiiw, or processing of a dnig or 
drugs are required to register and to sub¬ 
mit a list of every drug in commercial 
distribution (except that listing infor¬ 
mation may be submltt*^ by the parent, 
subsidiary, and/or affiliate company for 
all establishments when operations are 
conducted at more than one establish¬ 
ment and there exists joint ownership 
and control among all the establish¬ 
ments). Such owners or operators are 
required to register and to submit a list 
of every drug in commercial distribution 
(except that listing Information may be 
submitted by the parent, subsidiary, and/ 
or affiliate company for all establish¬ 
ments when operations are conducted at 
more than one establishment and there 
exists joint ownership and control among 
all the establishments), whether or not 
the output of such establishment or any 
particular drug so listed enters interstate 
commerce, except that drug listing is not 
required at this time for the manufac¬ 
turing, preparation, propagation, com- 
poimding, or processing of an animal feed 
(including a feed concentrate, a feed 
supplement, and a complete animal 
feed) bearing or containing an animal 
drug. 

(b) Distributors which are not other¬ 
wise required to register under section 
510 of the act, may submit drug listing 
Information direcUy to the Food and 
Drug Administration for those drugs 
which they distribute imder their own 
label or trade name but which are manu¬ 
factured, prepared, propagated, com¬ 
pounded, or processed by a registered es¬ 
tablishment. Where drug listing infor¬ 
mation is submitted by a distributor, the 
registration number of the drug estab¬ 
lishment which manufactured, prepared, 
propagated, compoimded, or processed 
the drug shall be included for each drug 
listed. If a distributor does not elect to 
obtain a “Labeler Code” the registered 
establishment shall submit the drug list¬ 
ing information. Such submissions and 
requests for Labeler Codes shall be made 
on Form FD-2658 (Registered Establish¬ 
ments’ Report of Private Label Distribu¬ 
tors). All distributors submitting drug 
listing information to the Food and Drug 
Administration assume full responsibil¬ 
ity for compliance with all of the require¬ 
ments of this part. Elach distributor at 
the time of each submission of drug list¬ 
ing information or updating as required 

under i 207.30 shall so certify to the reg¬ 
istered establishment that such submis¬ 
sion has been made by providing a signed 
copy of Form FD-26S6 (Registratloii of 
Drug Establishment) to the registered 
establishment which maniifactures, pre¬ 
pares, propagates, compounds, or proc¬ 
esses the drug. The original of Form FD- 
2656 (Registration of Drug Establish¬ 
ment) showing such certification shall 
be submitted to the Food and Drug Ad¬ 
ministration. Such certification shall be 
accompanied by a list showing the Na¬ 
tional Drug Code number assigned to 
each drug product by the distributor. 

(c) Preparatory to engaging in the 
manufacture, preparation, propagation, 
compounding, or processing of a drug, 
owners or operators of establishments 
who are submitting new drug ap¬ 
plications, new animal drug applications. 
Form FD-1800 (Medicated Feed Appli¬ 
cation) , antibiotic Forms 5 and 6, or an 
establishment license application in 
order to manufacture biological prod¬ 
ucts are required to register before the 
new drug application, new animal drug 
application, Form FD-1800, antibiotic 
Form 5 or 6, or establishment license 
application is approved. 

(d) No registration fee is required. 
Registration and listing do not constitute 
an admission or agreement or determi¬ 
nation that a product is a “drug” within 
the meaning of section 201(g) of the 
act. 
§ 207.21 Tim^ for registration and 

drug listing. 

The owner or operator of an establish¬ 
ment entering into an operation defined 
in § 207.3(c) shtdl register such estab¬ 
lishment within 5 days after the begin¬ 
ning of such operation and submit a list 
of every drug in commercial distribution 
at that time. If the owner or operator of 
the establishment defined in | 207.3(c) 
has not previously entered into such op¬ 
eration, registration shall follow within 
5 days after the submission of a new drug 
application, new animal drug applica¬ 
tion, Form FD-1800, antibiotic Form 5 or 
6, or an establishment license application 
in order to manufacture biological prod¬ 
ucts. Owners or operators of all estab¬ 
lishments so engaged shall register an¬ 
nually between November 15 and 
December 31 and shall update their drug 
listing Information every Jime and 
December. 

§ 207.22 How and where to register and 

list drugs. 

(a) The first registration of an 
establishment shall be on Form FD- 
2656 (Registration of Drug Establish¬ 
ment) obtainable on request from the 
Department of Health, Education, and 
Welfare, Food and Drug Administration, 
Bureau of Drugs, Registration Section. 
5600 Fishers Lane, Rockville. MD 20852, 
or from Food and Drug Administration 
district offices. Subsequent annual reg¬ 
istration shall also be accomplished on 
Form FD-2656 (Registration of Drug 
Establishment), which will be furnished 
by the Pood and Drug Administration be¬ 
fore November 15 of each year to estab- 
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lishments whose drug registration for 
that year was validated pursuant to 
S 207.35. The completed form shall be 
mailed to the above address before 
December 31 of that year. 

(b) The first list of drugs and sub¬ 
sequent June and December updatings 
shall be on Form PD-2657 (Drug Product 
listing), obtainable upon request as 
described in paragraph (a) of this sec¬ 
tion. In lieu of Form FD-2657 (Drug 
Product Listing). tapes for computer in¬ 
puts may be submitted if equivalent in 
all elements of information as specified 
in Form FD-2657 (Drug Product list¬ 
ing). All formats proposed for such use 
will require initial review and approval 
by the Food and Drug Administration. 

§ 207.25 Information required in regi«> 
tration and drug listing. 

(a) Form FD-2656 (Registration of 
Drug Establishment) requires furnishing 
or confirming information required by 
the act. This information includes the 
name and street address of the drug 
establishment, including post office ZIP 
code; all trade names used by the estab¬ 
lishment; the kind of ownership or op¬ 
eration (that is, individually owned part¬ 
nership, or corporation); and the name 
of the owner or operator of such estab¬ 
lishment. The term *‘name of the owner 
or operator” shall include in the case of 
a partnership the name of each partner, 
and in the case of a corporation the name 
and title of each corporate officer and 
director and the name of the State of 
incorporation. The Information required 
shall be given separately for each estab¬ 
lishment, as-defined in f 207.3(b). 

(b) Form FD-2657 (Drug Product 
Listing) requires furnishing information 
required by the act as follows: 

(1) A list of drugs, including bulk drug 
substances and drug premixes for use 
in the manufacture of animal feeds as 
well as finished dosage forms, by estab¬ 
lished name as defined in section 502(c) 
of the act and by proprietary name, 
which are being manufactured, prepared, 
propagated, compoimded, or processed 
for commercial distribution and which 
have not been included in'any list pre¬ 
viously submitted on Form FD-2657 
(Drug Product Listing) or in conjimc- 
tion with the Food and Drug Administra¬ 
tion volimtary inventory on Form FD- 
2422 (Survey Report of Marketed Drugs), 
or Form FD-2250 (National Drug Code 
Directory Input). 

(2) For each drug so listed which is 
regarded by the registrant as subject to 
section 505, 506, 507, or 512 of the act, 
the new drug application number, abbre¬ 
viated new drug application numter, new 
animal drug application number, or Form 
5 or Form 6 number, and a copy of all 
current labeling, except that only one 
representative container or carton label 
need be submitted where differences exist 
only in the quantity of contents state¬ 
ment. 

(3) For each drug so listed which Is 
regarded by the registrant as subject to 
section 351 of the Public Health Service 
Act, the license number of the manufac¬ 
turer. 

(4) For each human drug so listed 
which is subject to section 503(b) (1) of 
the act and regarded by the registrant as 
not subject to section 505, 506, or 507 of 
the act or 351 of the Public Health Serv¬ 
ice Act, and which is not manufactured 
by a registered blood bank, a copy of all 
current labeling except that only one rep¬ 
resentative container or carton label 
need be submitted where differences 
exist oiUy in the quantity of contents 
statement and a representative sampling 
of advertisements. 

(5) For each human over-the-counter 
drug or each animal drug so listed which 
is regarded by the registrant as not sub¬ 
ject to section 505, 506, 507, or 512 of the 
act, or 351 of the Public Health Service 
Act, a copy of the label except that only 
one representative container or carton 
label need be submitted where differ¬ 
ences exist only in the quantity of con¬ 
tents statement; package insert, and a 
representative sampling of any other 
labeling. 

(6) For each prescription or over-the- 
counter drug so listed which is regarded 
by the registrant as not subject to sec¬ 
tion 505,506,507, or 512 of the act. or 351 
of the Public Health Service Act, and 
which is not manufactured by a regis¬ 
tered blood bank, quantitative listing of 
the active ingredient(s). If the drug is 
in unit dosage form the statements of the 
quantity of Ingredient shall express the 
amount, not the percent, of such ingre¬ 
dient in each such unit, unless the quan¬ 
titative listing is expressed as a percent¬ 
age in the official compendium. If the 
drug is not in unit dosage form, the state¬ 
ment of the quantity of an Ingredient 
shall express the amount, not the per¬ 
cent, of such ingredient in a specific unit 
of weight or measure of the drug unless 
the quantitative listing is expressed as a 
percentage in the official compendium, 
except that for drug premixes for use in 
the manufacture of animal feeds such in¬ 
gredient which is not an antibiotic may 
be expressed in terms of percent. If a 
drug premix has been assigned a Product 
Code as provided for in $ 207.35(b) (2) 
(ili), the quantitative listW of ingredi¬ 
ents may be limited to each variation of 
level of active drug ingredient. 

(7) For each drug listed, the registra¬ 
tion number of every drug establishment 
within the parent company at which it is 
manufactuiod, prepared, propagated, 
compounded, or processed. 

(8) For each drug so listed, the Na¬ 
tional Drug Code (NDC) number. If no 
NDC Labeler Code number has been as¬ 
signed, the Product Code and Package 
Code will be included and a Labeler Code 
will be assigned as described in (i 207.35 
(b)(2)(i). 
§ 207.26 Amendments to registration. 

Changes in individual ownership, cor¬ 
porate or partnership structure location 
or drug-handling activity, shall be sub¬ 
mitted by Form FD-2656 (Registration 
of Drug Establishment) as amendment 
to registration within 5 days of such 
changes. Changes in the names of offi¬ 
cers and direct<n^ of the corporations do- 
not require such amendment but must 
be shown at time of annual registration. 

§ 207.30 Updating drug listing informa* 
tkm. 

(a) After submission of the Initial 
drug listi^ Information, every person 
who is required to list drugs pursuant to 
8 207.20 shall submit on Form FD-2657 
(D^ Product Listing) during each sub¬ 
sequent June and December, or at the 
discretion of the registrant at the time 
the change occurs, the following 
information: 

(1) A list of each drug introduced by 
the registrant for commercial distribu¬ 
tion which has not been Included in any 
list previously submitted. All of the in¬ 
formation required by 8 207.25(b) shall 
be provided for each such drug. 

(2) A list of each drug formerly listed 
pursuant to 8 207.25(b) for which com¬ 
mercial distribution has been dlsccm- 
tlnued, including for each drug so listed 
the NDC number, the idaiUty by estab¬ 
lished name and proprietary name, and 
date of discontinuance. It is requested 
but not required that the reason for dis¬ 
continuance of distribution be Included 
with this information. 

(3) A list of each drug for which a 
notice of dlscontinuanoe was submitted 
pursuant to paragraph (a)(2) of this 
section and for which commercial dis¬ 
tribution has been resumed. Including 
for each drug so listed the NDC number, 
the identity by established name as de¬ 
fined in section S02(e) of the act and by 
any proprietary name, the dat« of re¬ 
sumption, and any other information 
required by 8 207.25(b) not previously 
submitted. 

(4) Any material change in any in¬ 
formation previously submitted. 

(b) When no changes have occurred 
since the previously submitted list, no 
report is required. 
§ 207.31 Additional drug listing infor- 

nuition. 

(a) In addition to the information 
routinely required by 88 207.25 and 207.30, 
the Commissioner may require submis¬ 
sion of the fdlowing information by let¬ 
ter or by Fxdxxal Rxgxstkb notice: 

(1) For a particular drug so listed 
which is subject to section 603(b) (1) of 
the act and regarded by the registrant 
as not subject to section 505, 506, or 507 
of the act, upon request made by the 
Commissioner for good cause, a copy of 
all advertisements. 

(2) For a particular drug product so 
listed which is regarded by the registrant 
as not subject to section 505, 506, 507, 
or 512 of the act, upon a finding by the 
Commissioner that it is necessary to 
carry out the purposes of the act, a 
quantitative listing of all ingredients. 

(3) For a particular drug product 
upon request by the Commissioner, a 
brief statement of the basis upon which 
the registrant has determined that the 
drug product Is not subject to section 
505, 506, 507, or 512 of the act. 

(4) For each registrant, upon a find¬ 
ing by the Commissioner that it is neces¬ 
sary to carry out the purposes of the 
act, a list of each UsU^ drug product 
containing a particular ingredient. 

(b) It is requested but not required 
that information concerning the quantity 
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of drug distributed be submitted In con¬ 
junction with the annual registration 
in the format prescribed In a section of 
Form n[>-2656A (Optional Distribution 
Data), for each drug currently listed. 

(c) It Is requested but not required 
that a qualitative listing of the inactive 
Ingredients be submitted for all listed 
drugs in the format prescribed in Form 
FD-2657 (Drug Product Listing). * 

(d) It is requested but not required 
that a quantitative listing of the active 
Ingredients be submitted for all drugs 
listed which are subject to section 505, 
506, 507, or 512 Of the act or section 351 
of the Public Health Service Act. 

§ 207,35 Notification of registrant; drug 

establishment registration number 

and dmg listing number. 

(a) The Commissioner will provide to 
the registrant a validated copy of Fcum 
FD-2656 (Registration of EUnig Estab¬ 
lishment) as evidence of registration. 
This validated copy nHIl be sent only to 
the location shown for the registering 
establishment. A permanent registration 
number will be assigned to each drug 
establishment registered In accordance 
with these regulations. 

(b) A drug listing number Will be as¬ 
signed, using the National Drug Code 
munbering system, to each drug or class 
of drugs listed as follows: 

(1) If a drug Is already listed In the 
National Drug Code System or in the 
NatioxuJ Health Related Items Code 
System, the number will be the same as 
that asdgned pursuant to those codes. A 
lead zero win be added by the Food and 
Drug Administration to the first three 
characters of the code, which Identlfles 
the manufacturer or (^trlbutor, to ex¬ 
pand the ‘Xabeler Code” segment to four 
characters. The National Drug Code, 
Product Code and Package Code con¬ 
figurations used to describe such drugs, 
or any new drugs added to the product 
line, will remain the same (l.e., a four- 
character Product Code and a two- 
character Package Code). Alphanumeric 
characters adiere already used in the 
Product Code and Packtqre Code seg¬ 
ments of the National Drug Code may be 
retained; however, these alphaniuneric 
characters may be converted to all nu¬ 
meric digits. The manufacturer or dis¬ 
tributor Shan inform the Food and Dmg 
Administration of such changes. 

(2) If a registered establishment or 
distributor has not previously partici¬ 
pated in the National Dmg Code system, 
or in the Natlcnal Health Related Items 
Code system, the National Dmg Code 
numbering sj^m will be used in assign¬ 
ing a number, as foUows (only numerics 
will be used): 

(1) The first five numeric characters 
of the 10-character (X)de Identify the 
manufacturer or distributor and are 
known as the Labeler Code. The Food 
and Drug Administration will expand the 
Labeler Code from five to six numeric 
characters when the available five-char¬ 
acter code combinations are exhausted. 
These code numbers are assigned by the 
Food and Dmg Administration and pro¬ 
vided to the registrant along with the 
validated copy of Form FD-2656 (Regis¬ 

tration of Drug Establishment). Any 
registered firm that does not have an 
assigned “Labeler Code" will be assigned 
one when registration and listing In¬ 
formation is submitted. 

(11) The last five numeric characters 
of the 10-character code identify the 
dmg and the trade package size and 
type. The segment which identifies the 
dmg formulation is known as tihe Product 
Code and the segment which identifies 
the trade package size and type is known 
as the Package Code. The Product Code 
and the Package Code shall be assigned 
by the manufacturer or distributor prior 
to drug listing and included in Form 
FI>-2657 (Drug Product Listing). Either 
of two methods may be used by the man¬ 
ufacturer or distributor in assigning the 
Product and Package Codes; a 3-2 Prod¬ 
uct-Package Code configuration (Le.. 
542-12) or a 4-1 Product-Package Code 
configuration (l.e., 5421-2). Only one 
such Product-Package Code configura¬ 
tion may be used by a manufacturer or 
distributor with a given Labeler Code 
and this same configuration shall be used 
in assigning the Product-Package Ckxles 
for all drags Included in the drug listing. 
The manufacturer or distributor shall 
report to the Food and Drug Administra¬ 
tion the Product-Package Code configu¬ 
ration he used in assigning these codes. 
Once a Product Code has been assigned 
to a specific drug, this same code may 
never again be used for any other drug 
regardless whether the drag has been 
discontinued. 

(ill) If the drug formulation Is a cus¬ 
tom premix intended for use in the man- 
ufactm^ of an animal feed, a separate 
Product Code is required only for each 
variation of level of active drug in¬ 
gredient. 

(3) The NDC number is requested but 
not required to appear on all drug labels 
and in all drug labeling, including the 
label of any prescription drug container 
fiunlshed to a consumer. If the NDC 
niunber is shown on a drug label it shall 
be placed as follows: 

(i) The NDC number shall be placed 
prominently in the top third of the center 
panel of the label of the immediate con¬ 
tainer and of the outside container or 
wrapper if such there be. 

(11) The NDC number shall be pre¬ 
ceded by the initials NDC, in a different 
color or different type style (font) than 
that used to print the number If the 
label is printed rather than typewritten, 
whenever it Is used on a label or In 
labeling. 

(ill) The Product-Package Code con¬ 
figuration shall be indicated and the seg¬ 
ments of the number shall be separated 
by a dash (l.e., NDC 15643-542-12 or NDC 
15643-5421-2). 

(iv) All 10 characters shall appear and 
the leading zeros in any segment of the 
NDC number shall be shown: Provided, 
however. That when the NDC nxunber Is 
used for product identification by direct 
imprinting on dosage forms, leading zeros 
may be dropped from the Product Code 
segment of the NDC number. 

(v) The placing of the assigned NDC 
niimber on a label or in labeling does 

not require the submission of a supple¬ 
mental new drug application, supple- 
mmtal new animal drug apidicatkm, or 
supplemental antibiotic Fonn 5 or 6. 

(4) If any material change occurs In 
product characteristics (Including but 
not limited to a change in dosage form, 
active Ingredlent(s) or active Ingredi- 
ent(s) strength or concentration, route 
of administration, or product name, etc.) 
a new NDC nxunber shall be assigned by 
the registrant to the new product ver¬ 
sion and the Information submitted to 
the Food and Drug Administration. If a 
change in packaging only Is invcfived 
the trade package code can be revised 
without the necessity of assigning a new 
product code segment, but the Food and 
Drug Administration diall be informed 
about the new tinde package code and 
characteristics. 

(c) Although registration and drug 
listing are required to engage in the 
dmg activities described in § 207.20. 
validation of registration and the as¬ 
signment of a drug listing number do 
not. in themselves, establish that the 
holder of the registration Is legally 
qualified to deal in such drugs. 

Note: The provisions of {a07.35(b) (3) 
shall not be effective until printing plates 
are revised at untU July 1, 1976 (38 PR 
27693). 

§ 207.37 Inspection of registrations and 

drug listings. 

(a) A copy of the Form FD-2656 
(Registration of Drug Establishment) 
filed by the registrant will be available 
for inspection pursuant to section 510(f) 
of the act. at the Department of Health, 
Education, and Welfare, Food and Drug 
Administration, Bureau of Drugs, Reg¬ 
istration Section. 5600 Fishers Lane, 
Rockville, MD 20852. In addition, there 
will be available for Inspection at each 
of the Food and Drug Administration 
district offices the same Information for 
firms within the geographical area of 
such district office. Upon request and 
receipt of a self-addressed stamped en¬ 
velope. vertificatlon of registration num¬ 
ber. or location of a registered concern 
will be provided. 

(1) The following information submit¬ 
ted pursuant to the dmg Usting require¬ 
ments Is illustrative of the type of infor¬ 
mation that will be available for public 
disclosure when it is compiled: 

(1) A list of all drug products. 
(il) A list of all drug products broken 

down by labeled indications or pharma¬ 
cological category. 

(ill) A list of all drug products, broken 
down by manufacturer. 

(iv) A list of a drug product’s active 
ingredients. 

(V) A list of drug products newly mar¬ 
keted or where marketing is resumed. 

(vl) A list of dmg products discon¬ 
tinued. 

(vii) All labeling. 
(vill) All advertising. 
(ix) All data or information that has 

already become a matter of public 
knowledge. 

(2) The following information sub¬ 
mitted piu^uant to the drug listing re¬ 
quirement is Illustrative of the type of 
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information that will not be available for 
public disclosure: 

(i) Any data or Information submitted 
as the basis upon which it has been de¬ 
termined that a particular drug product 
is not subject to section 505, 506, 507, or 
512 of the act. 

.(ii) A list of a drug product’s inactive 
ingredients. 

(lii) A list of drugs containing a par¬ 
ticular ingredient. 

(Iv) Provided. That any of the above 
information will be available for public 
disclosure if it has already become a 
matter of public knowledge or if the 
Commissioner finds that confidentiality 
would be inconsistent with protection of 
the public health. 

(b) Requests for Information about 
registrations and drug listings should 
be directed to the Department of Health, 
Education, and Welfare, Food and Drug 
Administration. Bureau of Drugs, Regis- 
traticm Section, 5600 Fishers Lane. Rock¬ 
ville. MD 20852. 
§ 207.39 Misbranding by reference to 

registration or to registration number. 

Registration of a drug establishment 
or drug wholesaler or asslgiunent of a 
registration number or assignment of a 
NDC number does not in any way denote 
approval of the firm or its products. Any 
representation that creates an impres¬ 
sion of official approval because of regis¬ 
tration or possession of registration num¬ 
ber NDC number is mtaieading and 
constitutes misbranding. 

Subpart C—Procedures for Foreign 
Drug Establishments 

§ 207.40 Drag luting requirements for 
foreign drag esublishments. 

(a) Every foreign drug establishment 
shall comply with the drug listing re¬ 
quirements contained in Subpart B of 
this part, unless exempt under Subpart 
D of this part, whether or not it is also 
registered. 

(b) No drug may be imported from a 
foreign drug establishment into the 
United States except a drug imported or 
offered for import pursuant to the in¬ 
vestigational use provisions of i 312.1 of 
this chapter, unless it is first the subject 
of a drug listing as required in Subpart B 
of this part. The drug listing information 
shall be in the English language. 

(c) Foreign drug establishments shall 
submit as part of the drug listing, the 
name and address of the establishment 
and the name of the Individual respon¬ 
sible for submitting drug listing infor¬ 
mation. Any changes in this information 
shall be reported to the Food and Drug 
Administration at the intervals specified 
for updating drug listing information in 
I 207.30(a). 

Subpart D—Exemptions 

§ 207.65 Exemption!! for domenlir e«lab- 
lisbmenU. 

The following classes of persons are 
exempt from registration and drug list¬ 
ing in accordance with this Part 207 
under the provisions of section 510(g), 
(1), (2), and (3) of the act, or because 

the Commissioner has foimd, under sec¬ 
tion 510(g) (4), that such registration is 
not necessary for the protection of the 
public health. 

(a) Pharmacies that are operating 
under applicable local laws regulating 
dispensing of prescription drugs and that 
do not manufacture, prepare, propagate, 
compound, or process dnigs for sale other 
than in the regular course of the practice 
of the profession of pharmacy including 
the business of dispensing and selling 
drugs at retail. The suppl3dng by such 
pharmacies of prescription drugs to a 
practitioner licoised to administer such 
drugs for his use in the course of his 
professional practice or to other pharma¬ 
cies to meet temporary inventory short¬ 
ages are not acts which require such 
pharmacies to register. 

(b) Hospitals, clinics, and public 
health agencies which maintain estab¬ 
lishments in conformance with any ap¬ 
plicable local laws regulating the prac¬ 
tices of pharmacy and medicine and 
which arc regularly engaged in dispens¬ 
ing prescription drugs, other than hu¬ 
man blood or blood products, upon 
prescription of practitioners licensed 
by law to administer such drug for pa¬ 
tients under the care of such practi¬ 
tioners in the course of ^eir professional 
practice. 

(c) Practitioners who are licensed by 
law to prescribe or administer drugs and 
who manufacture, prepare, propagate, 
compound, or process drugs solely for 
use in the course of their professicmal 

practice. 
(d) Persons who manufacture; pre¬ 

pare, propagate, compound, or process 
drugs solely for use in research, teach¬ 
ing, or chemical analysis and not for sale. 

(e) Manufacturers of harmless inac¬ 
tive ingredients which sue excipients, 
colorings, flavorings, emulsifleic, lubri¬ 
cants, preservatives, or solvents that be¬ 
come comp<ment8 of drugs, and who 
otherwise would not be required to regis¬ 
ter under the provisions of this Part 207. 

(f) Any person who uses drugs to pre¬ 
pare feed for his own animals; Provided, 
That imder the act and its regulations 
such person would not be required to 
hold an approved new animal drug ap¬ 
plication (or supplement thereto) or a 
Form FD-1800 in order to possess and 
use the drug. 

(g) Any manufacturer of a virus, 
serum, toxin, or analogous product in¬ 
tended for treatment of domestic ani¬ 
mals. who holds an unsuspended and un¬ 
revoked license issued by the Secretary 
of Agriculture \mder the animal vlrus- 
serum-toxin law of March 4, 1913 (37 
Stat. 832; 21 U.S.C. 151 etseq.); Provided. 
That such exemption from registration 
shall apply only with respect to the 
manufacture of such animal virus, serum, 
toxin, or analogous product. 

(h) Carriers, by reason of their receipt, 
carriage, holding, or delivery of drugs in 
the usual course of business as carriers. 

(i) Persons who are engaged solely in 
the manufacture, preparation, propaga¬ 
tion, compounding, or. processing of a 
general purpose laboratory reagent (as 
described in § 328.10(d) of this chapter) 

intended for use in in vitro diagnostic 
procedures in the diagnosis of disease 
or in the determination of the state of 
health in order to cure, mitigate, treat, 
or prevent disease or its sequelae. 

PART 210—CURRENT GOOD MANUFAC¬ 
TURING PRACTICES IN MANUFACTUR¬ 
ING. PROCESSING. PACKING, OR HOLD¬ 
ING OF DRUGS: GENERAL 

Sec. 
210.3 Definitions. 

AxrrHOBiTT: Secs. 501, 701, 62 Stat. 1049- 
1060 as amended, 1065-1066 as amended (21 
U.S.C.361,371). 

§ 210.3 Definitions. 

(a) As used In this part, “act” means 
the Federal Food, Dr^. and Cosmetic 
Act. sections 201-802, 52 Stet. 1052 (21 
UB.C. 321-392) with all the amendments 
thereto. 

(b) The definitions and Interpreta¬ 
tions contained tn section 201 of the act 
shall be applicable to such terms when 
used in the regulations in this part. 

(c) As used in this part: 
(1) The term’’medicated feed" means 

any ’’ocunplete feed,” "feed additive sup¬ 
plement," or "feed additive concentrate," 
as defined in i 121.200 of this chapter, 
v^iich feed contains one or more drugs 
as defined in section 201(g) at the 
act. Medicated feeds are subject to 
If 225.1 through 225.115 of this chapter, 
inclusive. 

(2) The term "medicated premix" 
means a substance that meets the defl- 
nitUxi in 1 121.200 of this ehM>ter for 
a “feed additive premlz," except that 
it contains one or more drags as defined 
in section 201(g) of the act and is in¬ 
tended for maniifactuilng use in the' 
production of a medicated feed. Medi¬ 
cated premixes are subject to IS 226.1 
through 226.115 of this chapter, inclu¬ 
sive. 

(d) As iised in 11211.1 through 211.115 
of this chapter, inclusive: 

(1) The term “component" means any 
ingredient intended for use in the man¬ 
ufacture of drugs in dosage form, in¬ 
cluding those that may not appear in 
the finished product. 

(2) The term “batch" means a spe¬ 
cific quantity of a drug that has uniform 
character and quality, within specified 
limits, and is produced accord!^ to a 
sliigle manufa^urlng order during the 
same cycle of manufacture. 

(3) The term "lot" means a batch or 
any portion of a batch of a drug or, in 
the case of a drag produced by a con¬ 
tinuous process, an amount of drug pro¬ 
duced in a unit of time or quantity in 
a manner that assures its uniformity, 
and in either case which is identified by 
a distinctive lot number and has uniform 
character and quality within specified 
limits. 

(4) The'terms “lot number" or "con¬ 
trol number" mean any distinctive com¬ 
bination of letters or numbers, or both, 
from which the complete history of the 
manufacture, control, packaging, and 
distribution of a batch or lot of drug 
can be determined. 
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(6) The term '“active ingredient” 
means any component which is Intended 
to furnish pharmacological activity or 
other direct effect in the diagnosis, cure, 
mitigation, treatment, or prevention of 
disease, or to affect the structiure or any 
function of the body of man or otiter 
animals. The term shall include those 
components which may undergo chemi¬ 
cal change in the manufacture of the 
drug and be present in the finished dnig 
product in a modified form Intended to 
furnish the specified activity or effect. 

* (6) The term “inactive Ingredient” 
means any c(»nponent other than an 
“active ixigredient” present in a drug. 

(7) The term “materials miproval 
unit” means any organizational element 
having the authority and responsibility 
to approve or reject components, in- 
process materials, packaging compo¬ 
nents, and final products. 

(8) The term “strmgth” means: * 
(1) The concentration of the d^jiig 

substance (for example, w/w, w/v, or unit 
dose/volume basis) and/or 

(il) The potency^ that is. the therapeu¬ 
tic activity of the dnig substance as indi¬ 
cated by appropriate laboratory tests or 
by adequate developed and controlled 
clinical data (expressed, for example, in 
terms of units by reference to a 
standard). 

PART 211—CURRENT GOOD MANUFAC¬ 
TURING PRACTICE FOR HNISHED 
PHARMACEUTICALS 

Subpart A Oanaral Provisions 

Sec. 
211.1 Finished pharmaceuticals; manu¬ 

facturing practice. • 
211.10 Personnel. 

Subpart B—Conatructlon and Maintananca of 
Facllltlas and Equipment 

211J0 BuUdlngs. 
211.30 Equipment. 

Subpart C—Product Quality Control 

211.40 Production and control procedures. 
211.42 Ciomponents. 
211.65 Product containers and their com¬ 

ponents. 
211.68 Laboratory controls. 
211.60 BtabUlty. 
211.62 Expiration dating. 

Subpart D—Packaging and Labeling 

211.80 Packaging and labeling. 

Subpart E—Records and Reports 

211.101 Master production and control rec¬ 
ords; batch production and con¬ 
trol records. 

211.110 Distribution records. 
211.115 Complaint flies. 

Authoritt: Secs. 601, 701, 52 Stat. 1040- 
1050 as amended, 1065-1066 as amended (21 
U.S.C. 361,371). 

Subpart A—General Provisions 

§ 211.1 Finished pharmaceuticals; man¬ 
ufacturing practice. 

(a) The criteria in 8{i 211.20-211.115, 
induaive, shall apply in determining 
whether the methods used in, or the 
facilities or controls used for, the manu¬ 
facture. processing, packing, or holding 
of a drug conform to or are operated or 
administered in conformity with current 
good manufacturing practice to assure 

that a drug meets the requirements of 
the act as to safety and has the Identity 
and strength and meets the quality and 
purity characteristics which it purports 
or Is represented to possess as required 
by section 501(a) (2) (B) of the act. 

(b) The regulations in this part per¬ 
mit the use of precision automatic, me- 
chanicalror electronic equii»nent in the 
production and control of drugs when 
adequate Inspection and checking pro¬ 
cedures are used to assure proper 
performance. 

§ 211.10 Per8!«;*nel. 

(a) The personnel responsible for - 
directing the manufacture and control 
of the drug shall be adequate in number 
and background of education, training, 
and experience, or combination thereof, 
to assure that the drug has the safety, 
identity, strength, quality, and puri^ 
that it purports to possess. All personnel 
shall have capaUllties commensurate 
with thdr assigned functions, a thorough 
understanding of the manxifacturlng or 
control operations they perform, the 
necessary training or experience, and 
adequate Information concerning the 
reason for application of pertinent pro¬ 
visions of this part to their respective 
fimctions. 

(b) Any person shown at any time 
(either by medical examination or super¬ 
visory observation) to have an apparent 
illness or open lesions that may adversely 
affect the safety or quality of drugs shall 
be excluded from direct contact with 
drug products until the condition is cor¬ 
rected. All employees shall be Instructed 
to report to supervisory personnel any 
conditions that may have such an ad¬ 
verse effect on drug products. 

Subpart B—Construction and Maintenance 
of Facilities and Equipment 

§ 211.20 Buildings. 

Buildings shall be maintained in a 
clean and orderly manner and shall be 
of suitable size, construction, and loca' 
tion to facilitate adequate cleaning, 
maintenance, and proper operations in 
the manufacturing, processing, padcing, 
labeling, or holding of a drug. The build¬ 
ings shall: 

(a) Provide adequate space for: 
(1) Orderly placement of equipment 

and materials to minimize any risk of 
mlxups between different drugs, drug 
components, in-process materials, pack¬ 
aging materials, or labeling, and to mini¬ 
mize the possibility of contamhiation. 

(2) The receipt, storage, and with¬ 
holding from use of components pending 
sampling, identification, and testing 
prior to release by the materials approval 
unit for manufacturing or packaging. 

(3) The holding of rejected compo¬ 
nents prior to disposition to preclude the 
possibility of their use in manufacturing 
or packaging procedures for which they 
are unsuitable. 

(4) The storage of components, 
containers, packaging materials, and 
labeling. 

(5) Any manufacturing and process¬ 
ing operations performed. 

(6) Any packaging or labeling opera¬ 
tions. 

(7) Storage of finished products. 
(8) Control and production-labora¬ 

tory operations. 
(b) Provide adequate lighting, venti¬ 

lation, and screening and, when neces¬ 
sary for the Intended production or 
control purposes, provide facilities for 
adequate air-pressure, microbiological, 
dust, humidity, and temperature controls 
to: 

(1) MTinimiM contamination of prod¬ 
ucts by extraneous adulterants, includ¬ 
ing cross-contamination of one prod¬ 
uct by dust or particles of ingredients 
arising from the manufacture, storage, 
or handling of another product. 

(2) Minimize dissemination of micro¬ 
organisms from one area to another. 

(3) Provide suitable storage conditions 
for drug components, in-process mate¬ 
rials, and finished drugs in confonnance 
with stability information as derived 
under S 211.60. 

(c) Provide adequate locker facilities 
and hot and cold water washing facili¬ 
ties, includ^ soap or detergent, air drier 
or single service towels, and clean toilet 
facilities near woiking areas. 

(d) Provide an adequate supply of 
potable water (i 1250.82 of this chapter) 
under continuous positive pressure in a 
plmnblng system free of defects that 
could cause or contribute to contamina¬ 
tion of any drug. Drains shall be of ade¬ 
quate size and, where connected directly 
to a sewer. shaU be equipped with traps 
to prevent back-siphonage. 

(e) Provide suitable housing and space 
for the care of all laboratory animals. 

(f) Provide for safe and sanitary dis¬ 
posal of sewage, trash, and other refuse 
within and from the buildings and im¬ 
mediate premises. 

§ 211.30 Equipment. 

Equipment used for the manufacture, 
procesi^g,, packing, labeling, holding, 
testing, or control of drugs shall be main¬ 
tained in a clean and ofderly manner 
and shall be of suitable design, size, con¬ 
struction, and location to facilitate 
cleaning, maintenance, and operation 
for its intended purpose. The equipment 
shaU: 

(a) Be so constructed that all surfaces 
that come into contact with a drug prod¬ 
uct shall not be reactive, additive, or ab¬ 
sorptive so as to alter the safety, identity, 
strength, quality, or purity of the drug 
or its components beyond the ofllcial or 
other established requirements. 

(b) Be so constructed that any sub¬ 
stances required for operation of the 
equipment, such as lubricants or cool¬ 
ants, do not contact drug products so as 
to alter the safety. Identity, strength, 
quality, or purity of the drug or its com¬ 
ponents beyond the ofllcial or other 
established requirements. 

(c) Be constructed and Installed to 
facilitate adjustment, disassembly clean¬ 
ing and mabitenance to assure the reli¬ 
ability of control procedines uniformity 
of production smd exclusion from the 
drugs of contaminants from previous 
and current operations that might 
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affect the safety, identity, strength. qual> 
ity, or purity of the drug or its 'com> 
ponents beyond the official or other 
established requirements. 

(d) Be of suitable type, size, and 
accuracy for any testing, measuring, mix¬ 
ing, weighing, or other processing or 

storage operations. 
Subpart C—Product Quality Control 

§ 211.4t) Production and control proce¬ 

dures. 

Production and control procedures 
shall include all reasonable precautions. 
Including the following, to assure that 
the drugs produced have the safety, 
identity, strength, quality, and purity 
they purport to possess: 

(a) Each sighlficant step in the proc¬ 
ess, such as the selection, weighing, and 
measuring of components, the addition 
of ingredients during the process, weigh¬ 
ing and measuring during various stages 
of the processing, and the determination 
of the finished sdeld. shall be performed 
by a competent and responsible individ¬ 
ual and checked by a second competent 
and responsible individual; or if such 
steps in the processing are controlled 
Iqr precision automatic, mechanical, or 
dectronic equipment, thdr proper per¬ 
formance is adequately checked by one 
or more competent and responsible indi¬ 
viduals. The written record of the sig¬ 
nificant steps in the process shall be 
identified by the individual performing 
these tests and by the Individual charged 
with checking these steps. Such identi¬ 
fications shall be recorded immediately 
foUowing the completion of such steps. 

(b) All containers, lines, and equip¬ 
ment used during the production of a 
batch of a drug shall be properly iden¬ 
tified at all times to accurately and com¬ 
pletely indicate their contents and, when 
necessary, the stage of processing of the 
batch. 

(c> To minimize contamination and 
prevent mlxiq)s, equipment, utensils, and 
containers shall be thoroughly and ap¬ 
propriately cleaned and properly stor^ 
and have previous batch identification 
removed or obliterated between batches 
or at suitable intervals in continuous 
production (^rations. 

(d) Appropriate precauticms shall be 
taken to minimize microbiological and 
other contamination in the production 
of drugs purporting to be stnlle or 
which by virtue of their intended use 
should be free from objectionable micro¬ 
organisms. 

(e) Appropriate procedures shall be 
established to minimize the hazard of 
cross-contamiiuition of any drugs while 
being manufactured or stored. 

(f) To assure the uniformity and in¬ 
tegrity of products, there shall be ade¬ 
quate in-process controls, such as check¬ 
ing the weights and disintegration times 
of tablets, the adequacy of mixing, the 
homogeneity of suspensions, and the 
clarity of solutions. In-process sampling 
shall be done at appropriate intervals 
using suitable equipment. 

(g) Representative samples of all dos¬ 
age form drugs shall be tested to 
determine their conformance with the 

specificatiuis for the product before 
dlstilbution. 

(h) Procedures shall be Instituted 
whereby review and ai^iroval of all pro¬ 
duction and control records, including 
packaging and la'oeling, shall be made 
prior to the release or distribution of a 
batch. A thorough Investigation of any 
unexplained discrepancy or the failure 
of a batch to meet any of its wecifica- 
tions shall be tmdertaken whether or 
not the batch has already beeh distrib¬ 
uted. This investigation shall be under¬ 
taken by a competent and responsible 
individual and shall extend to other 
batches of the same drug and other 
drugs that may have been associated 
with the specific failure. A written record 
of the investigation shall be made 
and shall include the conclusions and 
followup. 

(i) Returned goods shall be identified 
as such and held. If the conditions imder 
which returned goods have been held, 
stored, or shii^ied prior to or during 
their return, or the condition of the 
product, its container, carton, or label¬ 
ing as a result of storage or shipping, 
cast doubt on the safety, identity, 
strength, quality, or purity of the drug, 
the returned goods shall be destroyed 
or subjected to adequate examination or 
testing to assure that the material meets 
all appropriate standards or specifica¬ 
tions before being returned to stock for 
warehouse dlstrlbuti(m or repacking. If 
the product is neither destroyed nor re¬ 
turned to stock, it may be reprocessed 
provided the final product meets all its 
standards and specifications. Records of 
returned goods shall.be maintained and 
shall indicate the quantity returned, 
date, and actual disposition of the prod¬ 
uct. If the reason for returned goods 
implicates associated batches, an appro¬ 
priate investigation diall be made in ac¬ 
cordance with the requirements of para¬ 
graph (h) of this section. 

(J) Use of asbestos-containing or other 
fiber-releasing filters; (1) Filters used 
in the manufacture, processing or pack¬ 
aging of components of drug products 
for parenteral injection in humans shall 
not release fibers into such products. No 
asbestos-containing or other fiber-re¬ 
leasing filter may be used in the manu¬ 
facture, processing or packaging of such 
products unless it is not possible to man¬ 
ufacture that drug product or component 
without the use of such a filter. Filtra¬ 
tion. as needed, shall be through a non- 
flber-releasing filter. For the purposes 
of this regulation a non-fiber-releasing 
filter is defined as a nonasbestos, non¬ 
glass fiber filter which, after any appro¬ 
priate pretreatment such as washing or 
flushing, will not continue to release 
fibers into the drug product or c<xnpo- 
nent which is being filtered. A fiber is de¬ 
fined as any particle with length at least 
three times greater than its width. 

(2) If use of a fiber-releasing filter is 
required, an additional non-fiber-releas¬ 
ing filter of maximiun pore size of 0.22 
microns (0.45 microns if the manufac¬ 
turing conditions so dictate) shall sub¬ 
sequently be used to reduce the content 
of any asbestos-form particles in the 

drug product or compement. Use of an 
asbestos-containing filter with or with¬ 
out subsequent use of a specific non¬ 
fiber-releasing filter is permissible only 
upon submission of proof to the appro¬ 
priate bureau of the Food and Drug Ad¬ 
ministration that use of a non-fiber-re¬ 
leasing filter will, or is likely to, 
compromise the safety or effectiveness of 
the drug. 

(3) Substitution for a fiber-releasing 
filter shall be achieved on or before Sep¬ 
tember 14, 1976. If such substitution is 
not achieved on or before March 14, 
1976, the numufacturer of the drug prod¬ 
uct for parenteral injection who requires 
the additional 6 months to develop new 
manufacturing procedures so as to uti¬ 
lize non-fiber-releasing filters in place of 
fiber-releasing filters shall submit 
monthly reports to the appropriate bu¬ 
reau of the Food and Drug Administra¬ 
tion indicating progress in substituting 
the^new filters. Such a substitution shall 
be shown to have been effected without 
loss of the safety or effectiveness of the 
drug. 
Paragraph (j) is effective April 14, 1975. 

§ 211.42 Components. 

All components and other materials 
used in the manufacture, processing, and 
packaging of drug products, and mate¬ 
rials necessary for building and equip¬ 
ment maintenance, upon receipt shall be 
stored and handled In a safe, sanitary, 
and orderly manner. Adequate measures 
shall be taken to prevent mixups and 
cross-contamination affecting drugs and 
drug products. Components shall be with¬ 
held from use until they have been iden- 
tifled, sampled, and tested for conform¬ 
ance with established specifications and 
are released by a materials approval 
imit. Control of components shall include 
the following: 

(a) Each container of component shall 
be examined visually for damage or con¬ 
tamination prior to use. including exami¬ 
nation for breakage of seals when in¬ 
dicated. 

(b) An adequate number of samples 
shall be taken from a representative 
number of component containers from 
each lot and shall be subjected to one or 
more tests to establish the specific 
identity. 

(c) Representative samples of com¬ 
ponents liable to contamination with 
filth, insect infestation, or other extra¬ 
neous contaminants shall be appropri¬ 
ately examined. 

(d) Representative samples of all com¬ 
ponents intended for use as active ingre¬ 
dients shall be tested to determine their 
strength in order to assure conformance 
with appropriate specifications. 

(e) Representative samples of com¬ 
ponents liable to microbiological con¬ 
tamination shall be subjected to micro¬ 
biological tests prior to use. Such 
components shall not contain micro¬ 
organisms that are objectionable in view 
of their intended use. 

(f) Approved components shall be 
appropriately identified and retested as 
necessary to assure that they conform 
to appropriate specifications of identity, 

FEOEIAL REGISTER, VOL. 40, NO. 60—THURSDAY. MARCH 27, 1975 



RULES AND REGULATIONS 14027 

strength, quality, and purity at time of 
use. This requires the following: 

(1) Approved oonuxments shall be 
handled and stored to guard against con¬ 
taminating or being contaminated by 
other drugs or components. 

(2) Approved components shall be ro¬ 
tated in such a manner that the oldest 
stock Is used first. 

(3) Rejected components shall be 
Identifled and held to preclude their 
use in manufacturing or processing pro¬ 
cedures for which they are unsuitable. 

(g) Appropriate records shall be 
maintained, including the following: 

(1) The identity and quantity of the 
component, the name of the supplier, the 
supplier’s lot number, and the date of 
receipt. 

(2) Examinations and tests performed 
and rejected components and their 
disposition. 

(3) An Individual inventory and rec¬ 
ord for each component used in each 
batch of drug manufactured or processed. 

(h) An appropriately Identifled re¬ 
serve sample of all active ingredients 
consisting of at least twice the quantity 
necessary for all required tests, except 
those for sterility and determination of 
the presence of pyrogens, shall be re¬ 
tained for at least 2 years after distribu¬ 
tion of the last drug lot incorporating 
the component has been completed or 1 
year after the expiration date of this last 
drug lot. whichever Is longer. 

§ 211.55 Product containers and their 
eomponenta. 

Suitctble speciflcatlons, test methods, 
cleaning procedures, and when indicated, 
sterilisation procedures shall be used to 
assure that containers, closures, and 
other component parts of drug packages 
are suitable for their Intended use. Con¬ 
tainers for parenteral drugs, drug prod¬ 
ucts or drug components shall be 
cleansed with water which has been Al¬ 
tered through a non-flber-releaslng Alter 
equivalent to that indicated in I 211.40(J) 
(2). Product containers and their com¬ 
ponents shall not be reactive, additive, 
or abewptive so as to alter the safety, 
identity, strength, quality, or purity of 
the drug or its components beyond the 
ofllcial or established requirements and 
shall provide adequate protection against 
external factors that can cause deterio¬ 
ration or contamination of the drug. 

Effective date. This section effective 
AprU 14.1975. 
(Secs. 601, 502, 701, 52 Stat. 1040-1051, 1055- 
1056, as amended; (21 n.S.C. 351, 352, 371)) 

§211.58 Laboratory controls. 

Laboratory controls shall Include the 
establishment of scientiflcally sound and 
ai^ropriate qieciflcatlons, standards, 
and test procedures to assure that com¬ 
ponents, in-processed drugs, and finished 
products conform to appropriate stand¬ 
ards of identity, strength, quality, and 
purity. Laboratory controls shall include: 

(a) The establishment of master rec¬ 
ords eontalning appropriate speclflca- 
tions for the acceptance of each lot of 
drug components, product containers, 
and their compiments used in drug pro¬ 
duction and packaging and a descrip¬ 

tion of the sampling and testing proce¬ 
dures used for them. Said samples shall 
be representative and adequate identi¬ 
fied. Such records shall also provide for 
iq>proprlate retesting of drug compo¬ 
nents, product containers, and their com- 
ponmits subject to deterioration. 

(b) A reserve sample of all active 
ingredients as required by i 211.42(h). 

(e) The establishment of master 
records, when needed, eontalning specl- 
fleations and a description of sampling 
and testing procedures for in-process 
drug preparations. Such samples shall be 
adequate representative and properly 
identified. 

(d) The establishment of master 
records containing a description of sam¬ 
pling procedures and appropriate sped- 
fleations for finished drug products. Such 
samples shall be adequately representa¬ 
tive and properly identifled. 

(e) Adequate provisions for checking 
the identity and strength of drug prod¬ 
ucts for all active ingredients and for 
assuring: 

(1) Sterility of drugs purported to be 
sterile and freedom from objectionable 
microorganisms for those drugs which 
should be so by virtue of their intended 
use. 

(2) The absence of pyrogens for those 
drugs purporting to be pyrogen-free. 

(3) kflnimal contamination of m?h- 
thalmlo ointments by foreign particles 
and harsh or abrasive substances. 

(4) That the drug release pattern of 
sustained release products is tested by 
laboratory methods to assure conform¬ 
ance to the release specifications. 

(f) Adequate provision for auditing 
the reliability, accuracy, precision, and 
performance of laboratory test proce¬ 
dures and laboratory instruments used. 

(g) A properly identifled reserve 
sample of the Unified product (stored in 
the same Immediate container-closure 
system in which the drug is marketed) 
consisting of at least twice the quantity 
necessary to perform all the required 
tests, exc^ those for sterility and de¬ 
termination of the absence of pyrogens, 
and stored under oondltions consistent 
with product labeling shall be retained 
for at least 2 years after the drug dis- 
tribution has been completed or at least 
1 year after the drug's expiration date, 
whichever is longer. 

(h) Provision for retaining complete 
records of all laboratory data relating to 
each batch or lot of drug to which they 
apply. Such records shall be retained for 
at least 2 years after distribution has 
been completed or 1 year after the drug's 
expiration date, whichever la longer. 

(I) Provision that animals shall be 
maintained and controlled in a manner 
that assures suitability for their Intended 
use. Th^ shall be identifled and appro¬ 
priate records maintained to determine 
the history of use. 

(J) Provision that Arms which manu¬ 
facture nonpenicillin products (includ¬ 
ing certiflable antibiotic products) on 
the same premises or use the same equip¬ 
ment as that used for manufacturing 
penicillin products, or that operate under 
any circumstances that may reasonably 
be regarded as conducive to ccmtamlna- 

tion of other drugs by penicillin, shall 
test such nonpenlclllln products to de¬ 
termine whether any have become cross- 
contaminated by penicillin. Such prod¬ 
ucts Shall not be maAeted if Intended 
for use in man and the product is con¬ 
taminated with an amount of penicillin 
equivalent to 0.05 unit or more of peni¬ 
cillin O per maxlmtun single dose rec¬ 
ommended in the labdlng of a drug in¬ 
tended for parenteral administration, or 
an amount of penicillin equivalent to 0.5 
unit or more of penicillin Q per maxi¬ 
mum single dose recommended in tiie 
labeling of a drug intended for oral use. 
§211.60 StabUity. 

There shall be assurance of the stabil¬ 
ity of finished drug products. This sta¬ 
bility shall be: 

(a) Determined by reliable, meaning¬ 
ful. and specific test methods. 

(b) Determined on products in the 
same container-closure systems in 
which they are marketed. 

(c) Determined on any dry drug prod¬ 
uct that is to be reconstituted at the time 
of dispenidng (as directed in its labeling), 
as well as on the reconstituted product. 

(d) Recorded and maintained in such 
manner that the stability data may be 
utilized in establishing product expira¬ 
tion dates. 

§211.62 Expiration dating. 

To assure that drug products liable to 
deterioration meet appropriate standards 
of identity, strength, quality, and purity 
at the time of use, the labd of all such 
drugs ahaii have suitable* expiration 
dates which relate to stability tests per¬ 
formed on the product. 

(a) mq)iration dates aiwearlng on the 
drug labeling shall be Justified by readily 
available data from stability studies such 
as described in i 211.60. 

(b) Expiration dates shall be related 
to appropriate storage conditions stated 
on the labeling wherever the expiration 
date appears. 

(c) When the drug Is marketed in the 
dry state for use in preparing a Uqnld 
product, the labeling shall bear expira¬ 
tion information for the reconstituted 
product as wdl as an expiration date for 
the dry product. 

Subpart D—Packaging and Labeling 

§ 211.80 Packaging and labding. 

Packaging and labdlng operations 
ahnii be adequately controlled: To as¬ 
sure that only those drug products that 
have met the standards and veciflca- 
tions established in their master pro¬ 
duction and control reccuTls dudl be 
distributed: to prevent mixupe between 
drugs during filling, packaging, and 
labeling operations; to assure that cor¬ 
rect labds and labeling are employed 
for the drug; and to identify the flnished 
product with a lot or oontnd number that 
permits determination of the history oi 
the manufacture and control of the 
batch. An hour, day, or shift code is 
appnvriate as a lot or ccmtnd number 
fen* drug products manufactured or proc¬ 
essed in continuous production equip¬ 
ment. Packaging and labeling operations 
shall: 
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(a) Be separated (physically or qm- 
tlally) Insn operations on other drugs in 
a manner adequate to avoid mixups and 
minimize cross-amtamlnaUon. *^0 or 
more packaging or labeling operations 
having drugs, ccmtainers, or labding sim¬ 
ilar m appearance shall not be in process 
simultaneously on adjacent or nearby 
lines unless these operaticms are sepa¬ 
rated either i^sically or qpatlally. 

(b) Provide for an inspection of the 
facilities prior to use to assure that all 
drugs and previously used packaging and 
labeling materials have been removed. 

(c) Include the following labtiing 
controls: 

(1) The holding of labels and package 
labeling upon receipt pending review and 
proofing against an approved final copy 
by a competent and responsible indi¬ 
vidual to assure that they are accurate 
regarding identits^, content, and con¬ 
formity with the approved copy before 
release to inventory. 

(2) The maintenance and storage of 
each type of label and package labeling 
representing different products, strength, 
dosage forms, or quantity of contents In 
such a maimer as to prevent mixups and 
provide proper identification. 

(3) A suitable system for assuring that 
only current labels and package labeling 
are retained and that stocks of obsolete 
labels and package labeling are 
destroyed. 

(4) Restriction of access to labels and 
package labeling to authorized persoxmel. 

(5) Avoidance of gang printing of cut 
labels, cartons, or inserts when the 
labels, cartons, or inserts are for differ¬ 
ent products or different strengths of 
the same products or are of the same size 
and have identicsLl or similar format 
and/or color schemes. If gang printing 
Is employed, packaging and labeling op¬ 
erations shall provide for added control 
procediu^. Tliese added controls should 
consider sheet layout, stacking, cutting, 
and handling during and after printing. 

(d) Provide strict control of Uie pack¬ 
age labeling issued for use with the drug. 
Such issue shall be carefully checked by 
a competent and responsiUe person for 
Identi^ and conformity to the labeling 
vecified in the batch production record. 
Said record shall identify the labeling 
and the quantities Issued and used and 
shall reasonably reconcile any dis¬ 
crepancy between the quantity of drug 
finished and the quantities of labeling is¬ 
sued. All excess package labeling bear¬ 
ing lot or control numbers shall be 
destroyed. In event of any significant un¬ 
explained discrepancy, an investigaticKi 
should be carried out according to 
i 211.40(h). 

(e) Provide for adequate examination 
or labmatory testing of rq)resentative 
samples of finished products after pack¬ 
aging and labeling to safeguard against 
any errors in the finishing operations and 
to prevoit distribution of any batch untD 
all q>ecified tests have been met. 

Subpart E—Records and Reports 

§ 211.101 Master production and con¬ 
trol records; batch production and 
contrtd records. 

(a) To assure uniformity from batch 
to batch, a master production and con¬ 
trol record for each drug product and 
each batch size of drug product shall be 
prepared, dated, and si^ed or initialed 
by a competent and responsible indi¬ 
vidual and shall be Independently 
checked, reconciled, dated, and signed or 
initialed by a second competent and re¬ 
sponsible individual. The master produc¬ 
tion and control record shall include: 

(1) The name of the product, descrip¬ 
tion of the dosage form, and a specimen 
or copy of each label and all other label¬ 
ing associated with the retail or bulk 
unit, including copies of such labeling 
signed or initialed and dated by the per¬ 
son or persons responsible for approval 
of siKh labeling. 

(2) The name and weight or measure 
of each active ingredient per dosage unit 
or per unit of weight or measure of the 
finished drug, and a stetement of the 
total weight or measure of any dosage 
unit. 

(3) A complete Ust of Ingredients 
designated by names or codes sufficiently 
specific to Indicate any special quali^ 
characteristic; an accurate statement of 
the weight or measure of each ingredient 
regardless of whether it appears in the 
finished product, except that reasonable 
variations may be permitted in the 
amount of components necessary in the 
preparation in dosage form provided 
that provisions for such variations are 
included in the master production and 
control record; an appropriate statement 
concerning any calculated excess of an 
ingredient; an apprc^riate statement of 
theoretical weight or measure at various 
stages of processing; and a statement of 
the theoretical yield. 

(4) A description of the containers, 
closures, and packaging and finishing 
materials. 

(5) Manufacturing and control in¬ 
structions, procedures, specifications, 
special notations, and precautions to be 
followed. 

(b) The batch production and control 
record shall be prepared for each batch 
of drug produced and shall include com¬ 
plete infcrmatian relating to the produc¬ 
tion and control of each batch. These 
records shall be retained for at least 2 
years after the batch distribution Is 
complete or at least 1 year after the 
batch expiration date, whichever is 
longer. These records shall Identify the 
specific labdlng and lot or control num¬ 
bers used on the batch and shall be 
readily available during such retention 
period. Ttie batch record shall include: 

(1) An accurate reproduction of the 
appropriate master formula record 
checkku dated, and signed or initialed 
by a o(»npetent and reqxmsible indi¬ 
vidual. 

(2) A record of ea(di significant step 
in the manufacturing, processing, pack¬ 
aging, labeling, testing, and controlling 
of the batch. Including: Dates; individual 
major equipment and lines employed; 
spedfic identification of each batdi of 
compcments used; weights and measures 
of components and products used in the 
course of processing; in-process and lab¬ 
oratory control results: and identlflca- 
tions of the individual (s) activdy per¬ 
forming and the indivldual(s) directly 
supervising or checking each significant 
step in the operation. 

(3) A batch number that identlfles 
all the production and control docu¬ 
ments relating to the history of the batch 
and all lot or control numbers associated 
with the batch. 

(4) A record of any investigation 
made according to $ 211.40(h). 

§211.110 Distribution records. 

(a) Finished goods warehouse con¬ 
trol and distribution procedures shall in¬ 
clude a system by which the distribution 
of each lot of drug can be readily deter¬ 
mined to facilitate its recall if necessary. 
Records within the system shall contain 
the name and address of the consignee, 
date and quantity shipped, and lot or 
control number of the dnig. Records 
shall be retained for at least 2 years after 
the distribution of the drug has been 
completed or 1 year after the expiration 
date of the drug, whichever is longer. 

(b) To assure the quality of the 
product, finished goods warehouse con¬ 
trol shall also include a system whereby 
the oldest approved stock is distributed 
first whenever pKXSsible. (See 21 CFR 1304 
for regulations relating to manufactur¬ 
ing and distribution records of drugs 
subject to the Drug Abuse Control 
Amendments of 1965; Public Law 89- 
74.) 
§211.115 Complaint files. 

Records shall be maintained of all 
written and oral complaints regarding 
each product. An investigation of each 
complaint shall be made in accordance 
with § 211.40(h). The record of each in¬ 
vestigation shall be maintained for at 
least 2 years after distribution of the 
drug has been completed or 1 year after 
the expiration date of the drug, which¬ 
ever is longer. 

PART 225—CURRENT GOOD MANUFAC¬ 
TURING PRACTICE FOR MEDICATED 
FEEDS 

Subpart A—f^^naral ProvMona 

Sec. 
226.1 Current good manufacturing prac¬ 

tice. 
225.10 Personnel. 

Subpart B—Construction and Maintenance of 
Facilities and Equipment 

226.20 BuUdlngs. 
226.30 Bqulpment. 
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Subpart C—Product Quality Control 

Soo 
225.40 Production and control proceduroe. 
236.42 CiHnpononts. 
226.66 Laboratory controls. 

Subpait D—Packasins and LaboUng 

226.80 Packaging and labeling. 

Subpart E—Records and Reports 

226.102 Formula and production records. 
225.110 Distribution records. 
226.116 Complaint flies. 

Authositt: Secs. 601, 701, 63 Stat. 1040- 
1060 as amended, 1066-1066 as amended (31 
UB.C. 361,871). 

Subpart A—Ganeral Provisions 

§ 225.1 Current good manufacturing 
practice. 

The criteria in S9 225.10 through 225.- 
115, inclusive, shall apply in determining 
whether the methods used in, or the 
facilities and controls used for, the 
manufacture, processing, packing, or 
holding of a medicated feed ccmform to 
or are operated or administered in con¬ 
formity with current good manufactur¬ 
ing practice to assure that a medicated 
feed meets the requirements of the act as 
to safety, and has the identity and 
strength, and meets the quality and 
purity characteristics which it purports 
or is represented to possess, as required 
by section 501(a)(2) (B) of the act. The 
regulations in this Part 225 permit the 
use of precision, automatic, mechanical, 
or electronic equipment in the production 
of a medicated feed when ad^uate in¬ 
spection and checking procedures are 
used to assure proper performance. 

§ 225.10 Personnel. 

Ihe key employees and/or consultants 
responsible for the formulation, manu¬ 
facture, and control of the m^cated 
feed shall have a background of educa¬ 
tion or experience or a combination 
thereof that is adequate to assme pr(H>er 
composition and labeling of the medi¬ 
cated feeds. 
Subpart B—Construction and Maintenance 

of Faciiities and Equipment 

§ 225.20 Buildings. 

Buildings in which medicated feeds are 
manufactured, processed, packaged, la¬ 
beled. or held shall be maintained in a 
reasonably clean and orderly manner 
and shall be of suitable size, ccmstruo- 
tion, and location in rdation to sur¬ 
roundings to facilitate maintenance and 
operation for their Intended ptupose. The 
buildings shall: 

(a) Provide adequate space for the 
orderly placemoit of equipment and ma¬ 
terials used in any of the fi^owing opera¬ 
tions for which they are employed, to 
minimize any risk of mlxups betwera 
different medicated feeds, their compo¬ 
nents. packaging, or labeling: 

(1) The receipt, control, and storage 
of oomponoits. 

(2) Any manufacturing and process¬ 
ing operations performed on the medi¬ 
cated feed. 

(3) Any packaging and labeling opera¬ 
tions. 

(4) Storage of oontainen, packaging 
materials, labeling, and flnishlng prod- 
uots. 

(b) Provide adequate lighting and 
other physical faculties necessary to pre¬ 
vent unsafe contamination of raw ma¬ 
terials and finished products before, dur¬ 
ing. and after production. 

(0) Provide for adequate washing, 
cleaning, toilet, and locker facilities. 

Woclc areas and equipment used for the 
production of medicated feeds or for the 
storage of the components of medicated 
feeds shall not be used for the production, 
milting, or storage of finished or im- 
flitished Insecticides, fungicides, or ro- 
denticides or their oomponents. 
§ 225.30 Equipinent. 

Equipment used for the manufacture, 
procwting. packaging, bulk shipment, 
labeling, holding or control of medicated 
feeds or their components shall be main¬ 
tained in a reasonably dean and orderly 
manner axid shall be of suitable design, 
size, construction, and location in rela- 
ti<Mi to surroundings to facilitate main¬ 
tenance and operate for its intended 
purpose. The equipment shall: 

(a) Be so constructed that any sur¬ 
faces that come into contact with medi¬ 
cated feeds are suitable, in that th^ are 
not reactive, additive, or absorptive to 
an extent that significantly affects the 
identity, strength, quality, or purity of 
the medicated feed or its components. 

(b) Be so constructed that any sub¬ 
stance required for the operation of the 
equipment, such as lubricants, coolants, 
etc., may be employed without hazard of 
becoming an imsafe additive to the med¬ 
icated feed. 

(c) Be constructed to facilitate adjust¬ 
ment. cleaning, and maintenance, and to 
assiuo uniformity of production and re¬ 
liability of control procedures and to 
assure the exclusion from medicated 
feeds of unsafe contamination, including 
cross-examination from manufactur¬ 
ing operations. 

(d) Be suitably grounded dectrlcally 
to prevent lack of uniform mixing dde 
to electrically charged particles. 

(e) Be of suitable size and accuracy 
for use in any Intended measuring, mix¬ 
ing or weight operations. 

Subpart C—Product Quality Coirtrol 

§ 225.40 Production and contnd pro¬ 
cedures. 

Production and control procedures 
shall include all reasonable precautions, 
including the following, to assure that 
the medicated feeds produced are of 
proper composition and labeling: 

(a) Each critical step in the process, 
such as the selection, weighing, and 
measuring of components; the addition 
of drugs or components during the proc¬ 
ess; the control of mixing times; the ad¬ 
justment of the equipment involved in 
continuous production processes; and 
the determination of the finished yield, 
shall be performed in a manner that has 
been determined by appropriate methods, 
including laboratory testing of the med¬ 
icated feed, to be adequate to assure the 

integrity of the final product. If such 
steps in the processing are controlled by 
precision, automatic, mechanloal, or elec¬ 
tronic equipment, provision shall be made 
to adequatdy check its performance. 

(b) All containers to be used for undi¬ 
luted drugs, drug components, inter¬ 
mediate mixtures, and finished fee^ 
shall be received, adequately Identified, 
and pn^ierly stored and handled in a 
manner adequate to prevent mlxups at 
contamination. 

(c) Equipment, including dust-con¬ 
trol and other equipment, such as that 
used for holding and returning recovered 
or fiush-out materials back into produc¬ 
tion, ithaii be maintained and operated in 
such a manner as to prevent unsafe con¬ 
tamination of the medicated feed. 

(d) The steps used to prevent unsafe 
contamination of medicate feed include 
one or more of the following, or other 
equaUy effective procedures: 

(1) Cleaning of those parts of storage, 
mixing, conveying, and any other equip¬ 
ment coming in contact with the dr^ 
component of the medicated feed for the 
purpose of cleaning out of the equipment 
any drug, drug component, or medicated 
feed prior to the use of the same equip¬ 
ment for the production of a different 
medicated feed. 

(2) The cleaning of the equipment as 
required in paragraph (d)(1) of this 
section, may be achieved by flushing 
all feed-contacting surfaces of such 
equipment used in the production of a 
medicated feed with a quantity of an 
appropriate drug-free feedstuff that has 
been found sufficient to remove .any sig¬ 
nificant quantity of a drug coinponait 
or an intermediate mix or complete medi¬ 
cated feed prior to the production of a 
different medicated feed. The yield 
from any such flushing operation may be 
incorporated in appropriate amounts in 
the subsequent productioa of a medi¬ 
cated feed intended to contain the same 
drug component (or components) to pro¬ 
duce a complete medicated feed con¬ 
forming to its composition and labding 
specifications. 

(e) If there is sequential production 
of batches of a medicated feed containing 
the same drug component (or compo¬ 
nents) at the same or lower levels, there 
shall be sufficient safeguards to avoid any 
buildup above the qiecifled levels of the 
drug components in any of the batches 
of the complete feed. 

(f) A sampling and assay schedule on 
the finished medicated feed, or a sched¬ 
ule at least as reliable, for checking on 
the composition of the finished article 
shall be applied as follows: 

(1) In the case of a medicated feed 
that requires an approved Form FD-1800 
for its manufacture and marketing, the 
schedule of assays established in such 
application shall be used. 

(2) In the case of a medicated feed 
that does not require an iqiproved Form 
FD-1800 for its marketing, three appro¬ 
priately drawn sanu>les from each 400 
tons of such medicated feeds produced 
shall be taken at appropriately spaced 
intervals over the production period, and, 
in any event, not less than three such 
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samples of each particular medicated 
feed during any 1 year shall be collected 
and analysed. For the purposes of this 
sul^^aragraph. the term “each particular 
medicated feed" shall be construed to in¬ 
clude all feeds containing the same drug 
components) at different levels. The col- 
ponent (or the same mixture of com¬ 
ponents) at different levels. The col¬ 
lection and analysis of samples shall be 
from the medicated feed containing the 
highest level of the drug component (or 
mixture of components). 

(3) A medicated feed covered by para¬ 
graph (f) (2) of this section shall be 
exempt from the prescribed sampling 
and analytical schedule under the fol¬ 
lowing conditions: 

(i) The manufacturing practices used 
in the production of the medicated feed 
were consistent with the regulations of 
this part; and 

(11) The manufacturer of the medi¬ 
cated feed has produced at least 3 batches 
of such feed conforming to composition 
and labeling Q)ecifications during the 
1-year period immediatdy preceding the 
date of manufacture of the feed and 
daring that period has not been notified 
by the Food and Drug Administration or 
any State" regulatory official that his 
manufacturing practices were in conflict 
with section 501(a)(2)(B) of the act 
or the regulations of this part and has 
not distributed a medicated feed during 
that period which has been proceeded 
against under the act because of failure 
of such feed to comply with its composi¬ 
tion or labeling requiranents or which 
has been analyzed by any State official 
and found to be defldent; and 

(ill) The medicated feed contains 
only, as the drug component (or com¬ 
ponents). a low-level growth-proqaotion 
antibiotic (or antibiotica) as provided 
by and in accordance with the regula¬ 
tions in Part 558 of this chapter; it was 
manufactured from a feed additive 
premix. feed additive concentrate, or 
feed additive sum^em^it that, at the 
time of recdpt by the medicated-feed 
manufacturer, bore a label, or was ac¬ 
companied by labeling, containing a 
qiiantitative composition statement of 
its antibiotic content together with di¬ 
rections for its use in the manufactur¬ 
ing of a legal medicated feed; and the 
medicated-feed manufacturer, in good 
faith, relied upcm and followed the feed 
additive premix, cmcentrate, or supple¬ 
ment label or labeling information and 
directions for use in the manufacturing 
of the medicated feed; or 

(iv) The medicated feed contains 
only, as the drug component (or com¬ 
ponents) , a drug (or drags) as provided 
by and in accordance with the regula¬ 
tions in PalH 558 of this chapter; it was 
manufactured from a feed additive con¬ 
centrate or feed additive supplement 
that, at the time of receipt by the medi¬ 
cated-feed manufacturer, bore a label, 
or was accompanied by labeling, con¬ 
taining the quantitative composition of 
its drug content together with directions 
for its use in the manufacturing of a 
legal medicated feed; and the medicated- 
feed manufacturer, in good faith, relied 
upon and followed the feed additive con- 
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coitrate or supplement label or labeling 
information and directions for use in the 
manufacturing of the medicated feed; 
or 

(V) The medicated feed contains only 
drug components as provided by and in 
accordance with the regtilations in Part 
558 of this chapter and was manu¬ 
factured from a feed additive supple¬ 
ment, a low level growth-promotion 
antibiotic premix, a low level growth- 
promotion antibiotic concentrate, a feed 
additive concentrate, or a combination 
of any two of these used in accordance 
with the conditions set forth in para¬ 
graph (f)(3) (ii), (iii), and (iv) of this 
section. 

(g) Production and control procedures 
shall include provision for discontinuing 
distribution of any medicated feed found 
by the assay procedures, or any other 
controls preformed, to fail to conform 
to m)proprlate specifications. Distribu¬ 
tion of subsequent production shall not 
begin until it has been determined that 
proper control produres have been 
established. 

§ 225.42 Components. 

(a) Drug components, including un¬ 
diluted drugs and any intermediate mixes 
containing drags used in the manufac¬ 
ture and processing of medicated feeds, 
shall be received, stored, handled, and 
otherwise con^Ued in a manner to 
maintain the integrity and Identification 
of such articles. Apprcgnlate receipt 
and inventory records shall be main¬ 
tained for 1 year and such records shall 
show the origin of any drug ounponents. 
the batches in vdiicfa they were used, and 
the results of any testing of them 1^ or 
on behalf of the medicated-feed manu¬ 
facturer. 

(b) Noodrug components shall be 
stored and otherwise handled in a man¬ 
ner to avoid unsafe contamination, in¬ 
cluding cross-contamination from man¬ 
ufacturing operations. 

(c) Statements relating to the identl- 
flcation and the quantitative conmosition 
appearing on the labels of uzuUluted 
drags or other drag components received 
by the medicated-feed manufacturer 
from other suppUers may be rdied iqwn 
by the medicated-feed manufacturer as 
acceptaUe evidence of the idmtity and 
c(»npo6ition of the drag or drug com¬ 
ponents in lieu of actual testing of each 
such drug or drug component if such re¬ 
liance is made in good faith. 
§ 225.58 Laboratory contit^. 

Laboratory controls shall include the 
establishment of adequate specifications 
and test procedures to assime that the 
drug components and the finished medi¬ 
cated feeds conform to appnvriate 
standards of identity, strength, quality, 
and purity. Laboratory controls shsdl 
include: 

(a) The establishment of master rec¬ 
ords containing appropriate specifica¬ 
tions and a description of the test pro¬ 
cedures used to check them for each 
kind of drag used in the manufacture of 
medicated feeds; this may consist of the 
manufacturer’s or supplier’s statement 
of specifications. 

(b) The establishment of finished- 
product specifications for medicated 
feeds and a description of any necessary 
laboratory test procedures to check 
them, including methods of assay for the 
active drug ingredient. 

(c) A determination that the drug 
components remain uniformly dispersed 
and stable in the medicated feed und^ 
ordinary conditicms of shipment, stor¬ 
age, and use; this may consist of a sup¬ 
plier’s or consultant’s determination 
made on a feed of substantially the same 
formula. 

(d) Adequate provision to check the 
rdiability. accuracy, and precision of any 
laboratory test procedure used; the 
official Methods of Analysis of the Asso¬ 
ciation of Official Agricultural Chem¬ 
ists, methods described in an official 
compendium, and any method, submitted 
as a part of a food additive petition or 
new-drug application, which has bera 
accepted by the Food and Drug Admin¬ 
istration shall be regarded as meeting 
this provision. 

(e) Provision for the maintenance of 
the results of any assays, including dates 
and endorsement of analysts. Such rec¬ 
ords. together with records of analyses 
r^rted by any State feed control of¬ 
ficial shall be retained In the possession 
of the manufacturer or in the possession 
of a consulting laboratory operating in 
his behalf. Such records shall be main¬ 
tained for a period of at least 1 year after 
distribution of the medicated feed has 
been complete(L 

Subpart D—Packaging and Labeling 

§ 225.80 Packaging and labeling. 

Packaging and labeling operations 
shall be adequately performed and con¬ 
trolled to assure that only those medi¬ 
cated feeds made in compliance with 
established formula records and manu¬ 
facturing and control directions shall be 
distributed; to prevent mlxups between 
the medicated feeds during the packag¬ 
ing and labeling operations; and to as¬ 
sure that correct labding is oqployed for 
the medicated feed. In the case of 
medicated feeds distributed in bulk, com¬ 
plete labeling shall accompany the ship¬ 
ment and be supplied to the consignee at 
the time of delivery. Such labeling may 
consist of an invoice or placard identi¬ 
fying the medicated feed and bearing 
adequate information for the safe and 
effective use of the medicated feed. 
Labds and labeling shall be received, 
handled, and stored in a manner that 
avoids labeling mixups. Previously used 
containers shall be adequately cleaned 
and labded before reuse to avoid adult¬ 
eration or misbranding. 

Subpart E—Records and Reports 

§ 225.102 Formula and production rec¬ 
ords. 

(a) For each medicated feed, a master 
formula record or card shall be prepared, 
checked, and maintained by a responsible 
key employee and retained for at least 
1 year after production of the last batch. 
The formula record or card shall include 
at least the following; 
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(1) The name of the medicated feed, 
together with any other Information nec¬ 
essary for the correct identification of the 
feed. 

(2) The weight or measure of each in¬ 

gredient, adequately identified, to be 
used in manufacturing a stated weight 
of the medicated feed. 

(3) A copy, descrH>tlon, or notation 
adequately identifying the label, labeling, 
or placard necessary to be used on or 
with the complete medicated feed. 

(4) Nbnufacturing Instructions for 
each medicated feed produced on a batch 
or continuous (H?eration basis, including 
mixing steps, mixing times, and batch 
formulas that have been determined to 
yield an adequately mixed medicated 
feed; and in the case of medicated feeds 
produced by continuous production run, 
any additional manufw^turing directions 
including, when indicated, the settings 
of equlinnent that have bera determined 
to 3^d an adequately mixed medicated 
feed of the specified formula. 

(5) .^propriate control directions, in¬ 
cluding the manner and frequency with 
which any necessary samples of the med¬ 
icated feed are to be taken for specified 
laboratory tests, the criteria for using 
laboratory test results to change formu¬ 
lations or manufacturing procedures, and 
the procedures to be observed to avoid 
unsafe contamination of the medicated 
feed with other medicated feeds or drug 
components. 

(b) A production record shall be pre¬ 
pared for each batch or run ot medicated 
feed produced, and shall be retained for 
at least 1 year. The production record 
shall Include: 

(1) Product identification, date of 
production, and endorsement by a re¬ 
sponsible individual. 

(2) A record of the quantity of drug 
components used. 

(3) A record of the quantity of medi¬ 
cated feed produced. 

(c) In t^ case of a customer-formula 
feed made to the specifications of a cus¬ 
tomer, the formula and production rec¬ 
ords required by this section may con¬ 
sist of copies of customers* purchase 
orders and sellers’ invoices bearing the 
information required by this section. 

§ 225.110 Distribution records. 

Complete records shall be maintained 
for each shipment of medicated feeds 
in a manner that will facilitate the re¬ 
call, diversion, or destruction of the med¬ 
icate feed, if necessary. Such records 
shall be retained for at least 6 months 
after the date of the shipment, and shaD 
include the name and address of the 
consignee, the date and quantity shipped, 
and the manufacturing dates, control 
numbers, or marks Identifying the medi¬ 
cated feed shipped. If the medicated 
feed Is held under control of the manu¬ 
facturer for further shipment at estab¬ 
lishments other than where produced, 
records as outlined in this section shall 
be maintained at these establishments. 

§225.115 Complaint files. 

The medlcated-feed manufacturer 
shall evaluate by respondble key person¬ 
nel each oomi^int received by him on a 

feed that is manufactured or distrib¬ 
uted by him and. where indicated, make 
such further Investigationa or take sut^ 
appropriate action as appears to be war¬ 
ranted in the dreumstances. A record 
of ccHnplaints and the action taken by 
the feed manufacturer shall be main¬ 
tained for a period of 2 years. If the 
medicated feed is the stibject of afi iq?- 
proved new-drug application hdd by the 
feed manutecturer, he shall make such 
reports as are required by i 510.301 of 
this chapter. 

PART 226—CURRENT GOOD MANUFAC¬ 
TURING PRACTICE FOR MEDICATED 
PREMIXES 

Subpart A—Oanoral Prowlakms 

Sec. 
220.1 Current good manufacturing prac¬ 

tice. 
226.10 Personnel. 

Sidtpart a—Construction and Maintanance of 
Facilities and Equtpinent' 

226.20 Buildings. 
226.30 Equipment. 

Subpart C—Product Quality Control 

226.40 Production and control procedures. 
226.42 Components. 
226.68 L8tx>rator7 controls. 

Subpart D—Packaging and Labeling 

226.80 Packaging and labeling. 

Subpart E—Records and Roports 

226.102 Master-formula and batcb-produc- 
tlon records. 

226.110 Distribution records. 
226.116 Complaint files. 

AtTTHOUTT: Secs. 601, 701, 62 Stat. 1040- 
1060 as amended; 1066-1066 as amended (21 
U.8.C. 861, 371). 

Subpart A—General Provisions 

§ 226.1 Current good manufacturing 
practice. 

The criteria in Si 226.10 through 226.- 
115, inclusive, shall apply in determining 
whether the methods used in, or the fa¬ 
cilities and controls used for the manu¬ 
facture, processing, packing, or holding 
of a me^cated premix conform to or are 
operated or administered in conformity 
with current good manufacturing prac¬ 
tice to assure that a medicated premix 
meets the requirements of the act as to 
safety, and has the identity and strength, 
and meets the quality and purity charac¬ 
teristics which it purports or is repre¬ 
sented to possess, as required by section 
501(a) (2) (B) of the act. The regulations 
in this Part 226 permit the use of preci¬ 
sion, automatic, mechanical, or elec¬ 
tronic equipment in the production of a 
medicate premix when adequate inspec¬ 
tion and checking procedures or other 
quality control procedures are used to as¬ 
sure proper performance. 

§ 226.10 Peraonnel. 

The key personnel and any consult¬ 
ants Involved in the manufacture and 
control of the medicated premix shall 
have a background of appropriate edu¬ 
cation or appropriate experience or com¬ 
bination thereof for assuming responsi¬ 
bility to assure that the medicated pre¬ 
mix has the proper labeling and the 
safety, identity, strength, quality, and 
purity that it purports to possess. 
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Subpart B—Construction and Maintenance 
of Facilities and Equipment 

§ 226.20 Buildings. 

Buildings In which medicated pre¬ 
mixes are manufactured, processed, 
packaged, labeled, or held shall be main¬ 
tained in a clear and orderly manner 
and shall be of suitable siae, construc¬ 
tion and location in rdation to sur¬ 
roundings to facilitate maintenance and 
operation for their intended purpose. Tbe 
hiillriing shidl r 

(a) Provide adequate q?ace for the 
orderly placement of equipment and 
materials used in any of tbe following 
operations for which they are emidoyed 
to minimise risk of mlxups between dif¬ 
ferent medicated premixes, their omn- 
ponents, packaging, or labd^: 

(1) The receipt, sampling, control, and 
storage of components. 

(2) Manufacturing and processing 
operations performed on the medicated 
prraiix. 

(3) Packaging and labdlng opera¬ 
tions. 

(4) Storage of containers, packaging 
materials, labeling, and finished prod¬ 
ucts. 

(5) Cotttrcd laboratory operattoQS. 
(b) Provide adequate lighting and 

ventilation, and when necessary for the 
intended production or control putpoees, 
adequate screening, dust and tenwera- 
ture controls, to avoid contamination of 
medicated premixes, and to avoid other 
conditions unfavorable to the safety, 
identity, strmgth, quality, and purity of 
the raw materials and medicated pre¬ 
mixes before, during, and after produc¬ 
tion. 

(c) Provide for adequate washing, 
cleaning, toilet, and locker facilities. 
Work areas and equipment used for the 
production of medicated premlxies or for 
the storage of the oonuxments of medi¬ 
cated premixes shall not be used for the 
production, mixing or storage of finished 
or unfinished insecticides, fungicides, 
rodenticides, or oOier pesticides or their 
components unless such mateilalB are 
recognlaed as approved drugs intoided 
for use in animal feeds. 
§ 226.30 Equipment.. 

Equipment used for the manufacture, 
processing, packaging, bulk shipment, 
labeling, holding, or control of medicated 
premixes or their components shall be 
maintained in a clean and orderly man¬ 
ner and shall be of suitable desiim, size, 
construction, and location to facilitate 
maintenance and operation for its in¬ 
tended purpose. The equipment shall: 

(a) Be so constructed that any sur¬ 
faces that come into contact with medi¬ 
cated premixes are suitable, in that they 
are not reactive, additive, or absorptive 
to an extent that significantly affects 
the identity, strength, quality, or purity 
of the medicated premix or its compo¬ 
nents. 

(b) Be so constructed that any sub¬ 
stance required for the operation of the 
equipment, such as lubricants, coolants, 
etc., may be employed without hazard of 
becoming an un^e additive to the 
medicated premix. 
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(c) Be constructed to facilitate adjust¬ 
ment, cleaning, and maintenance, and 
to assure uniformity of production and 
rdiability of control procedures and to 
assure the exclusion from medicated pre¬ 
mixes of contamination, including cross¬ 
contamination from manufacturing 
operations. 

(d) Be suitably grounded electrically 
to prevent lack of uniform mixing due 
to electrically charged particles. 

(e) Be of suitable size and accuracy 
for use in any intended measuring, mix¬ 
ing, or weiring operations. 

Subpart C—Product Quality Control 

§ 226.40 Production and control pro¬ 
cedures. 

ProductiaQ and control procedures 
shall include all reasonable precautions, 
Including the ftdlowlng, to assure that 
the medicated premixes produced have 
the identity, strength, quality, and purity 
they purport to possess: 

(a) Bach critical step in the process, 
such as the seiectkm. weighing, and 
measuring of components; the ackUtion 
of drug components during the process; 
weighing and measuring during various 
stages of the processing; and the deter¬ 
mination of the finished yidd. shall be 
perfcxmed by one or more ccunpetent, re¬ 
sponsible individnals. If such steps in the 
processing are controlled by precision, 
automatic, mechanical, or electronic 
equipment, their proper performance 
shall be adequacy checked by one or 
more competent, re^nsiUe individuals. 

(b) All containers to be used for un¬ 
diluted drugs, drug components, inter¬ 
mediate mixtures thereof, and medicated 
premixes shall be received, adequately 
identified, and properly stored and han¬ 
dled in a maner adequate to avoid mix- 
ups' and contamination. 

(c) Equipment, including dust-control 
and other equipment, such as that used 
for holding and returning recovered or 
fiush-out materials back into production, 
shall be maintained and operated in a 
manner to avoid contamination of the 
medicated premixes and to insure the 
integrity of the finished product. 

(d) Competoit and responsible per¬ 
sonnel shall check actual against theo¬ 
retical yield of a batch of medicated 
premix, and, in the event of any signifi¬ 
cant discrepancies, key personnel shall 
prevent distribution of the batch in 
question and other associated batches of 
medicated premixes that may have been 
lnv(dved in a mlxup with it. 

(e) Adequate procedures for cleaning 
of those parts of storage, wiiytng convey¬ 
ing and other equipment coming in con¬ 
tact with the drug component of the 
medicated premix shall be used to avoid 
contamination of medicated premixes. 

(f) If there is sequential production of 
batches of a medicated premix contain¬ 
ing the same drug component (or com¬ 
ponents) at the same or lower levels, 
there shall be sufficient safeguards to 
avoid any buildup above the specified 
levels of the drug components in any of 
the batches of the medicated premix. 

(g) Production and control procedures 
shall include provision for dlsrontinuing 

distribution of any medicated premix 
found by the assay procedures, or other 
controls performed to fall to conform 
to appropriate si>ecifications. DistrUiu- 
tion of subsequent production of such 
medicated premix shall not begin until it 
has been determined that proper control 
procedures have been established. 

§ 226.42 Cx>mponenU. 

(a) Drug components, including undi¬ 
luted drugs and any intermediate mixes 
containing drugs used in the manufac¬ 
ture and processing of medicated pre¬ 
mixes, shall be received, examined or 
tested, stored, handled, and otherwise 
controlled in a manner to maintain the 
integrity and identification of such ar¬ 
ticles. Appropriate receipt and inventory 
records shall be maintained for 2 years, 
and such records shall show the origin 
of any drug components, the manufac¬ 
turer’s control number (if any), the 
dates and batches in which th^ were 
used, and the results of any testing of 
them. 

(b) Nondrug components shall be 
stored and otherwise handled in a man¬ 
ner to avoid contamination, including 
cross-contamination from manufactur¬ 
ing operations. 

§ 226.58 Laboratory controls. 

Laboratory ctmtrcds shall Include the 
establishment of adequate specifications 
and test procedures to assure that the 
drug components and the medicated pre- 
mixes ctmform to appropriate standards 
of identity, strength, quality, and purity. 
Laboratory contnds shall Include: 

(a) Ihe establishment of master rec¬ 
ords containing «)propriate spedflea- 
tions and a description of the test pro¬ 
cedures used to check than for each kind 
of drug component used in the manu¬ 
facture of medicated pranixes. This may 
consist of the manufacturer’s or sup¬ 
plier’s statemoit of specifications and 
methods of analyses. 

(b) ’The estahilahment of spedflea- 
tions tor medicated premixes and a 
description of necessuy laboratory test 
procedures to check such spedfleations. 

(c) Assays which diall be made of 
representative samples of finished medi¬ 
cated premixes in accordance with the 
following schedule: 

(1) Each batch of a medicated premix 
manufactured from an undiluted drug 
shall be assayed for its drug compo- 
nent(s). 

(2) In the case of medicated premixes 
which are manufactured by dilution of 
medicated premix (es) assayed in accord¬ 
ance with paragraph (c)(1) of this 
section, each batch shall be assayed 
for its drug component(s) with the first 
five consecutive batches assasdng within 
the limitations, followed thereafter by 
assay of representative samples of not 
less than 5 percent of all batches pro¬ 
duced. When any batch does not assay 
within limitations, each batch should 
again be assayed until five consecutive 
batches are within limitations. 

Cd) A determination estaUishing that 
the drug components remain uniformly 
dispersed and stable in tile medicated 
premix under (Htlinary conditions of 

shipment, storage, and use. ’Ihis may 
consist of a determination on a medicated 
pranix of substantially the same formula 
and characteristics. SuitaUe expiration 
dates shall appear on the labels of the 
medicated premixes when needed to as¬ 
sure that the articles meet the appropri¬ 
ate standards of identity, strength, qual¬ 
ity, and purity at the time of use. 

(e) Adlequate i»t>visioa to (heck the 
reliability, accuracy, and precision of any 
laboratory test pro^me use(L The of¬ 
ficial methods in “Methods of Analysis 
of the Asscxdation of Official Analytical 
(Chemists,’’ ^ methods described in an of¬ 
ficial compendium, and any method sub¬ 
mitted as a part of a food additive 
petition or new-drug applloati(m that has 
been accorted by the Food and Drug Ad¬ 
ministration shall be regarded as meeting 
this provision. 

(f) Provisions for the malnteiuince of 
the results of any assasrs. Including dates 
and endorsement of analysts. Such rec¬ 
ords shall be retained in the possession 
of the manufacturer and shall be main¬ 
tained for a period of at least 2 years 
after distribution by the manufacturer 
of the medicated premix has been 
cmnpleted. 

Subpart D—Packaging and LaMing 

§ 226.80 Packaging and labeling. 

(a) Packaging and labeling operations 
shall be adequately contnhed: 

(1) To assure that only those medi¬ 
cated premixes that have met the speci¬ 
fications established in the oqpster-for- 
mula records shall be distributed. 

(2) To prevent mlxups during the 
packaging and labeling operations. 

(3) TV) assure that correct labeling is 
employed for each medicated premix. 

(4) To identify medicated premixes 
with lot or control numbers that permit 
determination of the history of the man¬ 
ufacture and control of the batch of 
medicated premix. 

(b) Packaging and labtilng operations 
shall provide: 

(1) For storage of labeling in a man¬ 
ner to avoid mlxups. 

(2) For careful checking of labeling 
for identity and conformity to the label¬ 
ing specifled in the batch-production 
records. 

(3) For ade<iuate control of the quan¬ 
tities of labeling Issued for use with the 
medicated premix. 

(c) Medicated premixes shall be dis¬ 
tributed in suitable containers to Insure 
the safety, identity, strength, and quality 
of the finished product. 

Subpart E—Records and Reports 

§ 226.102 Maatrr-formula and batch- 
production records. 

(a) For each medicated premix, 
master-formula records shall be pre¬ 
pared, endorsed, and dated by a compe¬ 
tent and responsible individual and shall 
be independently checked, reconciled, en¬ 
dorsed, and dat^ by a second competent 

' Copies ma” be obtained from; Associa¬ 
tion of Official Analytical Chemists, P.O. Box 
540; Ben Franklin Station, Washington, DC 
30044. 
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and responsible Individual. The record quantity shipped, and the manufacturing 
Kh^ii Include: dates, control numbers, or marks ldentl> 

(1) The name of the medicated pre- fylng the medicated premix shipped. 
§226.115 CompUint files. 

(2) The weight or measure of each in¬ 
gredient, adequately identified, to be Records shall be maintained fora pe- 
used in manufacturing a stated weight liod of 2 years of all written or verbal 
of the premix. complaints concerning the safety or ef- 

(3) A complete formula for each batch ficacy of each medicated premix. Com- 
sise, or of appropriate size in the case Plaints shall be evaluated by competent 
of continuous systems to be produced respwislble personnel and, where 
from the master-formula record, Includ- Indicated, apsHToprlate action shall be 
Ing a complete list of ingredients desig- taken. The record shall Indicate the 
nated by names or codes sufficiently evaluation and the action, 
tq^ecific to indicate any special quality 
characteristics; an accurate statement of 
the weight or measure of each ingredient, 
except that reas(mable variations may be 
permitted In the amount of Ingredients 
necessary in the preparation of the medi¬ 
cated premix, provided that the varia¬ 
tions are stated In the master formula; 
an appropriate statement concerning any 
calculated excess of an Ingredient; and 
a statement of the theoretical yield. 

(4) Manufacturing instructions for 
each type of medicated premix produced 
on a batch or continuoiis operation basis, 
including mixing steps and mixing times 
that have been determined to yield an 
adequately mixed medicated premix; 
and In the case of medicated premixes 
produced by continuous production run, 
any additional manufacturing directions 
Including, when Indicated, the settings of 
equipment that have been determined to 
yield an adequately mixed medicated 
premix of the specified formula. 

(5) Control Instructions, procedures, 
specifications, special notations, and pre¬ 
cautions to be followed. 

(b) A separate batch-production and 
control record shall be prepared for each 
batch or run of medicated premix pro¬ 
duced and shall be retained for at least 
2 years after distrijiution by the manu- 
factmer has been completed. The batch- 
production and oonhol record riiall 
include: 

(1) Product Identification, date of pro¬ 
duction, and endorsement by a compe¬ 
tent and responsible Individual. 

(2) Records of each step in the manu¬ 
facturing, packaging, labeling, and con¬ 
trolling of the batch, including dates, 
specific identification of drug compo¬ 
nents used, weights or measures of all 
components, laboratory-contrcd results, 
mixing times, and the endorsements dt 
the individual actively performing or the 
individual actively supervising or check¬ 
ing each step In the operation. 

(3) A batch number that permits de¬ 
termination of all laboratory-control 
procedmes and results on the batch and 
all lot or control numbers ai^pearlng on 
the labels of the medicated premix. 

§ 226.110 Distribation records. 

Complete records shall be maintained 
for each shipment of medicated premixes 
in a manner that will facilitate the re¬ 
call, diversion, or destructiim of the med¬ 
icated premix, if necessary. Such records 
shall be retained for at least 2 years after 
the date of the shipment by the manu¬ 
facturer and shall include the rimnw and 
address of the consignee, the date and 

Sec. 
350.103 Dnig preparations Intended for 

human use containing certain 
“coronary Taaodllators.” 

360.105 Thorium dioxide for drug use. 
360.104 Status of salt substitutes under the 

Federal Food, Drug, and Cosmetic 
Act. 

360.106 Oelsemlum-contalnlng preparations 
regarded as prescription drugs. 

360.106 Cobalt preparations Intended for 
use by man. 

360.107 Dimethylsulfozide (DMSO) prep¬ 
arations; clinical testing and In¬ 
vestigational use. 

350.108 Potassium permanganate prepara- 
tlmis as prescription drugs. 

360.109 Vitamin A pr^aratlons for <nal use 
as drugs. 

360.110 Vitamin D preparations for oral use 
^ as drugs. v 

Subpart C—Requirements for Drugs and Foods 

360.301 Preparations for the treatment of 
pernicious anemia. 

360.303 Status of fluoridated water and 
* foods prepared with fluoridated 

water. 

Subpart O—Requirements for Drugs and 
Cosmetics 

360.360 Hexachlorophene, as a con^nent 
of drug and cosmetic products. 

Subpart E—Speciai Packaging Requiraments 

350A00 Nitroglycerin for human use; pack¬ 
aging cmd warnings. 

AtTTHoarrr: Sec. 701, 63 Stat. 1065-1056 (31 
n.S.C. 371) unless otherwise noted. 

Subpart A—Drugs Regarded as Misbranded 

§ 250.10 Oral prenatal drugs containing 
flnorides intended for hnman use. 

fa) The Food and Drug Administra¬ 
tion finds that there is neither substan¬ 
tia] evidence of effectiveness nor a gen¬ 
eral recognition by qualified experts that 
prenatal drug preparations containing 
fluorides promote tooth development in 
the fetus, prevent dental caries in the 

cesring, packing, and holding of such offspring, or^ prevent dental carles in 
drugs conform to the licensing and other pregnant women. 
^uiremmts as to such dr^ and (b) Any such drug preparation that Is 

MS: ~ or wm 
In* appUcaSelSsiich dm*, Mt (orth tn *>* iwnled w mlabnmded and nibject 
Part 640 of this chapter. Api^lcatloiis for to regulatory proceedings unless such 
licensing shall be submitted to the Di- recommendations are covered by a new- 
rector. Bureau of Biologies, Food and drug application. Including substantial 
Drug Administration, Bl^ 29A. 9000 evidence of effectiveness, approved pur- 
RockvUlePike.Bethesda,MD20014. „ ... . ... 

PART 250—SPECIAL REQUIREMENTS FOR 
SPECinC HUMAN DRUGS 

Subpart A—Drugs Ragardad as Misbrandad 

Sec. 
360.10 Oral prenatal drugs containing 

fluorides intended for human vise. 
360.11 Thyrold-contalnlng drug prepara¬ 

tions Intended for treatment of 
obesity In humans. 

360.13 Stramonliun preparations labeled 
with directions for use In self- 
medlcatlon regarded as mis¬ 
branded. 

Subpart B Naw Drug or Proscription Status of 
Spoufic Drugs 

350.100 Amyl nitrite inhalant as a prescrip¬ 
tion drug for human use. 

360.101 Amphetamine cmd methampheta- 
mlne Inhalers regarded as pre¬ 
scription drugs. 
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the act that are contrary to provlsl(Hi8 of 
this statement after SO da^ from the 
date of publication of this statement In 
the Pkderal Rxcisna. 
iSecB. soa (a), (fl. 606, 62 Stat. 106a 1061, 
1062, aa amended; 21 D,S.C. S62 (a), (f). S66) 

§ 250.11 Thyroid-containing drug prep¬ 

arations intended for treatment of 

obesity in humans. 

(a) Investigation by the Food and 
Drug Adminlstratlain has revealed that 
a large number of drug preparations 
containing thyroid or thyrogenic sub¬ 
stances In combination with central 
nervous system stlinulante, with or with¬ 
out one or more additional drug sub¬ 
stances such as barbiturates or laxatives, 
are being mariieted for or as adjuncts to 
the treatment, eontnd, or management 
of obesity in humans. The Commissioner 
of Food and Drugs finds that the admin¬ 
istration of such combinations for said 
purposes Is without medical rationale 
except possibly In those relatively un¬ 
common Instances where the condition 
Is directly related to hypothyroidism and 
there exists a concurrent need for appe¬ 
tite control (In such instances the safety 
and effectiveness of sudx combinations 
are not generally recognised). In partlc- 
ular, the Commissioner of Food and 
Dru0 finds that neither the consensus 
of Informed medical opinion nor clinical 
experience justifies any representation 
that such combinations are safe aiul 
effective In coimeetloa with the treat¬ 
ment. control, or management of obesity 
In patients having normal thyroid func¬ 
tion. 

(b) Combinations of thyroid or other 
thyrogenic drugs with central nervous 
system stimulants with or without other 
drug substances when offered for or as 
adjuncts to the treatment, control, or 
management of obesity not related to 
hypothyroidism are regarded as mis¬ 
branded. Such comblnatlops when ot- 
fered for obesity in humans directly 
attributable to established hypothy¬ 
roidism are regarded as new drugs within 
the meaning of section 201(p) of the 
Federal Food. Drug, and Cosmetlo Act 
(Secs. 201 (p). 602. 62 Stet. 1041-43. 1060, as 
amended; 21 U.S.C. 321 (p). 362) 

§ 250.12 Stramonium preparations la¬ 

beled with directions for use in self- 

medication regarded as misbranded. 

(a) Stramonium products for Inhala¬ 
tion have been offered for use In the 
therapy of the acute attacks of bronchial 
asthma for many years although their 
reliability and effectiveness are question¬ 
able. Recently, a significantly increased 
number of reports have come to the at¬ 
tention of the Food and Drug Adminis¬ 
tration showing that such products have 
been subject to abuse and misuse cm a 
fairly Isu^e scale, mostly by young 
people, through oral Inge^on for the 
purpose of producing halludnatlona. Re¬ 
ports of such use have been received 
from physicians and police and other 
law enforcement authorities. Reports 
have also aK>eared in the public press 
and in medical Journals. 

(b) Labeling these products with a 
warning that they are not for oral Inges¬ 
tion has not been effective in protecting 
the public. Misuse of stramonium prep¬ 
arations can cause serious toxic effects 
Including toxic delirium, visual disturb¬ 
ances. fever, and coma. A number of seri¬ 
ous reactions have already occurred from 
the oral Ingestion of such products. 

(c) On the basis of this Information, 
the Commissioner of Food and Drugs has 
concluded that such articles have a po¬ 
tentiality for harmful effect through 
misuse and are not safe for use except 
under the supervision of a physielai.. In 
the Interest of public health protection, 
therefore, the Food and Drug Adminis¬ 
tration adopts the following policy: 

(1) Preparations containing stramo¬ 
nium supplied fnxn the leaves,,, seeds, or 
any other psjt of the plant In the form of 
a powder, pipe mixture, cigarette, or any 
other form, with or without admixture 
of other Ingredients, will be regarded as 
misbranded If they are labeled with 
directions for use In self-medlcatlon. 

(2) The Food and Drug Administra¬ 
tion will, on request, furnish comment 
on proposed labeling limiting any such 
preparation to prescription sale. 

(d) The labeling or dispensing of 
stramonium preparations contrary to 
this statement after 60 days following 
the date of its publlca:ion in the Fxdssal 
Rkoistxk may be made the subject of 
regulatory proceedings. 
(See*. 603 (a), (f). 60S(b): 63 SUt. 1060-61. 
1062. M amends^ 31 TJJAO. 863 (a), (f). 
363(b)) 

Subpart B—New Drug or Prescription 
Status of Specific Drugs 

§ 250.100 Amj'I nitrite inhalant as a pre¬ 

scription drag for human use. 

(a) Amyl nitrite Inhalant has been 
available over-the-counter for emer¬ 
gency use by the patient in the manage¬ 
ment of aiigina pectoris for a number 
of years. As a result of a proposed policy 
statement published August 25, 1967 
(32 FR 12404), the Commissioner of 
Food and Drugs received reports of the 
abuse of this drug by those who do not 
require it for medical purposes. Addi¬ 
tionally, comment included a great deal 
of concern expressed by individual physi¬ 
cians. medical associations, pharma¬ 
ceutical associations, manufacturers, and 
State and local health authorities. Based 
on the information available, it is the 
opinion of the Commissioner of Food and 
Elrugs, concurred in by the Food and 
Drug Administration Medical Advisory 
Board, that amyl nitrite inhalant Is a 
drug with a potentiality for harmful 
effect and that it should be removed 
from over-the-counter status and re¬ 
stricted to sale on the prescription of 
a practitioner licensed by law to ad¬ 
minister such drug. 

(b) Therefore, amyl nitrite inhalant 
will be regarded as misbranded unless 
the labeling on or within the package 
from which the drug is to be dispensed 
bears adequate information for its safe 
and effective use by physicians, in ac¬ 
cordance with S 201.100(c) of this chap¬ 

ter, and its label bears the legend ‘‘Cau¬ 
tion: Federal law prohibits dispensing 
without prescription." 

(c) Regulatory proceedings may be 
initiated with regard to the interstate 
shipment of amyl nitrite inhalant that Is 
labeled, advertised, or dispensed con¬ 
trary to this statement of policy if such 
act occurs after July 1. 1969. 
(See. 608(b), 63 Stat. 1063, m amended; 31 
n.S.C. 353(b)) 

§ 250.101 Amphetamine and metham- 

phetamine inhalers regarded as pre¬ 

scription drugs. 

(a) Recurring reports of abuse and 
misuse of methamphetamine (also 
known as desoxyephedrine) Inhalers 
show that they have a potentiality for 
harmful effect and that they should not 
be freely available to the public through 
over-the-counter sale. From com¬ 
plaints by law-enforcement officials, 
health officials. Individual physicians, 
parents, and others as well as from Food 
and Drug Administration investigations, 
it is evident that the wicks from these 
inhalers are being removed and the 
methamphetamine they contain is being 
used as a substitute for amphetamine 
tablets. Amphetamine tablets and am¬ 
phetamine inhalers have been restricted 
to prescription sale because of their po- 
tentiaUty for harm to the user. 

(b) It is the considered opinion of the 
Pood and Drug Administration that, in 
order to adequately protect the public 
health, inhalers containing methamphet- 
amine or methamphetamine salts (d- 
desoxyephedrlne. or dl-desoxyephedrine, 
or their salts), as well as amphetamine 
Inhalers should be restricted to prescrip¬ 
tion sale and should bS labeled with the 
legend ‘‘Caution: Federal law prohibits 
dispensing without prescription." 
(Sect. 608(b) (1) (B). 63 Stot. 1063 m amstid- 
ed; 21 UB.C. 363(b) (1) (B)) 

§ 250.102 Drag preparations intended 

for human use containing certain 

“r4>ronary vasodilators." 

(a) (1) The Food and Drug Adminis¬ 
tration finds that the foUowing ‘‘coro¬ 
nary vasodilators" are extensively re¬ 
garded by physicians as safe and useful 
as employed imder medical supervision 
for the management of angina pectoris 
in some patients: 
Amyl nitrite. 
Brythrltyl tetranltrate. 
Mannitol hezanltrate. 
Nitroglycerin. 
Potassium nitrite. 
Sodium nitrite. . 

(2) Additionally, new-drug triplica¬ 
tions have been approved for piquets 
containing: 
Inositol hexanltrate. 
Isosorblde dlnltrate. 
Octyl nitrite. 
Pentaerythrltol tetranltrate. 
Tnetbanolamine trinitrate blpbosphate (trol- 

nltrate phosphate). 

(b) The Food and Drug Administra¬ 
tion also finds that there Is neither sub¬ 
stantial evidence of effectiveness nor a 
general recognition by qualified experts 
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that 8ueh drugs are effective for any of 
the other purposes for which some such 
drugs are lunmoted to the medical pro¬ 
fession in ifttwtHng and advertising. In 
iMutleular. neither clinical investigations 
nor clinical experience Justify any lepre- 
aentatlons that such drugs are effective 
in the management of hypertension: in 
the management of coronary InsufB- 
dency or coronary artery disease, except 
for their anginal manifestations: or .in 
the management of the post ooronaiy 
state, except angina pectoris present 
after coronary occlusion and myocardial 
infarction. 

(c) Any preparation containing such 
drugs that is labeled or advertised for any 
use other than management of angina 
pectoris, or that is represented to be 
efficacious for any other piuT>ose by 
reason of its containing such drug, will 
be regarded by the Food and Drug Ad¬ 
ministration as misbranded and subject 
to regulatory proceedings, unless such 
recommendations are covered by the ap¬ 
proval of a new-drug application based 
on a showing of safety and effectiveness. 

(d) Any such drug in long-acting dos¬ 
age form is regarded as a new drug that 
requires an approved new-drug appli¬ 
cation before marketing. 

(e) Any of the drugs listed in para¬ 
graph (a) (2) of this section is regarded 
as a new drug that requires an approved 
new-drug implication. Articles for 
which new-di^ approvals are now in 
effect should be covered by supplemental 
new-drug applications as necessary to 
provide for labeling revisions consistent 
with this policy statement 
(8ms. 80n(f). 808: 62 SUi. 1061. 1062. 21 
U3.0. 362(f). 366) 

§ 250.103 HioriiuB dioxide for drug use. 

(a) Thmium dioxide la a source of 
naturally occurring radioactivity that 
has been uaed over a period of years as 
a radiopaque medlnm. When thorium 
dioxide is injected, it Is permanently 
stored in the body. Because of its radio- 
activity, this storage causes aoiurrlng and 
carcinogenesis In the area of storage. 
There are reports in the medical litera¬ 
ture of malignancy and deaths resulting 
from the Injection of thorium dioxide. 
Therefore, the use In man (ff drugs con¬ 
taining thorium dioxide Is justUed on)^ 
when this drug has a unique clinical use¬ 
fulness and there is substantial evidence 
of limited life expectancy by reason of 
disease or advanced age. The adminis¬ 
tration of the dnig to food-producing 
animals cannot be Justified since it may 
result in residues of the drug in food. 

(b) Drugs containing thorium dioxide 
are unsafe and are regarded as mis¬ 
branded within the meaning of section 
502 (f) (1). (2). and (J) of the Federal 
Food. Drug, and Cosmetlo Act when la¬ 
beled or advertised tor administration 
to man except when they have a unique 
clinical usefulness and there is substan¬ 
tial evidence of limited life expectancy 
by reason of disease or advanced age. 

(c) Drug preparatkms containing tho¬ 
rium dioxide may be approved for 

marketing on the basis of new-drug ap¬ 
plications containing lah^Ung bearing, 
in addition to other requirements, infor¬ 
mation to the following effect, which 
differs substantially from the labeling 
that has been employed in the past In 
the marketing of such drugs: 

(1) Warning. For use only when this 
drug has a unique clinical ustf ulness and 
there IS substantial evidence of limited 
life expectancy by reason of disease or 
advanced age. Not for administration 
to food-producing animals. 

(2) Precautions. Special precautions 
should be taken to prevent soft tissue 
extravasation of the injected materlaL 
Precautions should be taken to prevent 
injection of thorium dioxide into the sub¬ 
arachnoid space. 

(3) Indications tor use. For demon¬ 
stration of primary or secondary tumors 
in the liver; for the delineation bt the 
wall of a cystic malignant brain tumor 
when such delineation is deemed advan¬ 
tageous for purposes of progressive mon¬ 
itoring in the course of therapy. 

(4) Dosage. Minimum amount neces¬ 
sary for adeqiiate visualization should 
be utilized. 

(d) A new-drug application will be 
regarded as approvable if it contains 
appropriate labeling conforming to the 
provisions of paragraph (c) of this sec¬ 
tion and satisfactory information of the 
kinds required tqr items 2. 3. 4, 8. 7, and 
9 of the new-drug application fonn con¬ 
tained in 9 314.1(c) of this chapter. 
(Bscs. 603(f), 62 8tat. 1060 M smendsd; 21 
UB.O. 363(f); Bscs. 403, 406, 63 SUt. 1040. m 
amended, 1040, m amended; 21 njS.C. 343. 
346) 

§ 250.104 Sutne of sah eubetitutce 
under the Federal Food, Drug, and 
Cosmede Act. 

(a) As a result of reported poison¬ 
ings from salt substitutes cootalnlng 
lithium chloride, under date of March 8. 
1949, the Food and Drug Admiirlstratioo 
announced that it would regard each 
salt substitute as a new drug within the 
meaning of section 201 (p) of the Federal 
Food. Drug, and Cosmetlo Act, and that 
Interstate distribution of each salt sub¬ 
stitute should be discontinued until a 
new-drug application had been filed and 
become effective. Substantial informa¬ 
tion concerning the safety of many of the 
ingTMlients used in salt substitutes has 
been developed and published since the 
announcement was made. It is now pos¬ 
sible to evaluate the safety of many in¬ 
dividual salt substitutes and to determine 
whether they are new drugs requiring ef¬ 
fective applications prior to distribution 
In Interstate commerce. 

(b) The Food and Drug Administra¬ 
tion no longer regards all salt substitutes 
as new dnigs. Upon request, the Ad¬ 
ministration will express its opinion 
whether a new-drug applicatioiTls neces¬ 
sary for any particular product if com¬ 
plete Information concenilng its compo¬ 
sition and proposed labeling is submitted. 

§■ 250.105 Gelsemiom-contaiiiiiig prep- 
aratkma regarded as prescription 
drugs. 

It is the consensus Of inf onned medical 
opinion that the margin at safety be¬ 
tween the therapeutic and toxic concen¬ 
tration of gelsemium is narrow and It Is 
dlfflcult to predict the point at which 
the doee will be toxic. Very small doees 
may cause toxic symptoms. It is there¬ 
fore the view of the FOod and Drug Ad¬ 
ministration that gelsemium is not a 
proper ingredient in any product that 
is to be sold without prescription. Ac¬ 
cordingly. any drug containing gelse^- 
um will be regarded as misbranded imder 
section 503(b)(4) of the Federal Food. 
Drug, and C^)smetio Act if its label fails 
to bear in a prominent and compicuous 
fashion the statement "Caution: Federal 
law prohibits dlmenslng without pre- 
seription.** 

§ 250.106 CfdMilt preparations intended 
for use by nuin. 

(a) On January 17. 1967 (21 CFR 
3.48; 32 FR 449), the C^ommlssloner of 
Food and Drugs Issued a revised state¬ 
ment of policy with respect to the status 
of cobalt-containing dnig preparations 
intended for use by man, which revision 
was to be modified as needed following 
consideration of such drugs by a panel 
of hematoloftists. A panel consisting of 
authorities in the ^d of hematology 
met on March 8, 1967, with representa¬ 
tives of the Medical Advisory Board for 
the Food and Drug Administration to 
consider the status of cobalt-contalnlns 
drugs and the following findings end 
recommendations were made: 

(1) Cobalt salts are not suitable for 
over-the-counter sale to the public for 
the treatment of Inm-defidency anemia 
They are associated with toxic effects 
and offer no advantage over Inm akma 

(2) Potential toxic effects of these 
salts includes liver damage, claudicatloo, 
myocardial damage, thyroid hypendasia, 
hypothyroidism, dermatitis, nausea, and 
anorexia. 

(3) Cobalt salts are not generally ree- 
ognlsed as safe or effective therapy for 
any disease annAitic". 

(b) On the basis of the available evi¬ 
dence and the findings and recommen¬ 
dations of the representatives of the 
Medical Advisory Board, the Commis¬ 
sioner of Food and Drugs finds and de¬ 
termines with respect to cobalt-contain¬ 
ing drug preparations Intended for use 
by man, except radioactive forms of 
cobalt and Its salts and cobalamln and 
its derivatives, that: 

(1) Such articles, because of their 
potential for causing toxic effects, are 
not suitable for over-the-counter use In 
inm-defidency anemia; any such artide 
that is labeled, represented, or adver¬ 
tised for over-the-counter use in the pre¬ 
vention or treatment of Iron-deficiency 
anemia will be regu'ded as subject to 
regulatory proceedings. 

(2) Such artides are not generally 
recognized by qualified experts as safe 
or effective therapeutic agents for Iron- 
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deficiency anemia or for any condition 
whether for over-the-oounter sale or for 
prescription dispensinK; any such article 
labeled, represented, or advertised for 
any condition wUl be regarded as subject 
to regulatory proceedings unless such 
recommendations are covered by e new- 
drug application approved pursuant to 
section 505 of the Federal Food. Drug, 
and Cosmetic Act and based on a show¬ 
ing of safety and effectiveness. 

(3) Cobalt salts added to drugs in 
small amounts are not effective for any 
purpose and should be removed. 

(c) A c(»npleted and signed **Notlce of 
Claimed Investigational Exemption for 
a New Drug,” Form FD-1571 set forth In 
S 312.1 of this chiuJter, must be submitted 
to cover clinical investigations to obtain 
evidence that such preparations are safe 
and effective for any purpose. 

(d) (1) For such pra)arations for 
whK^ new-drug an>rovals are in effect, 
supplemental new-dinig applications may 
be submitted if changes consistent with 
this policy statement can be effected 
thereby. If the composition and labeling 
of an article are such that the cobalt is 
not significant in relation to the labeling 
claims, it will be permissible tor the iu>- 
plicant to remove the cobalt salt from 
the formulation, delete all r^erences to 
it in the labeling and resume marketing 
the reformulated drug, provided that a 
supplement is submitted within 30 days 
from the date of publication of this policy 
statement in the Fedkbal Racism fur¬ 
nishing full information regarding such 
changes. Including the date on which 
such changes are being effected. 

(2) Applicants bolding other approved 
new-drug applications for such prepara¬ 
tions should submit, within 30 di^ a 
written statement waiving opportiiiitty 
for a hearing preliminary to withdrawing 
approval of the implication unless the 
applicant wishes to avail himself of the 
opportunity for a hearing. 

(e) Regulatory proceedings may be 
initiated with respect to any drug within 
the Jurisdiction of the act that is con¬ 
trary to the provisions of: 

(1) Paragraph (b) of this section and 
shlimed after the date of publication of 
this policy statement in the FtoxiAL 
RXGISTXa. 

(2) Paragraphs (c) and (d) of this 
section and shipped aft^ 30 days from 
the date of publication of this policy 
statement in the PkoxasL RacisTEa. 
(8ms. 603 (a), (f). (J). 506. 83 Stst. 1060- 
106S, M amended; 31 UAXI. 863 (a), (f). (J). 
355) 

§ 250.107 Dimethylsnlfoxide (DMSO) 
preparations; dinical testing and in¬ 
vestigational use. 

(a) (1) Chronic-teziclty studies with 
dlmethylsulfozide (DMSO) in snimaU, 
including dogs, rabbits, and swine, re¬ 
ported by a consulting laboratory in Eng¬ 
land and by a number of labcumtories in 
the United States show that the admin¬ 
istration of dlmethylsulfoxide (DBiSO) 
causes changes in the refractive index of 
the lens of the eyes of such animals. On 
the basis of these reports, clinical testing 
of dlmethylsulfoxide (DMBO) prepara¬ 

tions was discontinued for a time and 
later resumed under restricted conditions. 

(2) An adequate, controlled human 
toxicity study (Phase I) involving short¬ 
term cutaneous application of 1 gram of 
dlmethylsulfoxide (DMSO) per kilogram 
of body weight daily for 14 consecutive 
days has recently been completed. Data 
obtained, not previously available, show 
that when dlmethylsulfoxide (DMSO) 
was applied topically to the skin of 
healthy volunteers, it did not produce ad¬ 
verse effects up(m the eyes of the sub¬ 
jects. Mild, apparently reversible, changes 
were seen suggesting that the drug may 
have some effect upon the llvo' and upon 
the hemopoietic system in some subjects. 

(b) A comprehensive evaluatim of 
all available data on dlmethylsulfoxide 
(DMSO) preparations Justifies further 
clinical Investigation of the drug in 
treating certain serious conditions. Al¬ 
though reports concerning the use of 
dlmethylsulfoxide (DMSO) in relatively 
benign conditions are equivocal regard¬ 
ing its efficacy, short-term clinical use 
has been established as reasonably safe 
by adequate Phase I studies. Under im¬ 
propriate protocols, further short-term 
eiinieai investigations in the treatment 
of such benign conditions can be Justi¬ 
fied. 

(c) No person may ship dimethylsul- 
foxide (DMSO) within the Jurisdiction 
of the Federal Food, Drug, and Cosmetic 
Act for clinical testing in man until a 
“Notice of Claimed Investigational Ex- 
onption for a New Drug.” pursuant to 
S 312.1 of this chapter, is on file with 
the Food and Drug Administration and 
all the following conditions are met: 

(I) Prcmosed kmg-term clinical studies 
(Phase n) are restricted to the use of 
DMSO to cutaneous application in seri¬ 
ous conditions, such as the Incimacitat- 
ing arthropathies, scleroderma, derma- 
tomyodtis, and intractlble pain due to 
malignancy, are to be conducted in 
medical centers having adequate facili¬ 
ties and well-trained, experienced medi¬ 
cal personnel, and are to include the 
foUowlng essential ccmditions in the 
study protocol All subjects will receive a 
full examination including: 

(1) An eye evaluation by an ophthal- 
mdoglst to include actual refractive er¬ 
ror measurements and slit-lamp findings 
as well as other parameters of the ocular 
examination prior to receiving the drug, 
at intervals not exceeding 3 months dur¬ 
ing the study and 3 months after dis¬ 
continuing the drug. 

(II) liver functkm tests and a com¬ 
plete blood count (CBC) prior to receiv¬ 
ing the drug, at Intervals not exceeding 
4 wedcs during the study and 4 weeks 
after dlseontlnulng the drug. 

(2) Proposed short-term studies 
(Phase n) restrict the use of dlmethyl- 
«ulfoxide (DMSO) to cutaneous applim- 
tion for not more than 14 days in closely 
monitorqd investigations with appropri¬ 
ate control groups, that may Inelnde 
studies of use in such conditions as acute 
musculoskeletal conditions (acute arthri¬ 
tis. perl arthritis, capsulitis, bursitis, ten¬ 
donitis. ssmovttls. and post-traumatic 
lesions) and soft tissue injuries. The pro¬ 

posed studies shall provide for pretreat 
ment liver function studies and a com¬ 
plete blood count (CBC), to be repeated 
within 7 days after commencing treat¬ 
ment and at the conclusion of the study. 
Routine monitoring of effects upon the 
eye is not required. 

(3) All proposals must show that 
patient consent requirements will be 
carefully observed and shall include a 
commitment that patients will be fully 
informed of: The effects of dimethylsul- 
toxide (DMSO) in animals, the possi¬ 
bility that these may occur in hmnans, 
and the known possible effects of the 
drug in humans. 

(d) Dlmethylsulfoxide (DMSO) prep¬ 
arations may be shipped within the Juris¬ 
diction of the act. 

(1) For tests in vitro and in laboratory 
research animals, in accord with i 312.9 
(a) and S 511.1(a) of this chapter. 

(2) For clinical investigations in ani¬ 
mals in accord with 8 511.1(b) of this 
ohs4>ter. 
(8M8. 506, 613. 63 8tat. 1063, 1068, M 
•mended: 83 SUt. 848-881; 31 VJBjO. 886, 
360b) 

§ 250.108 PoUuaiam permanganate 
preparations as prescription drugs. 

(a) There have been a number of re¬ 
ports in the medical literature of serious 
injuries to women resulting from the 
misuse of potassium permanganate in an 
effort to induce abcurtion. Reports from 
lAiysicians who have treated such cases 
show that the injuries are commonly 
caused by introducing tablets or crystals 
of potassium permanganate into the 
vaghia. Experience with these cases 
shows that such use of potassium per¬ 
manganate is not effective in producing 
abortion, but that Instead the drug pro¬ 
duces serious and painful injury to the 
walls of the vagina, causing ulcers, mas¬ 
sive honorrhage, and infection. Such 
dangerous and useless employment of 
potassium permanganate is apparently 
encouraged among the misinformed 
the mistaken idea that the vaginal deed¬ 
ing caused by the corrosive action of the 
drug indicates a termination of preg¬ 
nancy, which It does not. 

(b) Potassium permanganate is a 
strong oxidising agent, a highly caustic, 
tissue-destroying chemical and a poi¬ 
son. There are no circumstances under 
which crystals and tablets of potassium 
permanganate constitute safe dosage 
forms for use in self-medication. It is 
the consensus of informed medical 
opinion that the only dosage forms of 
potassium permanganate known to be 
safe for use in self-medication are 
aqueous solutions oontalnlng not more 
than 0.04 percent potassium permanga¬ 
nate. Such solutions are safe for use 
in eelf-medioation only by external ap¬ 
plication to the skin. 

(0) m view ot tile very real poten¬ 
tiality for harmful effect, and the actual 
injuries caused by the misuse of potas¬ 
sium permanganate, the Food and Drug 
Administration believes that in order 
adequately to protect the public health: 

(1) Potassium permanganate and po¬ 
tassium permanganate tidilets Intended 
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for human use are drugs subject to sec¬ 
tion 503(b)(1) of the Federal Food. 
Drug, and Cosmetic Act and should be 
restricted to prescription sale. Such 
drugs will be regarded as misbranded If 
at any time prior to dispensing the label 
falls to bear the legend. “Caution: Fed¬ 
eral law prohibits dispensing without 
prescription." 

(2) Potassium permanganate labeled 
for use as a prescription component In 
buman drugs under the exemption pro¬ 
vided in 9 201.120 of this chapter or 
labeled for manufacturing use under the 
exemption provided in 9 201.122 of this 
chapter will be regarded as misbranded 
unless the label bears the statement, 
“Caution; Federal law prohibits dispens¬ 
ing without prescription." 

(3) These drugs will be regarded as 
misbranded when intended for veteii- 
oary use unless the label bears the leg¬ 
end, “Caution: Federal law restricts 
this drug to sale by or on the order of a 
licensed veterinarian”; Provided, how¬ 
ever, That this shall not'apply to a drug 
labeled and marketed for veterinary use 
if such drug contains not more than 50 
percent of potassium permanganate and 
includes other ingredients which make it 
unsuitable for human use and unlikely 
that the article would be used in an at¬ 
tempt to induce abortion. 

(4) Any preparation of potassium per¬ 
manganate intended for (}ver-the-eoun- 
ter sale for human use internally or by 
application to any mucous membranes or 
for use in the vagina will be regarded 
as misbranded under the provisions of 
section 502(f) (1) and (2) and section 
502(j) of the act. 

(5) Any other preparation of potas¬ 
sium permanganate intended for over- 
the-coimter sale for human use will be 
regarded as misbranded under section 
502(f)(1) and (2) and section 502(j) of 
the act unless, among other things, all 
of the following conditions are met: 

(I) It is an aqueous solution contain¬ 
ing not more than 0.04 percent potas¬ 
sium permanganate. 

(II) The label and labeling bear, in 
Juxtaposition with adequate directions 
for use, clear warning statements des¬ 
ignated as “Warning,” and to the effect: 
“Warning—For external use on the *k(n 
only. Severe Injury may result from 
use internally or as a douche. Avoid 
contact with mucous membranes." 

(d) The labeling or dispensing of any 
potassium permanganate preparations 
Intended fcr drug use within the Juris¬ 
diction of the Federal Food, Drug, and 
Cosmetic Act contrary to this stat^ent 
after 60 days from the date of its pub¬ 
lication in the Federal Register may be 
made the subject of regulatory proceed¬ 
ings. 

(8eM.602(f) (1). (2). (J),a08(b)(l).706(b). 
63 SUt. 1060, 1061, 1063, M amsnded. 1067; 
31 UJB.O. 863(f) (1). (3). (]), S6t(b)(l), 
376(b)) 

§ 250.109 Vitamin A preparations for 
oral use as drugs. 

(a) Vitamin A is an essental nutrient 
for humans. It is widely recognized that 
large amoimts of vitamin A can cause 
adverse effects, some of which are serious. 
The UjS. Recommended Daily Allowance 
(U.S. RDA) for vitamin A is 1500 Inter¬ 
national Units, (lU) for infants, 2500 lU 
for children under 4 years of age, 5000 
lU for adults and children 4 or more years 
of age, and 8000 lU for pregnant or lac- 
tating women. 

(b) In view of the toxicity of excessive 
consumption of vitamin A, the Food and 
Drug Administration finds that, in order 
to protect the public heidth, oral prep¬ 
arations containing vitamin A in excess 
of 10,000 lU per dosage unit or recom¬ 
mended daily intake are drugs sub¬ 
ject to section 503(b)(1) of the Federal 
Food, Drug, and Cosmetic Act and shall 
be restricted to prescription sale. Such 
products will be regard^ as misbranded 
if at any time prior to dispensing the 
following conditions are not met: 

(1) The label bears the legend, “Cau¬ 
tion: Federal law prohibits dispensing 
without a prescription”; and 

(2) The labeling bears full disclosure 
information as required by 9 201.100(c) 
(1) of this chapter, and especially appro¬ 
priate warnings regarding vitamin A 
toxicity. 

(c) Preparations containing 10,000 or 
less lU of vitamin A per dosage unit will 
be regarded as misbranded if their recom¬ 
mended daily intake exceeds 10,000 lU. 
(Secs. 602(a), (f), and (J), 803(b), 701(a), 52 
Stat. 1060-1062, as amended, 1056; 21 U.S.C. 
352(a), (f). and (j), 353(b), 371(a)) 

§ 250.110 Vitamin D preparations for 
oral use as drugs. 

(a) Vitamin D is an essential nutrient 
for humans. It is widely recognized that 
vitamin D, when ingested daily in large 
amounts, is toxic. The U.S. Recommended 
Daily Allowance (U.S. RDA) for vitamin 
D is 400 International Units (lU). 

(b) In view of the toxicity of the exces¬ 
sive consumption of vitamin D. the Food 
and Drug Administration finds that, in 
order to protect the public health, oral 
preparations containing vitamin D in ex¬ 
cess of 400 lU per dosage unit or recom¬ 
mended daily intake are drugs subject to 
section 503(b)(1) of the Federal Food, 
Drug, and Cosmetic Act and shall be re¬ 
stricted to prescription sale. Such prod¬ 
ucts will be regarded as misbranded if at 
any time prior to dispensing the following 
conditions are not met: 

(1) The label bears the legend, “Cau¬ 
tion: Federal law prohibits dispensing 
without a prescription”; and 

(2) The labeling bears full disclosure 
information as required by 9 201.100(c) 
(i) of this chapter, and especially appro¬ 
priate warnings regarding vitamin D 
toxicity. 

(c) Preparations containing 400 or less 
ru of vitamin D per dosage unit will be 
regarded as misbranded if their recom¬ 
mended daily intake exceeds 400 lU. 

(d) Foods which are represented for 
use solely under medical supervision to 
meet nutritional requirements of persons 
with poor vitamin D absorption may con¬ 
tain vitamin D not in excess of 1000 lU 
per dosage unit or recommended daily 
intake. 
(Secs. 502(a). (f), and (j). 603(b), 701(a), 52 
Stat. 1060-1062. as amended. 1056; 21 U.S.C. 
352(a). (f). and (j), 353(b). 371(a)) 

Subpart C—Requirements for Drugs and 
Foods 

§ 250.201 Preparations for the treat¬ 
ment of pernicious anemia. 

(a) The ninth announcement of the 
Anti-anemia Preparations Adviscry 
Board of the United States Pharmaco¬ 
peia is concerned with the status of the 
treatment of pernicious anemia. It 
clearly presents the following facts: 

(1) The Sixteenth Revision of the 
Pharmacopeia of the United States, 
which became official on October 1, 1960, 
does not include preparations Intended 
for the treatment of permclous anemia 
by oral administration. 

(2) The UBP. unit for anti-anemia 
preparations no longer has any signifi¬ 
cance. 

<3) The UJ3.P. Anti-anemia Prepara¬ 
tions Advisory Board was disbanded. 

(b) On the basis of the scientific evi¬ 
dence and conclusions summarized in the 
statement of the n.SJP. Anti-anemia 
Preparations Advisory Board as wdl 
as pertinent informaticm frmn other 
sources, the Commissioner of Food and 
Drugs finds it is the consensus of well 
informed medical opinion that: 

(1) The parenteral administration of 
cyanocobalamln or vitamin Bu is gen¬ 
erally recognized as a fully effective 
treatment of pernicious anemia. Paren¬ 
teral cyanocobalamln preparations have 
not been and are not authorized for use 
except by or on the prescription of a 
duly licensed medical practitioner. 

(2) Some patients afflicted with per¬ 
nicious anemia do not respond to orally 
ingested products. There is no known 
way to predict which patients will fail 
to respond or will cease to respond to 
the treatment of pernicious anemia with 
orally ingested preparations. 

(3) The substitution of a possibly In¬ 
adequate treatment, such as the ingestion 
of oral preparations of vitamin Bu with 
Intrinsic factor concentrate. In place of 
parenteral vitamin Bu products for a dis¬ 
ease condition as serious as pernicious 
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anemia cannot be regarded as safe in aU 
eases. 

(4) The development of the classical 
symptoms of pniiiclous anemia that 
would cause a person to seek medical 
attention may in some cases be delayed 
by oral Ingestion of intrinsic factor. 
Pernicious anemia is a disease that Is 
associated, among other things, with a 
higher than normal incidence of cancer 
of the stomach and that for the safety 
of the patlait, requires continuous expert 
medical supervision. 

(5) With inadequate treatment there 
may be markedly deleterious effects on 
the nervous system. It Is well estab¬ 
lished that whereas the development of 
anemia is completely reversible with 
adequate treatment, the Involvement of 
the nervous system may not be com¬ 
pletely reversible and thus may result In 
permanoit damage. 

(6) Some hematologists prescribe oral 
preparations of vitamin Bu In the treat¬ 
ment of pemlclous-anemla patients. 

(7) Intrinsic factor and intrinsic fac¬ 
tor concentrate serve no known useful 
therapeutic or nutritive purpose except 
to the extent that they do Increase the 
gastrointestinal absorption of vitamin 
Bm in patients with a deficiency or ab¬ 
sence of Intrinsic factor, which may 
eventually lead to pernicious anemia. 
This conclusion does not imply to diag¬ 
nostic procedures using radioactive 
cyanocobalamin. 

(8) Medical expertise is required for 
the diagnosis as well as the management 
of pernicious anemia. 

(c) The Eleventh Edition of The 
National Formulary and its first Interim 
Revision include numograpbs for oral 
preparations of vitamin Bu with Intrinsic 
factor concentrate, establish a unit of 
vitamin Bu with Intrinsic factor con¬ 
centrate. and provide for a National 
Formulary Antl-anonla Preparations 
Advisory Board to assign the potency of 
such preparatlona This provides for the 
availability of such oral preparations, 
standardised within the meaning of the 
broad limits characterlstle of the evalu¬ 
ation of such preparatlona 

(d) Any (bug that is offered tor or 
purports to contain intrinsic factor or 
intrinsic factor ocoeentrate wlD be 
regarded as misbranded within the 
meaning of section 503(b) of the Fed¬ 
eral Food. Drug, and Cosmetic Act unless 
it is labeled with the legend **Cautlon— 
Federal law prohibits dispensing without 
prescrlptl(m.'* 
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(e) Any drug for oral Ingestlcn In¬ 
tended, represented, or advertised for 
the prevention or treatment of perni¬ 
cious anemia or which purports to con¬ 
tain any substance or mixture of sub¬ 
stances described in paragraph (d) of 
this section (other than diagnostic 
drugs containing radioactive cyanoo(>bal- 
amln) will be regarded as misbranded 
under sections 802 (f)(2) and (J) of the 
act unless Its labeling bears a statement 
to the effect that some patients afUcted 
with pmnlcious anemia may not respond 
to the orally Ingested product and that 
there Is no known way to predict which 
patients will respond or which patients 
may cease to respond to the orally In¬ 
gested products. Tbe labeling shall also 
bear a statement that periodic exam¬ 
inations and laboratory studies of per¬ 
nicious-anemia patients are essential 
and recommended. 

(f) Under section 409 of the Federal 
Food. Drug, and Coemetle Act, Intrinsic 
factor and Intrlnsle factor concentrate 
are regarded as food additives. No food 
additive regulation nor existing exten¬ 
sion of the effective date of sectlcm 409 
of the act authorises these additives In 
foods. Including foods for Q)ecial (Uetary 
uses. Any food containing added In¬ 
trlnsle factor or Intrlnsle factor con¬ 
centrate wUl be regarded as adulter¬ 
ated within the meaning of section 
402(a) (2) (C) of the act 

(g) Regulatory action may be Ini¬ 
tiated with respect to any article shipped 
within the Jurisdiction of the act con¬ 
trary to the provisions of this policy 
statement after the I80th day following 
publication of this statemoit In the 
PXOXBAL RHlSTXa. 

(Swa 40*. 80S, 80S. S9 Stat. 1061, 105S aa 
unandad: 68 Stat. 648. 72 Stat. 1784: SI 
UB.C. 343. 383, 383) 

§ 250.203 Statna of fluoridated water 
and foods prepared with fluoridated 
water. 

(a) The program for fluoridation of 
public water supplies recommended by 
the Department of Health, Education. 
and Welfare, through the Public Health 
Service, contemplates the controlled ad- 
dltlofl of fluorine at a level optimum for 
the prevention of dental carles. 

(b) Public water supplies do not onU- 
narlly come under the provisions of the 
Federal Food. Drug, and CX>smetlc Act 
Nevertheless, a substantial number of 
inquiries have been received concerning 

the status of such water under the provi¬ 
sions of the act and the status. In 
interstate commerce, of commercially 
prepared foods In which fluoridated 
water has been used. 

(c) The Department of Health, Edu¬ 
cation. and Welfare will regard water 
supplies containing fluorine, within the 
limitations recommended by the Public 
Health Service, as not actionable under 
the Federal Food. Drug, and Cosmetic 
Act. Similarly, commercially prepared 
foods within the Jurisdiction of the act. 
in which a fluoridated water supply has 
been used In the processing operation, 
will not be regarded as actionable under 
the Federal law because of the flourlne 
content of the water so used, unless the 
process Involves a signiflcant concentra¬ 
tion of fluorine from the water. In the 
latter instance the facts with respect to 
the particular case will be controlling. 
Subpart D—Requirements for Drugs and 

(kismetics 

§ 250.250 Hexachlorophene, as a com¬ 
ponent of drug and cosmetic prod¬ 
ucts. 

(a) Antibacterial component. Tbie 
use of hexachlorophene as an antibac¬ 
terial component In drug and coemetle 
products has expanded widely In recent 
years. It Is used In such products because 
of Its bacteriostatic action against gram¬ 
positive organisms, especially against 
strains of staphylococcus; however, 
hexachlorophene offers no protectlan 
against gram-negative Infections. Ih ad¬ 
dition the anUbacterlal activity depends 
largely on repeated use. A notice pub¬ 
lished In the FkDxaAL Raomn of April 4, 
1972 (37 FR 8775), Invited data on OTC 

IngredlentB, Indndtng 
hexachlorophene. for review by an OTC 
Drug Advisory Review Panel to be con¬ 
vened under the procedures set forth tn 
the Fbdssai. Raorsna of May 11, 1972 
(37 FR 9484). ITUs statement of pcdULcy 
will remain In effect unless and until 
replaced by a monograph resolthui from 
the OTC Drug Advisory Review PaneL 

(b) Adesrse effeett. Though eonaldered 
safe for numy years, recent Informatton 
has become available assoelatlng hexa¬ 
chlorophene with toxic effects. Including 
deaths. Studies have shown that toxic 
amounts of hexachlorophene can be ab¬ 
sorbed through the Skin'of humans, es¬ 
pecially the skin of premature babies or 
damaged skin. Human toxicity reports 
Include data on symptcxnatology, blood 

FEontAi seGimi, vol so, no. so—thubsoay, hasch 27, 1975 

o 



RULES AND REGULATIONS 14039 

tissue levels of hexachlorophene, and 
descriptions of neuropatholo^c lemons. 
Recent Infant deaths due to use of baby 
powder accidentally contaminated with 
6 percent hexachlorophene have oc¬ 
curred. The acciunulated evidence of 
toxicity Is suflQcient to require that con¬ 
tinued marketing of hexachlorophene 
containing products be carefully defined 
in order to protect consumers. 

(c) Prescription drugs. (1) Because of 
their potential for harmful effect, drugs 
containing hexachlorophene, other than 
as a preservative as described below, are 
not considered to have been shown to be 
safe and effective, are regarded as new 
drugs requiring aivroved new drug ap¬ 
plications, and would be misbranded for 
over-the-coimter distribution. In the In¬ 
terest of public health protection, hexa¬ 
chlorophene containing dnigs will be re¬ 
garded as misbranded and subject to 
regulatory proceedings unless the label 
bears the legend “Caution: Federal 
law prohibits dispensing without a pre¬ 
scription,” and the labeling on or within 
the package from which the drug Is to 
be dispensed bears adequate Information 
for Its safe and effective use by prac¬ 
titioners, in accord with § 201.100(c) of 
this chapter. 

(2) The Food and Drug Administra¬ 
tion recognizes that hexachlorophene is 
useful as a bacteriostatic skin cleanser. 
It fiuther concludes that the margin of 
safety is such that products containing 
hexachlorophene may appropriately be 
used wlUiln clearly delineated conditions 
of use. 

(3) In order for such drugs to bear 
adequate Information for safe add ef¬ 
fective use the following statements are 
representative of the type of labeling for 
products shown to be effective bacterio¬ 
static skin cleansers. Labeling for prod¬ 
ucts other than bacteriostatic skin 
cleansers will be determined through the 
new drug procedures based on the avail¬ 
able data. 

(1) In the labeling other than on the 
immediate container label. 

iNDICATIOIfS 

1. Bacteriostatic akin cleanser for surgical 
scrubbing or handwashing as part of patient 
care. 

a. For topical application to control an 
outbreak of gram-positive Infection where 
other Infection control procedures have been 
unsuccessful. Use only as long as necessary 
f(v Infection control. 

CONTSAINOICATIONS 

1. Not for use on burned or denuded skin 
or on mucous membranes. 

a. Not for routine prophylactic total body 
bathing. 

Washings 

Rinse thoroughly after use. Patients 
should be closely monitored and use should 
be Immediately discontinued at the first 
sign of any of the symptoms described below. 

HexachlMophene Is rapidly absorbed and 
may produce toxic blood levels when applied 
to skin lesions such as Ichthyosis congenita 
or the dermatitis of Letterer-Slwe’s syn¬ 
drome or other generalized dermatologic con¬ 
ditions. Application to bunu has also pro¬ 
duced neurotozlelty and death. 

Infants have developed dermatitis. Irri¬ 
tability, generalized clonic muscular contrac¬ 

tions and decerebrate rigidity foUowlng 
application of a 8 percent heza^orophene 
powder. Xzamlnatlon of brainstems of those 
infants revealed vacuolization like that which 
can be produced In newborn experimental 
animals following repeated tt^leal applica¬ 
tion of 3 percent hexachlorophene. Moreover, 
a study of histologic sections of premature 
Infants who died of unrelated causes has 
shown a positive correlation between hexa¬ 
chlorophene baths and lesions In White mat¬ 
ter of brains. 

(11) On the immediate container label 
prominently displayed and in bold print: 

“Special Warning: This compound may be 
toxic If used other than as directed. Rinse 
thoroughly after use. Monitor patients closely 
for toxicity symptoms.** 

(4) Marketing of products for the In¬ 
dications listed in paragrai^ (c)(3) of 
.this section may be continued if all the 
following conditions are met after the 
effectve date of this section (9-27-72): 

(1) The product is labeled with the 
prescription legend and adequate Infor¬ 
mation for safe and effective use as set 
forth in paragraph (c) (3) of this sec¬ 
tion. 

(U) Within 30 days, or by (10-27-72) 
the holder of an approved new drug ap¬ 
plication submits a supplement to pro¬ 
vide for the revised label and full dis¬ 
closure labeling. As the label and labtilng 
will have been put into use,* the supple¬ 
ment should be submitted under the pro¬ 
vision of § 314.8(d) of this chapter. 

(Ui) Within 30 days, or by (10-27-72) 
the holder of an approved new drug ap¬ 
plication submits a supplement to pro¬ 
vide for a revised formulation where 
appropriate to comply with this order. 

(iv) Within 90 days, or by (12-26-72) 
the holder of an approved new drug ap¬ 
plication submits a supplement contain¬ 
ing blood level data obtained from use 
of the drug as recommended, unless such 
information Is a part of the new drug 
application file. 

(▼) Within 90 days, or by (12-26-72), 
the manufacturer or distributor of such 
a drug for which a new drug approval Is 
not In effect submits a new di^ M>pll- 
cation in accord with $ 314.1 of the new 
drug regulations (21 CFR 314.1), includ¬ 
ing blood level data obtained from use of 
the drug as recommended. 

(5) Prescription drug products may 
contain hexachlorophene as part of an 
effective preservative system only imder 
the conditions and limitations provided 
for imder paragraph (d) of this section. 

(d) Over-the-counter (OTC) drugs. 
Over-the-counter drug products, other 
than those which In normal use may be 
applied to mucous membranes or which 
are intended to be used on mucous mem¬ 
branes, may contain hexat^orophene 
only as part of an effective preservative 
system, at a level that isno higher than 
necessary to achieve the intended pre¬ 
servative function, and in no event 
higher than 0.1 percent. Such use of 
hexachlorophene shall be limited to situ¬ 
ations where an alternative preservative 
has not yet been shown to be as effective 
or where adequate Integrity and stability 
data for the reformulated product are 
not yet available. This use of hexachloro¬ 
phene will not, by itself, require an ap¬ 

proved new drug application. Use of 
hexachlorophene as a preservative at a 
level higher than 0.1 percent Is regarded 
as a new drug use requiring an approved 
new drug application, which must be 
submitted within the time set out In 
paragraph (c) (4) of this section. 

(e) Cosmetics. Hexachlorophene may 
be'Used as a preservative In cosmetic 
products other than those whldi In 
normal use may be applied to mucous 
membranes or which are intended to be 
used on mucous membranes, at a level 
that is no higher than necessary to 
achieve the Intended presmvative func¬ 
tion. and In no event higher than 0.1 
percent. Such use of hexachlorophene 
shall be limited to situations where an 
alternative preservative has not yet been 
shown to be as effective or where ade¬ 
quate Integrity and stability data for the 
reformulated product are not yet avail¬ 
able. The component of a preservative 
system whether hexachlorophene or 
other antimicrobial agent, should be 
selected on the basis of the effect on the 
total microbial ecology of the product, 
not merely on gram-positive bacteria. - 

(1) Adequate safety data do not pres¬ 
ently exist to Justify adder use of hexa¬ 
chlorophene in cosmetics. 

(2) Antibacterial ingredients used as 
substitutes for hexachlorophene in cos¬ 
metic products, and finished cosmetic 
products containing such ingredients, 
shall be adequately tested for safety 
prior to marketing. Any such ingredient 
or product whose safety Is not adequately 
substantiated prior to marketing may be 
adulterated and will in any event be 
deemed misbranded unless It contains a 
conspicuous front panel statement that 
the product has not been adequately 
tested for safety and may be hazardous. 

(f) Content statement. All reference 
to hexachlorophene limit In this order 
is on a weight-in-welght (w/w) basis. 
Quantitative declaration of hexachloro¬ 
phene contrat on the labeling of the 
products, where required, shall be on a 
w/w basis. 

(g) Shipments of products. Shipmmta 
of products falling within the scope of 
paragraph (c). (d), or (e) of this section 
which are not in compliance with the 
guidelines stated herein shall be the 
subject of regulatory proceedings after 
the effective date of the final order. 

(h) Prior notices. This order preempts 
any conditions for marketing products 
set forth in the following prior notices. 

1. DESI No. 4749 (34 FR*15389, October 2, 
1969) , “Certain OTt) Drugs for Topical Dae.** 

2. DESI No. 2856 (35 FR 12423, August 4. 
1970) , “Certain Mouthwash and CHugle Prep- 
aratlons.“ 

3. DESI No. 8940 (36 FR 14510, August 6. 
1971) , “Topical Cream Containing Pyilla- 
mlne Maleate, Benzocalne, Hexachlorophene. 
and Cetrlmonlum Bromide.” 

4. DESI No. 6615 (36 FR 18022, Septem¬ 
ber 8.1971). *‘Deodorant/Antlpersplrant.” 

5. DESI No. 6270 (36 FR 23330, Decem¬ 
ber 8, 1971), “Certain Preparations Contain¬ 
ing Hexachlorophene”. 

(Secs. 201(n). 502 (a), (f), (J). 508(b). 605, 
601(a). 602 (a), (c). 701(a). 52 SUt. 1041, 
1050-55 as amended; 21 UJS.O. 821(n), 852 
(a), (f), (J), 853(b), 355, 861(a). 862 (a), 
(c). 3*fl(a)) 
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Subpart E—Special Packaging 
Requirantents 

§ 250.300 Nitroglycerin for human use; 

packaging and warning!. 

(a) Nltroi^ycerln preparatlans have 
kmg been used under medical supervision 
for the management of angina pectoris. 
The volatility of nltrogl3rcerln has been 
recogOlzed for many years, and conse¬ 
quently packaging requirements for 
preparations containing this drug pro¬ 
vide for storage In tight containers. 
When glass ctmtainers were used al¬ 
most exclusively this limited packaging 
reqidrement was probably adequate, even 
though no provisions were made to In¬ 
form the user that his filled prescription 
should be kept In a tight omtalner. The 
recent trend toward packaging contain¬ 
ers made of materials other than glass 
presents new problems because of the 
different properties of such materials. 
Recent Information, including labora¬ 
tory data, available to the Food and Drug 
Administration indicates that Improper 
packaging of the drug either before or 
after dispensing to the patient will likely 
result In a substantial loss of nitroglyc¬ 
erin. The Food and Drug Administra¬ 
tion’s studies indicate that commonly 
used plastic containers and certain kinds 
of strip packaging allow iq;>preclable 
evsqx>ratlon of nitrogdycerln from nitro- 
ih^cerln tablets. 

(b) The Commissioner views these 
findings as raising serious questions con¬ 
cerning the packaging practices for 
nitroglycerin preparations and their re- 
lationdilp to the potency characteristics 
of the drug at the time of dispensing and 
use by the patient. Stability studies with 
containers other than glass are needed 
before reasonable assurance can be made 
that packaging and storage In these con¬ 
tainers does not contribute to the loss 
of nitroglycerin In any dosage form. 

(c) The following packaging and 
labdlng is required for preparations con¬ 
taining nltro^cerln: 

(1) Preparations containing nitro¬ 
glycerin shall be packaged In tight (as 
defined In the United States Pharmaco¬ 
peia) glass containers with tightly fitting 
metal screw caps or In containers of 
materials at^roved by the Food and 
Drug Administration. No more than 100 
dosage units shall be packaged In any 
such container. 

(2) In addition to other required 
labeling information, the following shall 
be displayed oh the container in a 
prominent and conspicious manner: 

(I) A statement directed to the 
pharmacist that, the drug should be 
stored at controlled room temperature 
(as defined In the United States Phar¬ 
macopeia) and dispensed only in the 
original, unopened container. 

(II) A waxuing statement to the pa¬ 
tient as follows: “Warning. To prevent 
loss of potency, keep these tablets In the 
original container. CHose tightly Immedi¬ 
ately after each use.” 

(d) The holder of an iqDproved new 
drug application for a nitroglycerin 
preparation should either submit a sup¬ 
plement to his new-<hug application 
imder the provisions of S 314.8(d) of this 
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chiqDter to provide for use of ^ass con¬ 
tainers and labeling as described In this 
section or submit data or reference to 
data adequate to show that such changes 
are not necessary. The labeling and 
packaging requirements of this section 
must be met unless an approved supple¬ 
ment to a new-drug application provides 
for alternate packaging methods. 

(e) For containers other than glass, 
approval must be obtained from the Food 
and Drug Administration on the basis of 
data submitted by interested persons 
establishing its suitability for packaging 
of nitro^cerln. Upon review and ap¬ 
proval of alternate packaging this sec¬ 
tion will be amended to provide for such 
packaging. The data should be submitted 
to the Division of Cardiopulmonary 
Renal Drug Products (BD-110), Bureau 
of Drugs, Food and Drug Administration, 
5600 Fishers Lane, Rockville, MD 20852. 
Such data should be accompanied with 
a request that an exemption be made as 
provided for In this paragraph. Until ap¬ 
proval for containers other than glass Is 
given the Food and Drug Adminis¬ 
tration, such alternate containers are 
not considered suitable for the packag¬ 
ing of nitroglycerin preparations. 

(f) Any nitroglycerin drug prepara¬ 
tion which is shipp^ or dispensed within 
the jurisdiction of the act and cmitrary 
to the provisions of this section after its 
effective date will be the subject of regu¬ 
latory proceedings. 
(Sms. 601, 603, 606, 62 Stat. 1040-68 as 
amended, 1060 as amended by 70 Stat. 010 
and 73 Stat. 048; 21 UA.C. 351, 353, 356) 

PART 290—CONTROLLED DRUGS 
Subpart A—General Provisions 

Sec. 
290.5 Drugs; statement ot required 

warning. 
290.6 Spanish-language version of required 

warning. 
290.10 Definition of emergency situation. 

Subpart B pteservod] 

Subpart C—Requirements for Specific Controlled 
Drugs 

290.35 Methadone in the maintenance treat¬ 
ment of narcotic addicts. 

AuTHoaiTT: Sec. 701, 52 Stat. 1065-1066 as 
amended; 21 U.S.C. 371, unless otherwise 
noted. 

Subpart A—-General Provisions 

§ 290.5 Drugs; statement of required 

warning. 

The label of any drug listed as a “con¬ 
trolled substance” in schedule n, lU, 
or IV of the Federal Controlled Sub¬ 
stances Act shall, when dispensed to or 
for a patient, contain the following 
warning: “Caution; Federal law pro¬ 
hibits the transfer of this drug to any 
person other than the patient for whenn 
it was prescribed.” This statement is not 
requir^ to appear on the label of a 
controlled substance dispensed for use 
in clinical investigations which are 
"blind.” 

§ 290.6 Spunish-language veniion of re¬ 

quired warning. 

By direction of section 305(c) of 
the Federal Controlled Substances Act, 

S 290.5, promulgated imder sectimi 
503(b) of the Federal Food, Drug, and 
Cosmetic Act, requires the following 
warning on the label of certain drugs 
when dispensed to or for a patient: 
“Caution: Federal law prohibits the 
transfer of this drug to any person other 
than the patloit for whom It was pre¬ 
scribed.** The Spanish version of this Is: 
“Precaudon: La ley Federal prohlbe ei 
transferlr de esta droga a otra persona 
que no sea el padente para qulen fue 
recetada.** 
(Sees. 603, 608: 88 Stat. 864, 66 SUt. 648; 
21 UA.C. 862, 363) 

§ 290.10 Definition of emerg^cy situa¬ 

tion. 

For the purposes of authorizing an 
oral presorlptloQ of a controlled sub¬ 
stance listed In schedule n of the Fed¬ 
eral Contrdled Substances Act, the term 
“emergency situation** means those sit¬ 
uations In which the prescribing prac¬ 
titioner determines: 

(a) That Immediate administration of 
the controlled substance Is necessary, for 
proper treatment of the Intended Ulti¬ 
mate user; and 

(b) That no «ppim>rlate alternative 
treatment Is available, including admin¬ 
istration of a drug which Is not a con¬ 
trolled substance under schedule n of 
the Act, and 

(c) That It is ix>t reasonably possible 
for the prescribing practitioner to pro¬ 
vide a written prescription to be pre¬ 
sented to the person dispensing the 
substance, prior to the dispensing. 

Subpart B—[Reserved] 

Subpart C—Requirements for Specific 
Controlled Drugs 

§ 290.35 Methadone in the maintenance 

treatment of narcotic addicts. 

(a) The Food and Drug Administra¬ 
tion and the Drug Ekiforcement Ad¬ 
ministration recognize that the in¬ 
vestigational use of methadone requiring 
the prolonged maintenance of narcotic 
dependence as part of a total treatment 
effort has shown promise in the manage¬ 
ment and rehabilitation of selected ruu*- 
cotic addicts. It Is also recognized that a 
number of dangers and possible abuses 
may arise from such efforts If profes¬ 
sional services and controls are Inade- 
quatdy applied. It Is further felt that 
additional research Is urgently needed 
so that data may be accumulated which 
will permit sound determinations of 
safety, efficacy, and necessary procedural 
safegiuuxls. 

(b) Therefore; the Commissioner of 
Food and Drugs and the Director of the 
Drug Enforcement Administration, De¬ 
partment of Justice agree that Interested 
professionals, municipalities, and organi¬ 
zations should be allowed to conduct fur¬ 
ther research in this area within a frame- 
woiic of adequate controls designed to 
protect the individual patients and the 
community. To facilitate this purpose, 
the Food and Drug Administration and 
the Drug Enforcement Administration, 
Department of Justice have Jointly 
agreed upon acceptable criteria and 
guidelines which are set forth in pro- 
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posed 21 CFR 1319.505. In addition such 
other provisions of the Federal narcotic 
laws and regulations as are applicable 
must also be observed. 
(See. 600. 02 Stot. 1002-08. tm amended; 21 
nJS.C. 306) 

PART 299—DRUGS; OFFICIAL NAMES 
AND ESTABLISHED NAMES 
Subpert A—Oenerel Previslens 

Sec. 
200.3 Definitions and Interpretations. 
200.4 Established names for drugs. 
200.0 Drugs; compendial name. 

Subpsit B—Designated Names 

200ii0 Drugs; official names. 

Authositt: Secs. 600. 701(a). 62 Stat. 1066. 
76 Stat. 1780; 21 UB.O. 388, 371(a). unless 
otherwise noted. 

Subpart A—General Provisions 

§ 299.S Definitions and interpretations. 

(a) As used in this Part 299. “act” 
means the Federal Food. Drug, and Cos¬ 
metic Act. sections 201-902. 52 Stat. 1040 
(21 U.6.C. 321-392). with all amend¬ 
ments thereto. 

(b) The definitions and interpreta- 
timis contained in section 201 of the act 
shall be applicable to such terms when 
used in this Part 299. 

(c) The term “official name” means, 
with respect to a drug or ingredient 
thereof, the name designated in this Part 
299 under section 508 of the act as the 
official name. 
§ 299.4 Established names for drugs. 

(a) Section 508 of the Federal Food. 
Drug, and Cosmetic Act (added by the 
Kefauver-Harrls Drug Amendmente of 
1962; Public Law 87-781) authorises the 
Commissioner of Food and Drugs to 
designate an official name for any drug 
If he determines that such action Is nec¬ 
essary or desirable In the Interest of 
usefulness and simplicity. Section 503(e) 
of the act (as amended by said Drug 
Amendments) prescribes that the label¬ 
ing of a drug must bear Its established 
name. If there Is one. to the exclusion of 
any other nonproprietary name (exo^t 
the applicable systematic chemical name 
or the chemical formula) and. If the 
drug Is fabricated from two or more In¬ 
gredients. the established name of each 
active Ingredient. 

(b) The term “established name” is 
defined In section 502(e)(2) of the act 
as (1) an official name designated pur¬ 
suant to section 508 of the act; (2) If no 
such official name has been designated 
for the drug and the drug Is an article 
recognized In an official compendium, 
then the official title thereto! in such 
compendium; and (3) if neither para¬ 
graph (b) (1) nor (2) of this s^ion 
applies, then the common or usual name 
of the drug. 

(c) The Food and Dnig Administra¬ 
tion recognizes the skill and experience 
of the XJB. Adopted Names Council 
(USAN) In deriving names for drugs. 
The nJ3. Adopted Names Council Is a 
private organization sponsored by the 
American Medical Association, the 
United States Pharmacopeia, and the 

American Pharmaceutical Association, 
and has been engaged In the assignment 
of names to drugs since January 1964. 
The Council negotiates with manufac¬ 
turing firms In the selection of nempro- 
prletary names for drugs. 

(d) The Food and Ihrug Administra¬ 
tion cooperates with and Is represented 
on the USAN Council. In addition, the 
Food and Drug Administration Is In 
agreement with the “Ouldlng Principles 
foi^ Coining U.S. Adopted Names for 
Drugs,” published In New Drugs Evalu¬ 
ated ^ AMA. Council on Drugs. 1967 
edition, pages 556-561. and In U£. 
Adopted Names (USAN). Cumulative 
List, number 5.1961-1966, pages 100-105.* 
All applicants for new-dnig applications 
and sponsors for “Notice of Claimed In¬ 
vestigational Exemption for a New 
Drug” (INiys) are encouraged to con¬ 
tact the USAN Coimdl for assistance In 
selection of a simple and useful name 
for a new chemical entity. Approval of 
a new-drug application providing for the 
use of a new drug sutetance or a new 
antibiotic drug may be delayed If a simple 
and useful nonproprietary name does 
not exist for the substance and If one 
is not proposed in the application that 
meets the above-cited guidelines. Prior 
use of a name In the medical literature 

* Copies may be obtained from: U.S. Phar- 
macopelal Convention, Inc., 12601 Twlnbrook 
Parkway, Rockville, MD 20852. 

or otherwise will not commit the Food 
and Drug Administration to adopting 
such terminology as oflIelaL 
(Sees. 608(e). 606. 68 Stat. 1060. aa amended, 
76 Stot. 780. 790, 81 UA.C. 368(e). 366) 

§ 299.5 Drugs; compendial name. 

(a) The name by which a drug is des¬ 
ignated shall be clearly distinguishing 
and differentiating from any name rec¬ 
ognized in an official compendium unless 
such drug complies in identity with the 
identity prescribed in an official cenn- 
pendlum under such recognized name. 

(b) The term “drug defined in an 
official compendium” means a drug hav¬ 
ing the identity prescribed for a drug in 
an official compendliun. 

(c) A statement that a drug defined 
in an official compendium differs in 
strength, quality, or purity from the 
standard of strength, quality, or purity 
set forth for such drug in an official 
compendium shall show all the respects 
in which such drug so differs, and the 
extent of each such difference. 
(Sec. 601, 62 Stat. 1050, u amended; 21 
UA.O. 361) 

Subpart B—Designated Names 

§ 299.20 Drugs; official names. 

The following are designated official 
under section 508 of the act and are 
“established” names within the meaning 
of section 502(e) of the act: 

Offldslnaine Cbunlosl name or deaerlpUon Molennlar fatmnls 

AeeoUdine. 
Aoedansone_ 
Aoetyfeystelne.. 
Aerlsoreln. 
Acronlne... 

AdenoUne... 
Adlpheolne. 

Aklomldsu,. 
Alameeln... 

Alearonlum.. 
Aiwldtae_ 
Aletstone. 
AUobarblt^. 
AUopotlnoI... 

Alprenoktl. 
AmbophyUlne.. 
Ambuelde. 

Amllorlde. 
Aminacrtne.... 
Amphomyetn. 
AmpieUUn_ 

Amqulnate... 
Anlaotroplne.. 
Apaione. 

Aprotlnln. 

Arsnotln.. 

Arginine... 

Atolide_ 
Aiaperone.. 

Asarlbine.. 

Acaserlne. 
Atathloprlne. 
Bamethan.... 
BenatoUne... 

SQainueUdlnoI acetate (ester); 8 aeetoiyqnjnuclldlne.. 
4'4"'.8uIfonylbls(aeetanlUde]. 
A/'Aeetyl-Lcyetetne 
S.Aminoaeridlne, ».Aminoaenaine, tail wim 4-nexylresorctnol.. 
8,13-DUiydft>4-metbozy.8,S,l^rlmetbyl-7 H'pyrano(2,S.e]acridln- 

7-oae. 
•-Amino-0.SH0-i1boAirano8yl.9ff-parina..... 
3-(Dlethylamlno)etbyl dlphenylaoetate. 

%C hloro-4-nltrobenxamlde. 
An mtIbioUo sabstanoe derived from Triehodtm* elrids Per*. «z 

A^Ar-blallylnortoxIlerinliim; dlallylblsnortozlferln. 
1, i'-Hezamethy lenebls(6>(2.ethy Ibezy 1) blguanide]. .;_ 
18a,17-01hydrozypfsgn4.ene-3,2l>dlone.. 
S^Diallylbarbituric add.. 
lH-P3rrazolo{l,4-d]pyrlinl<^^.ol; 4-hyditnypyratolo (S,4^-pyT^- 

dine. 
l-(e-AllylpbenoKy)a-(lsopropTlamlno)>2-propanol. 
Theophylline, compound srltn 2.amlno-;^methyM-propanol... 
N>-Aiiyl^chloro-fl-((3.hydracy-2-butenyUdene)amino)ia-bensebedl- 

eulfonamlde; 2-aUybaIlamyl'S-chloro.4-siiUamyl-A7-(S.hydrozy-2- 
buteneylldene) aniline. 

A7'AmidlnoA,&-d lamlno.6< 

Bendazac. 

Ilamlno6chloropyrazlnecarbozamlde....... 
5- Amlnoacridlne... 
A substance produced by Strtptomteu eanu$. 
6- (D-2-Amlno-2-phenylaMtaniido)-I,Sdlmethyl-7.ozo-4-thla'l> 

ezableyokHA2.0]heptane-2carbozyUc told. 
Methyl 7'(dietbylamlno)-4-hydmy.<l-propyl-3.qulnoUneearbozylate. 
Troptne 2-propyIvelerate. 
S-(Ulmethylamtno)41-metbyl-2H;>ropyl-ltf.1>yrazolo{l,2.a][l,2,4] 

benzotrlazlne-l,8(2H)dlone. 
Am-Pro-Asp (tentatlve)-Pbe-HCys-Leu-QIu (tentatlve)-Pro-Pro- 

Tyr-Thr-OIy-Pro-HCys-Lys-Ala-Aiv-IIeu-Ileu-Aig-Tyr-Phe- 
Tyr-AspN-Ala-Lys-Ala-aiy-Leu-HCys-OluN-Thr-Phe-Val- 
Tyr-01y-01y-HCys-Arf-Ala-Ly^Am-AspN-AspN-Phe-Lys.8er- 
Ala-Olu-AspN-HCys-Het-Arg-Thr-HCys-Oly-Oly-Ala. 

S,6a,13,I3a-TetrahydroA.18-dlhydrozy-8H,16H-7a,lto.epldlthio- 
7/f,16/f-bisozeptno(3',4':4,5]pyrrolo(l,2-e:l',2'H4[pyrazlne-7,16- 
dione-Saoetate. 
6(+)-Arginlne.. 
Arterial graft composed of a section of bovine caroitd artery thai 

has been subjechHl to enzymatic dlgeetion with flcln and tanned 
with dialdehyde starch. 

2-Ainino-t'-(diethylamino).o-benzotoluidlde... 
4' Fiuoro-4-{4-(2-pyridyl)-6-piperazlnyl)butyrophenone; l[3-(4-fluoro* 

benzoyl)-propyn-4-(2-p>Tidyl)plporzaine. 
2A-D-Rlbofuranaayl-M-trlatine-?,S(2//,4H).dlone>2’,3'A'4rlaoetate; 

(2',3',6'-triaoetyl)-3.S*D-ribofuranoayl-a«4riazlne-(2//,4^HUoDe. 
Serine diazoaoetate (eater).... 
M^l'Metby 1-4-altromidazol A-yl)thio1parine.. 
aH (B uty laniiuo) methy 11-p-h y drozy Mnzy 1 alcohol.. 
2.((2-Methylbenzo{6]thien-8-yl)methyl]-24midazollna;2-metbyl.3- 

(-A2-lmidazoUnylmethyl)benzo(6Hblophene. 
((l-Benzrl-lH-lndazol.S-yl)ozy]a^ic add.. 

CiHiiNOi 
CmHmNiO^B 
CANOiS 
CmBi^ iCisHisO 
CmHmNOi _ 

CuHiiNiOi 
CwHaNOi 

or C^aNiOt 
CtHiCIN^ 

CMHaNiOt 
C«H«Nw 
CsH«0« 
CmHuNiO* 
C»H4N«0 
CiiHaNOi 
CrHiNiOaCAiNO 
ChHmCINiOiSi 

C«H(CINiO 
CuHitNt 

CmHuNiOiS 
CuHitNiOt 
CsHaNOt 
CnHmNiOi 

C«HiiNiOt8t 

CtHuNiOt 

CiiHaNiO 
CuHaFNiO 

CiiHnNiOi 

CtHiN>04 
CtHrNTOiS 
CitHnNOt 
CuHiiNiS 

CnH|4NiOi 
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Official name 

Benaalan. 
BenaetlnUde... 
Banzoetamine. 
Bentoziqaine.. 
BeUhlsUne.... 
Blalamicol_ 
Bbobrln. 

BlMKatln. 
Boldeoone.... 
Boteol. 
Boxldine. 
Bromatepam. 
Bromelalna .. 

Bromhazlne. 
Bnellaine— 
Bnerrlate_ 
Bunokd_ 

Batalbttal. 
Bateperailne— 

Bathlaitde. 

Calettooln.. 

Caldiun earbaapbln. 
CaadkhUn. 

Oaonoooe. 

Capreomydn— 
CapUmlne. 
Carbadox. 
Carbamafeptne. 
CarbemcilUn_ 

Carbooleral,.... 
Carbomer. 
Carpbenaiinc,. 

CaMnUnnol... 

CeUaburate_ 
CeUnlaae. 

Caphalaxln. 

Cepbaloclycln.. 

Cepbalorkline.. 

Capbalothln.... 

Cetalkoniom. 
Catopbenlool. 

CUopbadlaiioL.. 
ChlordanUdn... 
ChtorbKidlna... 
CblorlndaBol.... 
Chlonnadinone. 

ChlorpbaoMln. 
Cblorpbsitansiae. 
C h lorprothliena.. . 
ChlorthaUdone. ... 
Clnceetol. 
ClnnamedrlBa_ 

danaililDe. 
CtiMxata.... 
CiniMcaiM... 

Chemical name or description Molecular formula 

3>Dibnm»-^-0>-bn>mobeniyl) saUcylamMa.. 

M^aU^9j£sSSinmthraoenMKl(lH)-meUiylianiM 
S-QulnoUnol benzoate (ester); 8-benzoyl-osyqiiiMHno. 
2-n-(llsUiylamlno)rthyl)pyTldine... 
5l'>Dlaliylei,a'-bU(dietnyhimino)-ia.m'-bitolyl-4,4'-diol- 
l,l'-ToliaiiMthyIenebis(l,S,t,4-tetrahydro-8,7-dtanetboxyls»> 

oniDOllari. 

l^.or-lTa-iiwgi » a slby'l I'iitiinUTjl' 
ITB-HydrcKyaafiMta-LM 
l»Nor-17f|iwai I Mi-lT-ci^-- 

A oonoentrate sf pntsaiytle enzymes dsrlTod Am the pii^pple 

t,fD&omo-hr««yelobeiyl-Nat-methyltolueae-a, 2-dtamlne. 
1- <p4ert-Butylbeazyl)-4>(p-chloro«-pnenylbenzyl)-plperaslno.. 
Isobutyl 2<yanoacrylate.j... 
(^)-M»-««r<-Butylamlno)-MiydroKy|itopoKy|4,4-dlltydro-l(2»)- 

napbtbalenone. 
A-Ally l-MsobutylbMMtMlo acM^. . 
Hl<H8-(4-Methyl-l-|dp«aMnyl)propyUpbsr^lil«rti>»ylH- 
butanone. 

•Ohloroj,4-dlhydro-Wsobntyl-2H-W,4-Ae«aalbladlaalna-7- 
fqlfnghMnldffi l,l-dlQK|d6. 

Honncne from the thyroid gland, a polypeptide of molecular weight 
leas than 10,000. 

Calcium salicylate dlaoetate compound with urea.. 
An antiblotie substance detlTed from Streptomteu griscM Waksman 

and Henrkl. 
17-Hydtxxy->-OBO-17c>-pragna-4,d4liane-21.carboiylic add gamma* 

lanLnia; i7a-(2-oaiboiyeUiyl)-17d-bydiaKy and roeta-t,0<ilen-S-oae 
iMtODO. 

An antiblotie substance deriyed from Streptomfcet etprtohu. 
2- (Dlmethylamlno)ethanethlol; N-(2-mereaptoethyl)dlmethy1aBtBO. 
lf^yI-^^aino^lnylmetbylene)carbasate-hn,N*-dlozide.„. 
SH-Dibens(6 Jlwsepine-fr«arbozamlde... 
fy-(2-Carboxy-k,»diinethyl-7-oxo-«-thU-l aaaKsyilsn 1 gj bsiif (I 

yl)-»f>benylmalonamle add; 6-(2<iarbaP:»|iAsBylaBSlaaBliln)- 
i>dlmethyl-7-oxo-4-tbla-l-asablcy< lupTj|bsg<aiis 1 nailwayUe 
add. 

Bthyl (tA»«deliloro-l-hTdroxTethyl)a«bainaU. 
A potoaMrofaorylieaddcroasUnkedwWhallylai 
HMHWH>-Hydi ■Hydroxyethyl)-l-plpeiadiyBptopyDplisiisfhlailn 1 

.jaaoe. _ 
miztore of the antliranol glycosides dariyed froen Cat- 

OGOiikMD MitetD botynito... 
A ooooeotrate of eellolose-spUttlng enzymes deriyed from Aeprryfl- 

lat niger and other sources. 
»-7-(3-Amlno-2i>henylacetamldo) -3-metbyl-g-oio-d-thla*l-aiablcyclo 

M.2.<|i|oct-2-ene-2«arbozyllc add. 
y-(i>-S.AmlnO'2-pbenylaieetamldo)-d-(bydrDzymethyl)-g-oxo*S- 

Uila-l-asablcyclol4.2A]oct-2«ne-2^rooxylic add, acetate. 
14(2Carbozy-«-oxo-7-(2-(2-thienyl)aoetamido]-«-thla-l-asabicyclo* 

|4.2JAoct-2-en-3-yllmeftyl]pyiidininm hydroxide, inner salt. 
»(HydioxTOeUiyl)-g-oxo-7-{2K*-tblenyl)aiBetamldo>6-thla-l- 

aBablcydol4.2.0]oct-2-ene-2-earboxyllc acid, acetate. 
Beosylbexadecyldlmethytammonlnm ton.. 
»itrss>>r-{]>-Aoetyl-d-bydioxy*at-(hydrozymolh]'l)|ihaaolhvQ4C^ 

dlciilonMioDt4mld6. 
a-CbioetwHKdlmetliyliBil nolethynbenahydroL... 
•-(l-Btbylpentyl)->-(nkUoraBotbyl)tlito]nydnBtaln.. 
l4'-HeKamethylenetfiKy-ehlerophanyl)Mguaddij.. 
7-Chloro-t-lndanol........... 
>-Chloro-17-bydroiypidWa ijl Alins t,ffi iWsns; »-cbloro4-debydro- 

17wbydn>xypr mid—i. 
A4wCluor«4>benox] rH^lpfcpmAlnl.. 
4>Cbior»«iirKllmea«||lNnaaiylaalBa.. 
AChlMo-fOr-dimaOdiaidsaiMhaM AaympylaBdBS.. 
»Chloco-6-(l-hydrqayA oio I IwInAillnyl) baiiamMlAjiiamiis- 
l».Nor-l7ct-pregn*6mibya-17<al; ITysHiynyl I sitian47-ol. 
■■(HCtnnamyliniiiAylmlaa) slAy^iiityl aleahol; KAr-dnnunyl* 

metbylamlnol-l-gkMVtoaiiaMl. 
l.Ctnnamyl-4-dlpbiMlMatliylAlpdMlaa... 
A-Kthoxyetbyl p-maONgyaimmla. 
g-fl-Cinnamyl-t-pipeUfl) AjAiMlglotattialds; l-dnnamyl-4-(2,e- 

dtoio^-pbanyl-H^iiMyOAlAinimii 

CuHmBhNOi 
C^nNtOi 
Ci,H,iN 
ChHiiNOi 
CiHiiNi 
CmHmNiOi 
CiiHmNiO^ 

CaHuNOi 
CnHnOi 
C»HbO 
CmHwFiNO 
CiiHieBrNiO 

CuHnBnNt 
Ci^ClNi 
CiH^Oi 
CitHmNOi 

CiiHiiNiOt 
CmHuNiOS 

CiiHuClNiOeSi 

CuHi<CaOi.CH4NtO 

CnHwO, 

CtHiiNS 
CiiHmN40« 
CiiHi^iO 
CirHiiNiOeS 

CeHiCliNOi 

Ct^NiOjs' 

C|4niTNl048 
CiiHiiNiOeS 

Ci»HuNi048t 
CiiHiiNiOiSi 

CiiH4»N*’ 
CuHuC1iN04 

CbHmCINO 
CiiHirCliNfOiS 
CnHwCbNit 
CtHtClO 
CaH^lOa 

CtHuClOi 
CnHmCIN 
CiiHiiClNS 
C14H11CIN1O48 

CmHuO 
CieHnNO 

CmHmNi 
C14HUO4 
CsHnNiOt 
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OfltaUlname Cbemtel imme or doeriptton Motocolor fannolo 

ClntetoM....__ 
Clrolomycln.. 

CiieloinlpheiM. 
Cltonomldt.... 
ClemaiUne. 

CUndamydn. 

CUoxanlde. 

Olodmioa_ 
Clolulmlne. 

Cloftbrato. 
Cloflnoorban.... 
ClOffMtOM. 
Clomacran. 
ClomccMtone... 
Clomi^oao. 
ClonaMpom_ 
CionldliM. 
Clonlnra.. 
Clonixln... 
Cloptdol. 
Chlorauplo add. 

Clomolona.. 

ClortannIiM... 
CloairainliML.. 

CloiadUln. 

CkMaptna— 
Colflttipol.... 
Coayn tropin. 

Cromdyn.... 

Crofomata... 
CyeiadUln.... 

Cyclocoanil. 
Cyolopbtnaslna. 

Cydopanthiaiida. 

Cyclothlaalda.... 

Cyproqmnato.... 

Cyproibntda.. 
Cytarablna- 
Daettnomydn. 
Danaaol. 

Daooqolnata... 
Ddaroxamlna. 

Dadpramlna. 
Daxlyaoalna.. 

Daxpantbanol. 
Datran 40.... 

Dlamoealna, 
Diapunlda 
Diatrifoio 
Dlasapam 

2-Paatyl-0-pbanyHH-pyraiolo(l,2a] dnnoUno-l,S(2H)-dlona. 
An antibiotic subatanoe darlTed (nra fitraptoaiyeM btlbu Tar. 

ctroUrotU var. noM. 
34^2-Cblon>-cit-l,2-dipbanylTlnyl)pb«noxy]-trtethylamlna... 
8H-Dibenadattf]cyclobaptene-0-oarboiamide... 
(+)-243HP-Cluon>«4netbyl-a-pbanylbansyl)<ay]athyl]-l^oUiyl- 

pyTToUdlne. 
Methyl 7(S)-cblon)-0,7A-tridaoiy^i-<raiu-(l-matbyl-4-propyl-t-a- 

P7rroUdinecarboiamido)>l-tbk>-L-<4rao-«ri>«alacto^topyranaatde; 
7(/n'ChIoio-7-deoxylinoomydn. 

4'-Chlon>4,VdllodoMUcyiiuiilide acetate; 3«oetosy-4'-cb]on>-S,5> 
dilodobenaanilide. 

fr<lblon>-l-{>-(diinethylamino)propyl]-<-^enyl-2-benaimidaaoUnone. 
HP-Chk>roanillno)-l(Kp«hl^pbenyl)-^U>-dihydro-3-(laopropyU* 

minolphenaalne. ^ 
Ethyl HP-cblorophenoxy)-2-methylptpplonate.. 
4,4'*bichloro4-(triflaoroniethyi)earb^bde.. 
(K^hlon>-ld.l7-dlbydiozypr«(na-4,S-dlen-aiH>ne. 
2<;hloro-0^s-(dimetbylraino)*propyl] acrldan. 
0-Chloro-17'bydn>xy*10a-methyIpregna-4A-diene-3,20-dlone. 
2-{fK3-CblorD-l,^phenylTlnyl)phenon]-trletbylanilne. 
6- (o-Chloropbenyl)-lA-diby(^7-nitro-ZH-l,4-beiuMdiace^-^oiie- 
2-(^0-Dlduoroai>lltno)-Minidaaoline... 
2A-Dihydroiypropyl ^»-chloro-o-toiiildlno)nicotinate.... 
2-(S-CbIoro-o-tolaidlno)niooUnlc add... 
»Dteh]oro-2A-diniethyI-4*pyrldlnol... 
7- Chk>ro-2,8-dihydro-3,2<Ubydroxy-Ai>henyl-LH-l,4-benaodiaao* 

pine-O^arboryile add. 
0-Chloro-3«Tclobexyl-S-oxo-6-iaoindolln»«aUonainide; S-ehloro-3- 

eyolobeayl-l-oxo-O-snlldnoyUsoindoUne. 
o-Cbloro-a.aHlimetbylpbenetbylamlne...— 
8- Chkf^lH2-(dimethyiamlno)athyl]-0,ll-dlbydrodH-benxo(AO]- 

eyelobepta(l.M]P7rtdine. 
0-(S-(o-Cb]oropbenyl)-o-metbyl-4Hsozaaoleoarbozainido]-S,8-di- 

metbyl-7-oxo-4^ia-I-aaabi^clo(3.3.0lbeptane-3-ciabo^lie add. 

Ser-Ti^-Ser-Met-aiu-Hia-Phe-Aii-TTy-aiy-^ 
.:<ya-I^-Ari-Aii-Pro-Val-Ly8-VaI-Tyr-Pn>-OH. 

5,S'-H(3>HydrDZ7trbnethylene)dlozTlbls(4-oao-4if-l-banaopyran> 
>«arbozyIate1; l,>4>is(lcarbozyehronion<&-ylozy)-3d)ydroxy- 

A^t-Sw^l-aohkMoplMiijrl natbyl methylpboaphomrtlata.. 
6-(l-Amiiii»yclohaiHBawhOMnildo)-a.a-dlmethyl-7-aM 4 ♦hla I- 

aaablcyclo(».a.Opiaprana 1 aarboiyUc aeid. 
4A-Diainino-lKP«UiMiMayl)-l,2-dihydrD-2,)-dimetbfyi*e4rteaine.. 
llH>-<4<lyo^propyl-l-marMlnyi) propyU-^WfluoraAdhyl) 

^nothlaalne; l(HH*<9w>Propylpipetaaino)-pn>pra-*’ 
trifluoremethylpiianotblMlni 

e-Chl<ir»»-(eycfopiiitjlBaathyl)-».4-dlhydro-2Hrl,2,44>enaothiar 
diaalnt-*-ni'f"f*iiiiildt 1 J^oalde. 

»'Chloro4.4-dlhydn)»(I nert>emen-2-yl)-2H-l,2,4-bentothlailirine- 

Ethyl 6,7-bia(ey^piopylmetbozy)-4-hydrosy4HialnoUnecar- 

l(p^{jimptrenyl)-l,2«ydopropanedioarboatinlda.. 
l-Arablnofarano^leytaclna.. 
Aottnomydn D.........._____......_....._.... 

penta(73l-phenaPthiot>>(flBy»a«ei-I»ol. 
Ethyl 0-(decyloay)-7-eaii«y fliydiwr^ 
^HHHi^‘'^^>>b>*Vwtyl)lurdntqre4!bainoyi 

S4(^^-bydrozyMetMigikb)| 
aoid. 

lOLll'Dfhydro-MHniethylamlnolpropyU'UMIbenaitJlaaepine.— 
(•fH*Mathyl-2',«'-pipeoolozyUdide; (+H>M’>inethylplpeo(dic add 

IMtanetaylanillde. 
D(+)-8.4-l>lbyd 
A polyaaoeharic 

40,000; ptodui 

CiAiNiOi 

CnHaClNO 
CiiHiiNO 
CnHuClNO 

CitHoClNiOiS 

CuHiiCUiNOa 

CtiHaClNiO 
CaHaCltN« 

CiiHuClOt 
CuHtCliFiNiO 
CaHaClOt 
CiiHnClNi 
CoHaClOi 
CmHjK^INO 
CuHmCINiOi 
CiHfCUNi 
CiSitCINiOi 
CuHtiClNiOi 
CTHrCltNO 
CmHmCINiOi 

CitHirClNtOtS 

CttHMClN 
CuHaClNi 

CitHuClNiOiS 

CuHifClNi 

CmHnOu 

CiiHnClNOtP 
CuHaNiOiS 

CuHmCINi 
CaH»PtNi8 

CiiHnC1NiO«Bi 

Ci4Hi«C1NiO«8i 

CaHaNOi 

CtiHiClNOi 
CyHilNlOt 
CmHwNiiOm 
CaHaNOi 

CmHmNOi 
CaH«N«Oi 

CiiHaNt 
CuHaNiO 

CtHuNOi 

H»AaiUiioothyl)-4-{3-<dlethylaniino)athoKy)-4-pbenylpipafldlM- 
4-ChloR>>Mmatbyl'3-(niethylsallamoyl) benaamide. 
i.S-Dlaeetainldo-2.4A-trllodobenaoie add. 
T-Ohloio-l.»dihy<lro-l-niethyl-8-phaayl-2H-l,4 hanaiMHaaeiitn I ana . 

CiiHffNiO 
CtHiiClNiOiS; 
CiiHiliNiO* 
CmHuCINiO 

/ 
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Obamtel name or daoeription 

CiiHfBriNOi 
CmHitCIiNiOiS O'l^DlbromosaUcTlanlUde. DllmniMlan. 

DteloxMilUn. 
O'.iKUiDianKMkiicywuiuuB....-s'fvi"' 

CaHoFtNi 

CbHnFiO# 

Cii’HiiFiNOtS 
CvHmFiOt 

CmHmNi 
CaHnOi 
C14H11O4 
CaHaNO 
Ct4H«iNi04 

C (Hi4NtNs048 HtU 
CaH4{NO 
CiHiiNOt 
CMHaNtOi 
CiiHnNO 
CaHaNtOi 

CtiHiiFNtOi 

CflHaOi 
CtiHaOt 
CaHaNO 
CMHitClt04 
CiiHmNiOi 
CiiHitNOi 
CiHitNtS 
CitHiiNiOi 

CtHiiNOi 
C14H14N4O , 
CaHaOi 
CaHaO 
CiHiOtPi 
CaHaNOi 
CaHaNiOi 
CaHaClNO 
CiiHaNiO 
CiiHaNiOi 

CtHiiClNOi 
CiiHaOi 

CaHaNiO 
CuHiCIiOiS 
(CtHtFeOT).K^i 

DlflnanliM. 

<a>P>flnoti»4IMI-dfliydroiy-Ma amiulpruiMi 
' dtoiH. 

6ar^Mfao«o-iV,i7^-Whydii)i|pwf»M dlmo iMmu 
lyaKntTTftto. ^ 

l»^S^-«u-methyH7Kl<iii»CTByl)inaww < on^oiia. 
^iy-raKyJreity-4-moOwtybiMopjwnoiw.. 

4|M>4|alnw1tetrMth«nol. ^ ^ ^ ^ . 
Sodinm (■BttpyTlnylmHhylMilDo)inaaMniwiU(>wU hydrate. 

DtflmnldoiML.. 
Dmapndnate. 

DlmeUitndane.. 
Dbnethbterona. 
Dlwyhaaaoae.. 
DlpMoidol- 
DlpyiMamoto.. 

DtpyioM. 

Hl-(»-^Woon>benaoyl)prepF04,»,M->atra 
hanamitilatollnoiie. 

ia.iaaJiatiia-i.s-dl»na l,» dtana. 
MiathoaytitTal.8,5.(l«>-miiia Ma.l7«Fdlol. 
ptW^Mathoiy 0 aaa t> aar I7ajiafiiarl 
Bp-Ha^netlijiai.ialii|jj>nPl*!tew 

thytemdUariMHi(l-lNilaiial)_. 
ylyaninaniMa.. 
itoonlootliiaaMa—. 

Bthyl4-<l.S.S.4-tetralqr*<a4-aapMhfVL iaiM 
l-(l^i4Miiriiydr»4-«aJ>ttiyl) ■ aftaiy 

Dropaddol. 

Dydrocaaterona. 
SpiiMBtrot_ 
Katiastnol. 
Ethacrynle acid. 
BthamMtoI- 
EthamlTan- 
EthtoDunlde. 

rlamlno)! FantndoM. 
Fanalamlde. 

»-Et^SS^yl^8SS^TSottB«ii««rSB^i 
»«tB]M-phenyl-4^90loheiwNaartHiunn acid. 

jyKl^Sanathyl-4-plpartd^propteiiMiulda. 
2. r>TlitebM4-chlotoolMMlJ. 
F^toM^n oomplM^Mpaaiid with potesrium (2: 
2-Pboiioxyetbyl l-<S-ayaaa4>dlpitenylpropyl)-4-pbM 

otsto. 
a,5,7,#.ll,U.18,36,27-Nonahydroxy-2-{l-hydroiyhaxyl)- 

16,lMO,22,a4^taooiapMitaaDOle add f.274actone. 
2-PlparldlnoeUiyl *Hneu»yl-4-oio-a-ph«nyl-4H-’ 

earb^Iate. 
y-Daoiy-Wlooroiirtdlna^. . 
2.^TrUlaaro-l-inathyl^^ 2«yanoaarylate.. 

#-Metboxy-iV^etiiyHaKMIaan^^ 
4*-Fhior«»4-hydroar»lii|>liaiuh]M taiiyUc ^d 
6a^^ooro-im.n^-Whyw«y Mp lathyli 

I Vte-llBarapItePyD-frnItwaiildaaote-l-athanol. 

Faoetonine. 
Faoaatnl-. 

Fantenyl 
Fanticlar. 

CaHaOii 

CaHaN04 

OtHiiFNtOi 
CtH4F>NOi 
C4H4FN40 
CiiHmFiNO 
CiiHiiF04 
CaHi^iOi 

CuHiiFNiOt 
CaHaFiOi 

CaHaFiOr 

CaHaF04 

CaHaClFNiO 

C4H4F40 
C4H4F1O 
Ci4HiFiNOi8 
CttHaNiOiSi 

CtHrCUNOiT 
CuHuCINtOiB 
CuHuBr^Oi 

Flnnldaioto.. 
Fhioetoolone. •l,4-dira«-S,20- 

•J>n&MmSA^ri'7S4oteai^dtfiypnKiiarl,4-di«i»4,20- 
••■ar«F<SalSU7-aoatdwlth aoatena, 21-aeatet^ 

tirfipotyilE, 17«,21-trlhydiwiypiitPa-7,«-dteiia-».20-dlope; So- 

7-Chloi«-14H41at^iainlno)athyl]-8-(o-flnon>phanyI)-l,MUiydn>- 
SI^4-l>onaodlaaapin-2«iM. 

FlupradniaoloDe. 

Fhuaiapam..... 

Florothyl.. lyDetbar. 
Florozene. 

amida. 
Dimethyl »,8,«-tr*ehkiro-2i?yrldyl phoephate... 
4-Chlow>-jy-7urfiiry-franlfainoylanthrantUc add---- 
S,6-Dlbit)ino-^-(tetrahydta(iirfuryl)iaUcylaiiiide; S^dibromoaali 

N-tetiahydrafiiiftuyiainlde. 
An antiblotlo subatanoe deilyed from iikromimmptra fiufjmrt*, 

nonapadlle. 

Flntlazln 

Omtemldn 
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OffldalnanM 

Oknacoo*.. 

OlOOOHUniM..-. 
Olyborida--- 

Oljreopymriato. 

OoanaAUn*.. 
Oaanadral.. 
Halopertdol- 

HalqalnoUi. 

HetMlUln. 

HMafloaraaiam.. 
HoquitU. 

Hydrazooobalaiiiin.... 

Hydrosyurw... 
Iboproiia... 
letMoI   ...... 
Idozaridlna...- 
Indomethaeln- 
Indrillne. • 
Inoaltol nlMiiiaU..... 
looaUmto 

lomathln 113S. 

lonwthin 1UL.. 

lopydcd... 
lopydone. 
lothalaiiile add. 
IpronIdMois— 
Iron nrUtfis..— 

boetbarliM- 
Ifomylsmine— 
rihfnrfl** 

KaUmiiM.... 
Kdboxd. 
KetlpnmlM- 

Kltaaunydh. 

LeTamfetamiiM... 
Lerodop*-- 
LInoomyein- 

Uotilz. 

Chamloal nuns or dcacripUon 

LiietnthoiM_. 
Lydimydn... 
Lyprwstn.... 
Mfenlde- 
Ifo^drato... 
MeboUmoU.. 

Meerylato_ 
MedMopom- 
ModryMM_ 
llohnunlc Mid. 
Meionom. 
Mefaiomldo.... 
MeUtrMaa. 

S-HydniKy-l,l-4UiaattaylpyTroUdlntam bromlda a-eyck>p«ntyl- 

t»-(M-DUiyd«>4-moUiyl-l(2H)-pyridyl)ethyl)piMitiHno.. 
U,4%leHMPtroi(4.qdM3-yliiMthyl)gui^d^.---- -. 
4- (Hp-Chloiroph«oyl)-4-hydiroiiyplp»ridlnol-<^-fluocobatyro- 

phMODO- 
|u^Mablon>4-qalnoltnol, l^loithft-qolnoUnoly and 7 ehlorcHS- 

qnlDaltiiol In proportlooa raBoltiDg naturally from chlorlnalioD of 
of i fluln^liinr 

•^X^0tmtUi-44KO-H>benyl-l-lmidMoUdtnyI) -3,8-dlnMthyl-7-oxo- 
4-tbl»-l-Mayloyelo(SJ.0)b«pUn»4««rbo>yUe Mid. 

TlMMMihirlonfini itt flnnmnTlrtimnthyUmnuTfilTunl ion.......- 
5- HydroKy-S-bk^jiylpropyl 4-(>,7-dlin«tho«y-4-qolna»oMnyl>-l- 

nuMmalnaflBriMKylata* 
CoSuMnldo hydroKida pbosphote, S'-wt«r with S.ft-dlmethylii-ar- 
B^ibBftifMiooyDniMimldMob, inner aolt. 

^Snbo^lydrMMiiiito '2(^tooi«tyi]^6nyi)pro^onic add. 
tIm ^tnm aalt of a niUonatea dariTauTO of bituminous slata. 

Lithium oarbocata. .. 
L^ofunsln--— 

Lorasepam— 

A'^-PimathyH-p^ylliidsni 1-athylamina. 
SMS Inadtol baianiootiailla.. 
^Aeatyl-/f-»aaino-3/ ' 

♦^DimaSylMmlno)pr^l^unS5^7jodo^/-^ilno^ 

i m (niMtlijlauilnniprnri11«n»<niTl T ItTt **'"I"*-"***** 

Ifalplialaa— 

1- (UDihydfMyprap^4>4IM»4(m)-pyfldflBa.- 

. 
A^hSffSaSMsSSawarsM^Mofyvatotj^^ 

Mdottrte add. BtafaiUsedvMdMtrln and sorbitol. 
J,4-Dlhydroiy-aKl-{lsopft)pflamlno)pfopyl)baoiyl alcohol. 
2- (Dlethylamlno)athyl l-isopaiitytojslobasanacarbaisyUta.. 
An antttiotle suhotanoo darisad from StrrpfamyoM Utn»$ki*n$i$ 

ftraln# tela* 
(:^.}.<o-Chlorophonyl)-3-(methylaiiiino)eyclohaxanona._. 
S.KUiOKy-l,l-dlhydToiy-^butan«a. ..-. 
A(>-(Dlmathylamlno)propyll5,li'dihydto-MKHllbsiii|>ifl-aasgiB- 

lIMxia. 
An antiblotie suhstanoa obtalnad from enltoras of SIrrptomvees 

SiCasaioMsif. 
(-l-o-Matliylpbanathylamina. 

mathyl AMklao*y-*-(l-mothyl.troiM-4-propyl-i.-2-pyTorlidlna- 
oarbosamtdo)-14hio-i>-orythn>«-i>-galado-oetwyTanosido. 

A mixtura of; Sodium liothyronina (sodium L-AriMrllod^yro- 
nlna) and sodium lorothyroslna (sodium l-3A'M “faffdodo 
thyitnlna). 

Llthlnm earbonato..—•—-v.v—V"L'— 
An antiblotie substanoa darlTad from SfrvptomyoM lomoadmsis 

Ttf* lamantenaff • 
7-Cliloro^a-ehlorophonyl)-l. »41hydro4-hydrory-2H-l. 4-bansodi- 

inSSlSdhySmlnolathylJaaUBaHflMttolUdotaiithM^aiia. 
An wUblotlesabatanea daitradfrm 8tr«iXamyee«lfdiew.... 

Molaeolar lonnala 

CiHi«N<OSi 

CtHuNOi 
CaHaClNiOiS 

CnHaBrNOi 

C«HuNi 
CnHuBiOi 
CaHaClFNOi 

CiHiCIiNO and 
C^iClNO 

CaHaOtS 

CaHaNi** 
CnHaN.O( 

CaHaCoNuOiiP 

CH^iOi 
CuHiiOt 

C:«HiilNiOi 
CaHuClNOi 
CaHnN 
C4iHaNiOu 
CbHuNiOi 
CuHuItNt04 
Ci4HiiINi (in which 

the iodine atom is 
“D. 

OmHiiINi (in which 
tba iodina atom Is 
•n. 

CiHtliNOi 
CiHOiNO 
CiiHiIiNiOi 
CtBiiNiOi 

CuHaNOi 
CuHmNOi 

Ci^uClNO 

CaHaNiO 

CaaBM-aNOu-u 

C!«HaN 
CiHuNO. 
CiiHmNiO*8 

Ci^iiIiNNaOiand 
C^uLNNaO- 
XHiO 

LbCOt 

S-Lysina va 

sse4>utyl-l A^NropaasoAol dkactaamata. 
itelhvi 2<yiAoncrTlnli«ww*--«**--••••-•‘••••••--••**************' 
7-ChMro-2^Hl^yi^LiMty^H*>^^j|^- 4-ban«Hllasaplns 

ylyi) anthranSeMlS. .T!t. . 

dlmathyiamlnlprop 
thnoono. 

i,^p(Bls(2 ddSMStfryOsMfrmihsnyll alanhia. 

CuHaCliNiOt 

CaHaNiOS 

CaHuNiiOiiSi 
CtHuNiOiS 
AliHi4MgOir2HiO 
Ci*HaNiO« 

CiHiNOi 
CaHaClNi 
CaHaOi 
CiiHaNOi 
CuHitClN 
CuHaNtO 
CnHaN 

CaHwC 1|N iOi 
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Motocnlar formula Official nama Cbemloal name or doacription 

!,4-Dlhydro-l-l(p — -tln-.icynhencr 

yl-siihcnyitvil—ii 
-_zuethyiprcgni 
8-Mcthyl-3-qniiwK^(nematliMor 1, 
l(H2<l^?feMiyl-2-iipfirIdyl)a“ .:_ . _ 
5- r'cthoiy-lP-nor-iTis-pregiia-l.S, 6(10)-trlen-2t)-yr.-17-<il.___ 
2'-Hydroiy-8'-[I-bydroEy-2-{(|vn5etho*yphor.othyl)aTnlno}propyll 

niethri"flfiilfonrtnlU<lo. 
8.6-DibfoinoBaUcylanii><ie .. 
4Ml-IIydro*y-2-(inathylar-' 
6- {8t^Ayl>ozy)matbyi]-2-oi 
1.1- Dlmathylbisunnide__ 
HDimaUiylaiiiino)-i,4,4(i^,5ft,3,ll,13R'OctiJ.ydro-3,6,10,12,12>«-i>^nta- 

hyd3T>zy-d-ineUmylona-i,ll'di^t>-2-rapbthacenecarboxaivld«; 
e-dsoiy t ■*“inathyl-d-inethylei;o8-osytctracycUne. 

1- Methyf-6-(l-matliyle!lyl)-2,(P<lithiol>lur<n ........ ............... 
2- ^ethyl-8-o4olyl-4<S//)-<iuiniiioUnone................. 
1 •&ieihyl-8-(thioTvithan-V>yiiiiothyl) piperidine- 
2.2- Dichloro-l,i-<Ufluor<>“'hyl methyl ether_____ 

.otine. lUiroUne. CitHitNOi 
CmHoOi 
CiiHnNiOi 
CaHnOi 
CnHwNiOi 
CuHmNiOSi 
CoHnOi 
CiiHaNtOtS 

CuHiBriNOi 
CiiHuNiOtS 
CuHuNOi 
CtHiiNt 
CaHaNiOi 

6KS-Cycloha;ylcctyl)-3-hya 
6-etLyl-3-iaettiyl-5iihciiylt; 
17.2!-Dihy."-- ' 

lenoctone. 

Maquidox. 
ithyl-2-p!p£rldyl)athylj-2-(iut;thyUiiiflnyl)prenothit^ae. Mastvid^na. 

Meatrancd. 
llemptine. 

TopylJmethaneKultonnr.illde. 
Metnxriione. 

CiItiiNiSi 
CuHhNiO 
CaUaNS 
CiHiCbFiO 
CiaiuN04 
CitHaNiS 
CuIluNiS 
CnHmCINiOiS 

CaHaNiOi 
CUI.N,0» 
CiiHaNi 
CrHtFitNi 
CitUaNiOi 

CaHaNiOr 

thallibore. 
M-thaqualnne . 
Methixene. 
Methoxyflurana. 
Mcthyldopa.... 
Matlapine 
MetiiMlna. 
Matoluona. 

Metoaerpata... 
llatronldaxola. 

IliUpartlna. 

MiUiiamyctn. 
Mitoeromlii.. i“xfrfr’r7’rrf3 riridoearomoyeiw*. 

An antibiotic substance produced by t 'i^ointtcet maiaytruii. 
l,l-l)ichloro-2-(o-chloropht'nyl)-3.(p-cH iR>pheiiyi)etbane. 
3-Ethyl-t).7-dlhydn>-2-mrthyl-6-tiaorili aiyl)lndol-4(Uf)^ili0. 
245-Etb> i I utranydro-Mtet raliyoro-S-) n '.l»yl-5-i tetrahydro-d* 

nydroiy-6-(hydnixyinetliyl.)-l,i-dlitM ’ iylpyi Li:t-2-yn-2-furyll-2- 
fni7l)-9-hydroxy-i9-methoxy-a,r 2,^6 ;)wnetliyl-l,(Pdioxasplii> 

'J4,8l dec;ina-7-butyrtc acid. 
(J^-1,4,5 .G-Tetrahydro-1 -in i 't]iyl-2d2-(3-inaUiyl-2-tbieny 1) ylnyll 

pyitniidiiie. 
8CarbtiDioyM-d-i>-rlbotnranaeylpyridlnlnm hydroxida, S'-astar with 

adenosiiie-y-pyropbosphata, inner salt; opdahydrocanasa I. 
6-(2-E thn I y -1 -naphtbainldo)-3,3-dlmethyI-7-«xo^thia*l-asabi- 

eTclol3.'.i.O]-heptana-2-oarl>oxylic add; d-<2-athoxy-l-napb- 
thamldo: panieillanlc add. 

2KDisthylainlno)atbyl teiTs^yirr-^-d-napbt^ylmethyDMarar.pro 
pinnate 

17KCycloti«tylmaUiyl)-4.6g<poxyinorphinMi Ma.U tiM. 
1-Ethyl-i >dUiydre-7maUiyl-4-oxo-l>naphtlt>i!ldiiii t aartwiyilo 

CuHitCb 
CwHmNiOi 
CwHaOn 

Moran tel. CiiHitNiS 

CaHaNrOitPi 

CaHB^7|OtB 

Nadlda.. 

Nafrouyl. CitHaNOi 

CaHaNO« 
CitHuNiOi 

CaHaNOt 

Nalbuphine.. 
NaUdlxieadd 

7,7aAM>tiahydio4,7a- 

)y»^M-4,»a speaiP^li-dihydroxyinorphlBan d wia........... 

Pfnw|8>dimldlii-7a«L 
An auMbiotie snbstanoa dailyad {tan Strtfttmtem tnutrgrtmi^. 
8-AesloKy-A-batyl>7-bsBsyhH(7-44WO(]nlnoUDa.... 
••rafecgMuraldaliyde sewilMiiiiarnns.. 
^■4-ilaf hyU-(Wtftwiftirfurylidana)ainln(d-MniVlaaMldliiaM. ■ 
ijs-DlaltrasaUeylle asid (WdaofliifntylidaiMlhydrBiida.. 
»-<yOioiophanyl>-4-iBitoio->oiD-HinldaioHdinaaeatoBltrtla..... 
l-tf Nl>a » UilaaolyD-XmtdaaoMdlnona.. 

CaHaNO« 
CuHaOt 
CitHaNOi 

CaHaNOi 
OiHtNiOt 
CiHmNiOi 
CuH|Ni0i 
CiiH«ClN«0 
CtHtNiOiS 
CuHaNiOt 

CitHaOfCiHiO)* 
(n-approxtmaUly 

CtiHaOfCiHtO)* 
(n-approilinataly 

Cu^nOfCiHtOla 
(n - approzlinatdy 

Cii^aOfCiHiO)* 
(n-approstmataly 

CaHaOi 
CaHaOi 

NonoKynol 

17-Hydroxy-ll>-nor-17«t-prefn-4-an-30-yn-3-one. 
17-Hydioxy-194)or-17<c-pr((n-JK10)-an-a>>yn-A«oa; 17crathynyM7' 

hydnixy*£(10)-astian-Sona. 
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Offidklnune 

Norflimne.... 
Nomstral- 
Nortriptyline.. 

Ocrylete.... 
OcUdier... 
Octodiine.. 
Oplpramol. 
Orgotein.... 

OnMtoprlm.. 
OzMidrolone.. 
Oxatepem_ 
Ozethualne.. 

Ozisuren.... 
Oxogestone.. 

Ozprenolol..... 
Oxybenxone.... 
Qzychlorosene. 

Oxycodone_ 
OxymetaxoUne. 
Oxymetholone.. 
Oxypertine. 
Pencrelipue_ 
Pancuronium... 

Pantbenol_ 

Paremethasone. 

Parbendazole.... 
Pargyline. 
Pemoline_ 
Penicillamine.... 
Pentagastrin.^. 

Pentaxodne. 

Perhexilene_ 
Perlaplne. 
Pbeniennlne.. 
Pbenyramldol. 
PhtbaMyne... 
Pimotide.. 

Pipazethate_ 

Piperacetadne. 

PlprotoUn. 
PiquiiU... 
PolacriUn.. 

Chemical name or deacrlption 

Polarcrilln potasdnm 

Poldlne.... 
PoUgeenan. 

Poloxalene.. 

PolyglyooUc add. 
Polymaoon__ 
PolyteL. 
Polythlaxlde- 

Poncuronlum. 

Povidone. 
Pralldoxlme.. 
Prednival_ 
Pregnenolone. 
Prliocalne- 
Procarbaxine.. 
ProfadoL. 

Molecular formula 

1,11,2-Tetrafliiorethane. 
(±Vl8-Bthyl-17-hydioxy-iiiLl»-dliior-17«f|»»jiM^»™4<na. 
U),ll-Dihydio-i^-meUiyI'5H-dlbauo(«.4eyeiHiiptaBa>A*nr' 

propylamine. 
)ctyl 6-cyanoaerylate..... 

2-Ethylh^l diphenyl phoephate-'.... 
1,6-I)tmethylhexylamlno----------- 44»-(*H-dlbenx(6J)axepln-6-yl)propyll-6-plperaxineetliMol.. 
A pure, water^eoiuble, highly compact protdn of fairly low mwec- 

ular weight (about S4,000) with a ;^ominantly alpha-helical 
configuration; the molecule is chelated with from two (2) to four 
(4) atoois of divalent metals, for example. Mg, Zn. and Cu, and 
it is preaently produced from bovine liver in a multistep process. 

2,4-Dtamlno-«-(6-methylveratryi)pyrimldlne. 
17fl-Hydroiy-17-methyl-6-oxa-6a-andro6tan-8-ooa. 
7-ChloTO-l,>^hydro-S-hydroxy-«-phenyl-2H-l,4-b«modlaxeiiin-a«je. 
2,2'-{(2-IIydroxy ethyl) imlnoj-blsl w-(<» ,a-dlmethylphanethy U-AT- 

methylaoetamidej. 
(Methylsulflnyl)methyl #-pyiidyl ketone. 
aO|fi-Hydro«y-l*-norpregn-4-en-3^ne;2(lfi-hydroxy-llHicr-4- 

1- MAS^oiy)phenoxyl-8-(lsopropylamlno)-2-propanol.. 
2- Hydroxy-4-methoxybenxophenone.. 
The hypoclUoroua add complex of a mixture of the phenyl sulfonate 

derivatives of aliphatic hydrocarbons. 
Dlhydrohydroxyeodeinone... 
M«rt-Batyl-S-{«WmldaxoUn-2-ylmethyl)-2,4-dlmethylphenol. 
17^Hydroxy-2-(hydroxymethylono)-17€t-roethyl-6a-andro8tan-8-one.. 
6,*-Dlmethoxy-2-methyl-S-{2-{4-phenyl-l-ptperaxlnyl)ethyll-lndole.. 
A concentrate of pancreatic enzymes standardized for lipase content 
l,l'-(la, 17(»-Dlhydroxy-6ot-androetan-2(J, 16d-ylene)bl8lB-methyl- 

pipendinium ion diacetate. 
(±)2,4-Dihydroxy-N^-(8-hydroxypropyl)-3,3-dimethylbntyramlde; 

pantothenyl alcohol. 
«a-Fluoro-lW,17,21-trihydroxy-16a-methylpregna-l,4-diene-S,20- 

dione. 
Methyl 6-butyl-2-beazimidazolecarbamate. 
JV-Methyl-N-2-propynylbenzylamlne... 
2-Amlno-6-phanyl-<l-oxazolln-4-one. 

phyl-i.-methlooyl-L-aspartyl-l.i>iMylalanine amide. 
(±)I,2,l,4,8,#-Hoxahydro-di-6,ll-dimethyl-#-(8-methyl-fi-butenyl)- 

2,fi-methano->-benzasodn-8-ol. 
2-(2,2-Dlcyclohexy lethyl) piperidine. 
(V-(4-Methyl-l-piperazinyl)morphanthridlne. 
a,«-I)imethylphenethylamlne. 
<>k2-PyridyIamino)methyl)benzyl alcohol... «r<2-Pyridy]_ 
Mono(l-ethyl-l methyl-2-propynyl) phthalate 
l4l-{4,4-BlsK|^uorophenyl)8utyll-4-piperldyll-l-benzlmldazollnone; 

l-l4,4-bis(^uorophonyl)butyll-4-(2-oxo-l-benzlmldazollnyl)plr‘ 
Idino* 

a-<2-Plperidinoethoxy)ethyl 10H-pyrldo(8,2-<)](l,4lbenzothiazine- 

lfrol4^<U^ydlroxyethyl)piperidino]propyl]phenothiazin-2-yl 
methyl ketone. ^ ^ 

Ethyl ^ethyl-4^>xoA-piperidlno-A**-thlazolldlneacetate 
Isobutyl 4-(#-7-dimethoxy-t-quInazollnyl)-8-plperaztnecarboxylaU.. 
A synthetic ion-exchange redn prepared through the polymeriM- 

tion ot methacrylic add and divlnylbenzene and supplied in the 
hydrogen or free-add form. 

The potassium salt of a synthetic ion-exchange resin derived 
through the eopolymerization of methacrylic add and divinyl- 
benzene. 

2-(Hydraxymethyl)-l,l-dimethylpyrrolldlnium beazllate. 
3,S-Anbydro-t-0^i>-galaetopyTanasyl-a-i>-galactopyranase 2,4'-bis- 

(potasslum/Bodlum snlAUe)(i-*8')-polysaoeharide. 
liqnld nonionic surfactant pdymer of the pdyoxypropylene poly¬ 

oxyethylene type, having an average molecular weight of 3000. 
Poly(oxycarbonyiinothylene). 
Poly(2-hydraxyethyl methacrylate)....... 

aH-l,2,4-benzothladlazlne-7-snlwnamlde 1,1-dladde. ^ , 
1,1'-(3a, l7^Dlhydroxy-5art«idn)itan4^,HP-ykno)bisll-methyl- 

plpertdlnlumlalacetate. 
PovvlnylpyrTOlidone.■-. 
••Formyl-i^netbylpyTldlninm oxime-....--- 
llF,17,21-Trlhydroxypregna-l,4-dlene-3,20-dlone 17-valer8te- 
3iJ-Hydrosypre«i-6-en-2fi-one. 
2^^rDpyfomlno)-o-proplonotululdide. 
fV-Is(mropyl-o-(3-nie^lhydrazlne)-p-toluamlde. 

'iii-(l-Methyl-»i)ropyl-3-pyrrolldlnyl) phenol. 

CiHtF# 
CnHaOt 
CisHaN 

CuHiiNOt 
CNUnO«P 
CiHnN 
CaUaNiO 

CuHiiNiOi 
CiiUmOi 
CuHnClNtOi 
Ci^tiNiOi 

CtHiNOtS 
CitHiaOi 

CuHbNOi 
ChHuOi 

CiiHiiNOt 
CiiHnNiO 
CnlluOi 
C»H»N»Oi 

Ci»H«iNjO<+* 

CtHuNOi 

CbHuFOi 

CuHitNiOi 
CjiHuN 
CiHiNiO, 
CtHiiNOiS 
CnH«N70«S 

CmHiiNO 

CmHuN 
CiiHnN 
CioHiiN 
CuHhNiO 
CiiHuOi 
CbH»F,NiO 

CnHuNtOiS 

CiOluNiOiS 

CnHuNtOiS 
CiiHnNiOi 

CmHmNOi 
[CiiHi«MiOi(Si]> 

where M»Na of K 

(CiHiOi). 
(CsH'iOi). 
(CtFi). 
CnHi,ClF|NiO«8i 

CuHitNiOi 

CtHiNiO 
CNHMOt 
CnHuOi 
CuHbNiO 
CiiHuNiO 
CiiHnNO 
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Molecular formula Chemical name or deacrlptlon Official name 

C1H4O1 
Ci»H*NOi 
ChHmN 
CiiHuNiS 
CnHiNiOiSiZn 
CkHnNiO 
CttH«ClfNiOi 
CiiHiiNiOi 
C^aClNi 

CmHmOi 
CiiHiiNiOi 
CiiHmCIiNOiS 

CitHiiOi 

aOxetanone; d-propiolaetoM. 
l-(lMpropylamtno)-S-(l-fiapM 
^r-Methyl-6//-«Ubei»o|a4|ggral Protriptyline... 

Pjrrantel... 
Pyrlthione dnc. 
Pyrrocaine. 
Pyrrolnltrln.... 
Qoacodlne- 
Qnlnaldine blue. 

C).l,4,5,<-TetrahydFO-l- 
ls(l-hydrozy-2(l/()-p;n 

l-PyTroUdineaceto-2'.8'-xyldMa.. 
»-Chloro-4-(»chloro-2-nltra|iliwyl)pyttola.. 
t-Kthyl-CJ-dlmethcaygnlwiiMlIae; 
l-Etbyl-»{S-(l-etbyl-2(lH)«ataolylidm)|ii 

ohloridG. 

(dk)-ttre»-2,>-DlehViiolfMlBinKy'«4va 
(methylmfooyl)plHMPkiR4Mlainl» 

An antlbfotteauMfoMbRinMi CramJirtp 
Bibonucletc add ccmpfaid with S<|IMhyl 

bydrrarteleUiylaMMalHi ribCMMiHto. 
y-<»-Methyl-2-bntiii|tbiw^e; Mf-iHn 

amloo(-»#-i>-f1bclMiMifH)ttrkHb 
A«,s,17,l«,2l-Heub]- -- 

methyl-"" — *_ 
n^ioetatdHi^i- 

JiMkre-p-hydroay- . _ 
aloohol. 

ipatanol. 
ilntemol 

Rlbamlnol. 

mloo(-»#-i>-f1bclMMifH)ttrlmb 
" I7.19,2l-Hiiiilijdwpf IB metMKy-2.4,H48.18,a0,a24iepta- 
—thyl-HN-(4-nMthvM«per«tnyl)formtaaiaoyl]-3.7-(e^y- 
teatade^l.ll,14MHiiElo)navldbo(2,l-Mbran-l,n(2H)-dioi 
1-aoetate; 8-(4-iiiitliylilHiialnyMmlnomOAyl) illUnycta 6V. 
‘V»-^ydroay-HH(HQ'draKPpt>«iMthy|)amlno)ethyl]b«iit] 

CuHaNiOt 

C«HwN<Oii 

BIboprIiM. 

CnHaNOi 

CiH>N404 
CnHitClNiO 
CfHtAsNOi . 
Cnl^iNiOi 
CBHaClF4NOt 

Bitodrine 

«HM4<bla(i^a,«rbi^or»4*4olyl)<44iytta^-iiip 
ttuorobutyropbaiioiM; l-iS-(«4aorabmo^-aiW 
4KS-trlflaotamotbyM^lctoiili«i7l)<i)l|>miia. 

l7d-<TrtmeUiyldloKy)andniat t ea I one. 
A mixture <d dimethyl polyailamiM and MUea geL. 
4'-n^-Hydraxy-SKiM|ifapylamlno)-otltylHiietlMiiesu 
r-Hvdroxy-f'-ll-hytt^-a-OHpnwaiiilDOletbylli 

■ulfonanlllde. 
17-Methyl-64r«Bdraetanora,2<]pynxol-l7E4>L.. 
An antibiotic aubetance aerivM from Strifltmten 

Tar. xfoffixturyeMlx sp.n. 
^rM5,6-Dlmathoxy-4-pyTlmldlnyl)sulfanlIainlde... 
i^-(8-MetboKT-St-inn1mldlnTl)aoUanllainlde. . .— 
y»-(4.6-DlmeHiyl-2-<MmtdyU»nltan1lamlde_.. 
4'l(p>Nltropbaii7l>8ttUamoyl)aoetanlUde... 
AM>-Methyl-l>pbanylpyra^-6-yl)iulfanlliiiiMe.. 

Separldol. 

CuHuOiSl 

CiiHij^ioiis 
CuHmNi04S 

CnHuNiO 

C11H14N4O48 
CiiHiiN40»8 
CiiHuNiOjS 
Ci4HuNiOtS 
CiiHmN<Oi8 
Ci4HROi8 
CuHmNi048 

SnUadcxlne. 
SuUameter. 
8altamox(^. 
Bulfanitran_ 

.. .Jethyl-l>pbanylpyra^-6-yl)iulfanllieaMe. 
8-Bencoyl'4-faydroxy-2-metboxyl>enxenesalfonie add. 
^-{(l-Ethyl-SiiyrrolidlnyDmetbyll-A-BollHBO^-o-anfoaBlda. 
Bone and cartilage obtained Iram boTlna ambryoa and young 

cal Tea. 
7-Chlcro-l>dlhydn>4-hydroxy-l>methyl-diibanyl-2H-l, 4>benxo- 

dlaiepln-2-one. 
U-Hydroxy-g-oxO'lS,17'«eooandraBta-l,4-dlan-17oic add t-lactone.... 
4.5,0,7-Tetrahydro-2-methyl-S-(methylamlno)-2H-lndatole;2- 

m^yl-^methylamlno-4,6,8,7-tetrdiydrolndaxole. 
i>-l+)-ttre»-2,2-Dlebk>ro-Ar-|^ydroxy-at-(hydroxymathid)^ 

(methylaaUonyl) .phenethy llaoetamide. 
g.Aminopnrlne-8-thld,hemlhydrate. 
lMa-(l •Methyl-2^»lparidyl)ethyll-2‘<matl»Bhlp)nbanathlatliia.... 
S,4'^Tilbramo-2mareaptobenxaniUda; >,c,MtlDicmothloaaUByl« 

aniUdeT / 

Snlpirida. 
Burgibone. 

CnHiiCINiOi 

CSuNi 

CuHiiCltNOtS 

C,H,Ni8-HHiO 
CnHaNtSi 
CuHxBnNOB 

CaHaNiOiSt 

CaHaNOS 
CtHiiNiS4 
CaHHN40* 

CaHaOi 
CiiHxBnNOS 

CaH«0 

CiiHitNOS 
CtrHaNOi 
C|HuNi04S 
CaHa04.C4HiiNOi 

or CaHaNOi 
CnHaNO 
CuHaNiOiB 
CnHnNOS 
CaHaNOi 

CaHaClNO 
CiiHiiNt 
CiiHiBriNOi 
CuHiCbNiO 

Tht..^ 

Thloguanlne. 
Thlortdaxlne. 

Thiun' i>4Tnll. 
Tbirwn- 
Thonrnruupi- 

Tlbrcfan. 

2.(Ethylamlno)-2-(2-tbienyl)cyelohaxanooe... 
Ethyl 2-(dlmethylamlno)-l-phenyl->cyeloliaaane-l-caiboaylata— 
l.{2HEthylauUoayl)ethyl]-2-inetbyl-Anltr8laBldaBola. 
l.^,<r-Dimetbylbanxyl) campboi^ 1:1 aalt with 2,7-imlnodl- 

etnanol. 
lV-Methyl-2-((a-mathyl-4i-phenylbaiiCTl)-CKy]ethylamlne. 
1- (Hexahydro-lH-axepin-l-yl)-S-(]>4ohrl8nltonyl)urea. 
0-2-Naphthyl la^-dunetbylthloearbanilate. 
(db)-(reM-2-r(Dlfflathylamlno)mathyQ-I-(ai-mathaay|)iMnyl)eyd»> 

hexanol. 
2- r|K2-Chloro-(raM-l,2-dlpheaylTtnyDphaDoayHilathylamlno- 
2,4,7-Tilamino-8 pbanylpterlano..------- 
M'5-TrlbromoaaUeylaMde.. 
M^t’-Trlcblcroeaibanillda...------ 

Tlleta^‘“e. 
'TlMfURS 

Toc’Tiphyl. 
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OffleUlnam* Chemical name or deacrlptlon Moleeular formula 

Tridolaa.. 2,2,9>TrlehIoroath7l dlhjdrofen phoaphato.. 
Trifloein.. 4-(a^,<fTrlflaoro^tolaldiiM>)nteotlnlc add. 
TiUlumldaU..... Ethylm-benso7l-iV-((trifluoramath7l)siilfonyl]oarbanllate.... 
Trifluperidol.. 4'-Flouro-t-(4-hydrozy-tr(a^.a-tiifluaro-m-tolyl) piperidlno] 

butyrophenone. 
Trlmlpramlne.. 6-IS-( Dlmeth7lainliio)>3-methylpropylHO>ll'<lU>7(lrO'SH-dlben 

Ik.flaieptne.. 
Trtoualeo.. fl-Hydroxy-^.SiT.-trtmethyl-S-bencofuranaeryUe add, l-Iactone. 
Tromethamlne. .. 2-Amlno-2-(hydroxTinethyl) -1 ,S-propanedlol. 
Tropleamlde. lV-Eth7l-2-pbenyl-^r-(4-pyrid7lmethyl)-hydraor7laBiMa.. 
Tybamate. 2>Methyl-2-propyltrlmetnylene butylcMbamate carbemtte; or 2- 

(hydroxymethyl)-34nethylpontyl butylearbam cart^ate. 
Tyloxapol_p-(l,l,S,S-Tetrameth]dbutyl)phenol, puymer anin (omiri':!:hyde, 

eUier with polyethylene glycol. 
Verapamil.. Imethox yphanet hyl)methylamlno]-2-(3,4-dlmethoxy• 

pneayl)-2^prop7)yaleronitrlle. 
V inblastlna.. An alkaloid (ylncumoblastlne) extracted Irom Vhiea retM. 
VlncrUtlne. Alkaloid from Vinca roeca, Linn.. 
Volatot^e. MCyolopropylmethyD-l ,2,3,4.S,fl4aKahyibi|hdM,ll<4taiiatti7l-2,fl- 

metbanoA-bensaxodne. 
Zolamlna. 3-((3-Dimethylamlno)ethyl](p-methaa7b«DX7l)amlno]thlBnla..._ 

CtHiCbOiP 
CttHiFiNiOi 
CnHuFiNOiS 
Ci^aFtNOt 

C14H11O1 
C<HiiNOi 
CnHwNtOi 
CiiHnNtOi 

CmHmNiOi 
CnHiiNiOi* 
CitHnN 

Non.—Incorporation by reference materials approved by the Director, Office of the 
Fedekai. Reoisteb March 20,1073 and March 26.1975. 

(FR Doc.76-7962 FUed 3-2«-75;8:45 am] 
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