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those cases where marketed products 
are used as control articles, such prod-
ucts will be characterized by their la-
beling. 

(b) The stability of each test or con-
trol article shall be determined by the 
testing facility or by the sponsor ei-
ther: (1) Before study initiation, or (2) 
concomitantly according to written 
standard operating procedures, which 
provide for periodic analysis of each 
batch. 

(c) Each storage container for a test 
or control article shall be labeled by 
name, chemical abstract number or 
code number, batch number, expiration 
date, if any, and, where appropriate, 
storage conditions necessary to main-
tain the identity, strength, purity, and 
composition of the test or control arti-
cle. Storage containers shall be as-
signed to a particular test article for 
the duration of the study. 

(d) For studies of more than 4 weeks’ 
duration, reserve samples from each 
batch of test and control articles shall 
be retained for the period of time pro-
vided by § 58.195. 

[43 FR 60013, Dec. 22, 1978, as amended at 52 
FR 33781, Sept. 4, 1987; 67 FR 9585, Mar. 4, 
2002] 

§ 58.107 Test and control article han-
dling. 

Procedures shall be established for a 
system for the handling of the test and 
control articles to ensure that: 

(a) There is proper storage. 
(b) Distribution is made in a manner 

designed to preclude the possibility of 
contamination, deterioration, or dam-
age. 

(c) Proper identification is main-
tained throughout the distribution 
process. 

(d) The receipt and distribution of 
each batch is documented. Such docu-
mentation shall include the date and 
quantity of each batch distributed or 
returned. 

§ 58.113 Mixtures of articles with car-
riers. 

(a) For each test or control article 
that is mixed with a carrier, tests by 
appropriate analytical methods shall 
be conducted: 

(1) To determine the uniformity of 
the mixture and to determine, periodi-

cally, the concentration of the test or 
control article in the mixture. 

(2) To determine the stability of the 
test and control articles in the mixture 
as required by the conditions of the 
study either: 

(i) Before study initiation, or 
(ii) Concomitantly according to writ-

ten standard operating procedures 
which provide for periodic analysis of 
the test and control articles in the 
mixture. 

(b) [Reserved] 
(c) Where any of the components of 

the test or control article carrier mix-
ture has an expiration date, that date 
shall be clearly shown on the con-
tainer. If more than one component has 
an expiration date, the earliest date 
shall be shown. 

[43 FR 60013, Dec. 22, 1978, as amended at 45 
FR 24865, Apr. 11, 1980; 52 FR 33781, Sept. 4, 
1987] 

Subpart G—Protocol for and Con-
duct of a Nonclinical Labora-
tory Study 

§ 58.120 Protocol. 
(a) Each study shall have an ap-

proved written protocol that clearly in-
dicates the objectives and all methods 
for the conduct of the study. The pro-
tocol shall contain, as applicable, the 
following information: 

(1) A descriptive title and statement 
of the purpose of the study. 

(2) Identification of the test and con-
trol articles by name, chemical ab-
stract number, or code number. 

(3) The name of the sponsor and the 
name and address of the testing facil-
ity at which the study is being con-
ducted. 

(4) The number, body weight range, 
sex, source of supply, species, strain, 
substrain, and age of the test system. 

(5) The procedure for identification of 
the test system. 

(6) A description of the experimental 
design, including the methods for the 
control of bias. 

(7) A description and/or identification 
of the diet used in the study as well as 
solvents, emulsifiers, and/or other ma-
terials used to solubilize or suspend the 
test or control articles before mixing 
with the carrier. The description shall 
include specifications for acceptable 
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levels of contaminants that are reason-
ably expected to be present in the die-
tary materials and are known to be ca-
pable of interfering with the purpose or 
conduct of the study if present at lev-
els greater than established by the 
specifications. 

(8) Each dosage level, expressed in 
milligrams per kilogram of body 
weight or other appropriate units, of 
the test or control article to be admin-
istered and the method and frequency 
of administration. 

(9) The type and frequency of tests, 
analyses, and measurements to be 
made. 

(10) The records to be maintained. 
(11) The date of approval of the pro-

tocol by the sponsor and the dated sig-
nature of the study director. 

(12) A statement of the proposed sta-
tistical methods to be used. 

(b) All changes in or revisions of an 
approved protocol and the reasons 
therefore shall be documented, signed 
by the study director, dated, and main-
tained with the protocol. 

[43 FR 60013, Dec. 22, 1978, as amended at 52 
FR 33781, Sept. 4, 1987; 67 FR 9585, Mar. 4, 
2002] 

§ 58.130 Conduct of a nonclinical lab-
oratory study. 

(a) The nonclinical laboratory study 
shall be conducted in accordance with 
the protocol. 

(b) The test systems shall be mon-
itored in conformity with the protocol. 

(c) Specimens shall be identified by 
test system, study, nature, and date of 
collection. This information shall be 
located on the specimen container or 
shall accompany the specimen in a 
manner that precludes error in the re-
cording and storage of data. 

(d) Records of gross findings for a 
specimen from postmortem observa-
tions should be available to a patholo-
gist when examining that specimen 
histopathologically. 

(e) All data generated during the con-
duct of a nonclinical laboratory study, 
except those that are generated by 
automated data collection systems, 
shall be recorded directly, promptly, 
and legibly in ink. All data entries 
shall be dated on the date of entry and 
signed or initialed by the person enter-
ing the data. Any change in entries 

shall be made so as not to obscure the 
original entry, shall indicate the rea-
son for such change, and shall be dated 
and signed or identified at the time of 
the change. In automated data collec-
tion systems, the individual respon-
sible for direct data input shall be iden-
tified at the time of data input. Any 
change in automated data entries shall 
be made so as not to obscure the origi-
nal entry, shall indicate the reason for 
change, shall be dated, and the respon-
sible individual shall be identified. 

[43 FR 60013, Dec. 22, 1978, as amended at 52 
FR 33781, Sept. 4, 1987; 67 FR 9585, Mar. 4, 
2002] 

Subparts H–I [Reserved] 

Subpart J—Records and Reports 
§ 58.185 Reporting of nonclinical lab-

oratory study results. 
(a) A final report shall be prepared 

for each nonclinical laboratory study 
and shall include, but not necessarily 
be limited to, the following: 

(1) Name and address of the facility 
performing the study and the dates on 
which the study was initiated and com-
pleted. 

(2) Objectives and procedures stated 
in the approved protocol, including any 
changes in the original protocol. 

(3) Statistical methods employed for 
analyzing the data. 

(4) The test and control articles iden-
tified by name, chemical abstracts 
number or code number, strength, pu-
rity, and composition or other appro-
priate characteristics. 

(5) Stability of the test and control 
articles under the conditions of admin-
istration. 

(6) A description of the methods used. 
(7) A description of the test system 

used. Where applicable, the final report 
shall include the number of animals 
used, sex, body weight range, source of 
supply, species, strain and substrain, 
age, and procedure used for identifica-
tion. 

(8) A description of the dosage, dos-
age regimen, route of administration, 
and duration. 

(9) A description of all 
cirmcumstances that may have af-
fected the quality or integrity of the 
data. 

VerDate Aug<31>2005 14:58 Apr 24, 2008 Jkt 214065 PO 00000 Frm 00322 Fmt 8010 Sfmt 8010 Y:\SGML\214065.XXX 214065rm
aj

et
te

 o
n 

P
R

O
D

P
C

74
 w

ith
 C

F
R


