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NDA 19-044/5-002

OEC 1.2 1080

Ll

Amersham Corporation
2636 South Clearbrook Drive
Arlington Heights, I1linols 60005-4692

Attention: abhn'ﬂ.'ﬂaterman o
‘ngagar, Scientific and Regulatory Affairs

Pear Hr., @atermaﬂ:

Reference 18 made to your supplemental new drug application dated
Hay 27, 1986 submitted pursuant o section 505(b) of the Federal
Food, Drug, and Cosmetic Act for the diagnostic radiepharmaceutical
Tndium In 117 oxyquinoline solution Hivedfeddd.

Thevsugptgmental new drug appii%attaa provides for a reducticn in
the number of vials for sterility testing from 20% to 10% of each
production batch of the drug product. Rhe

ﬁﬁ'héva-éémp1eted our raviék of this supplemental new drug _
application as submitted and it is approved as of the date of this
- letter, - o

We remind you that you must comply with the requirements set forth
under 21 CFR 314.80 and 314.81 for an approved HDA.

Sincerely yours,

g
St? E
Jebn F, ?ﬂm&!‘. HeBo _
Acting Director e
Bivision of Medical Imaging, T e
cos Supgital and Dental Drug Products
bt Office of Drug Evaluation.I .
Orig. NDA 19-044/S-002 auddipliond e s wd Basasral
HFD-160/Div. File Center for Brug‘Evaluaﬁiaﬁ and Research
HFD-161/Lange/Stone ‘
HFD-160/Ruby
HFD-160/Greenman
HFD-80 . .
R/D Init. by: T,
S. Lange 11.30.89 , ’ E
E. Ruby 11.30.89 12.01.89
E. Sheinin,Ph.D. 12.01.89
V. Greenman 12.01.89 -
P. Cooney,Ph.D. 12.01.89
A.E. Jones, M.D. 12.04.89
R.D. Joyce, ASCSO 12.05.89
drafted by: S. Lange 11.30.89 _ ,
To printing 12.5.89 ‘ : , e
ft:mah:12.06.89 :
Wang 03278
SUPPLEMENT APPROVAL

St § 1 ot
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WDA 19-044/8-002

Amersham Corporation
2636 South Clearbrook Drive ,
Arlington Helghts, Illinoils 60085-4692
{312) 5?3*6360 JN 8 1987
Attentien: Donald E, Baker, Hanager

¥edical Regulatory Affairs

Dear Mr. Baker:

Please refer to your supplemental new drug applicatrion of May 27, 1586,
submitted pursuant to section 5053(b)} of the Federal Food, Drug, anﬁ
Cosmetic Aet for Indium In 111 Oxyguinoiine Solution.

The supplemental appiication provides for revision of the USP XXI
sterility test sampling inm the lot release schedule from 20% to 10Z of
the bateh size.

Changes of the kimd which you have described are net, in our o?ini@a, the
kind of changes permitted by regulation to be put into effect in adfance
of approval of a supplement.

This letter ig to notify you that an approved supplement is required for
the proposed change and that the supplement is undexr rewvlew,

Please provide data derived from the maaufacturing process sterility
agsursnes validation studies and from iu—process controls that lets meat
the required low probabliity of centaining a contaminated unit 1n splte
of using a deecreased number of test samples.

Sincerely yours,

e

B Robert A. Jerussi, Ph.D,
cc: ‘ Deputy Director

;*&QLLEA_EQé_l2:9££) Division of Oncology and
HFN-150/Division File " Radiopharmaceutical Drug Products
HFN-150/Leak/3-23-87 } 67V47 Office of Drug Research and Review
HFN-150/West Center for ﬁfugs and Biolegics

R/D Init. by: RHWood/3-27-87

F/T by tag/5-28-87
revised by: RHWood/6-1-87 ¥L$
F/T by tag/6-1-87 \)‘ N-

Wang # 09840
Not approvable —%‘

s/
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CHEMIST S REVIEW Organization NDA Number

HFD-160 19-044/S-002
Name and Address of Applicant AF Number
Amersham Corporation
2636 S. Clearbrook Dr. Supplements
Arlington Heights, IL 60005-4692 Number Date
(312) 593-6300 : S-002 27May86
Name of Drug Non—-Proprietary Amendments
Indium In-111 Oxyquinoline same 19Jun87
Solution 0B8Apr89 .

Supplement Provides For:

Reduction of the number of samples to be used in the sterlllty
test from 20% of the batch @
to 10% of the batch

Pharmacological Category How Dispensed . Records/Reports
diagnostic Rx current through
radiopharmaceutical _Dec 1988

Dosage Form - Potency

injectable solution 1.0 mCi/mL,

®® g 8-hydroxyquinoline/mL
Chemical Name and: Structure

Complex of 8¥hydroxyqui?Pline and Indium g
. 3¢

Comments

(b)(4)

S-002 propose to alter the sample
size for the sterility test.

Conclusions and Recommendations

A microbiology review of this supplement will be neccessary. S-
002 could be reviewed 0@ However, the
firm has “requested a meeting to discuss . In case there is a
delay in scheduling the meeting or for some other reason, and
since the supplement has been pending since May1988, I am
requesting that a microbiology review of S-002 be done as soon as
possible. ’

Reviewer Z-Z(’ah Date Completed J3 Oct '3 7
Eric Ruby, emist, HFD-160 "

o 4.
8 PagedavebeenWithheldin Full asb4 (CCI/TS)|mmed|atelyfollowmg thispage

PRSI S—
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i 0 0ng
ORIGINAL 06T 23 96

! MICROBIOLOGIST'S REVIEHW #1 !1. Organization !2. NDA Number

P e L

! ! HFD-160 ! 19-044
13. Name and Address of Applicant (City & State) '4 AF Number
Amersham Corporation !5. Supplement(s)
Arlington Heights, I1linois 60005-4692 !'Number(s)! Date(s) !
‘ ! §-002 ! 05-27-86 !
] 5, ! assigned ! 10/11/89 !
!6. Name of Drug ! !7. Nonproprietary Name :
Indium IN 111 Oxyquinoline ! !
Solution : ' !
8. Supplement(s) Prov1des For: v '9. Amendments & Other!

(Reports, etc) Dates!
A change in the USP XXI Sterility Test
sampling procedure for lot release. SNC - 06/19/87

Amendment - 04/06/89

o om omm 0w

10. Pharmacological Category '11. How Dispensed !12.Related IND/NDA/DMF
Radiopharmaceutical L X/ RX 1/ OTC ! ®® _ 03/14/87
, ] DMF (b) ()]
13. Dosage Form(s) '14. Potency(ies)
Sterile solution for !
injection supplied in !
115. Chemical Name and Structure !16. Records & Reportsf
: Current = __ !
!l / Yes [/ No !

|
! Reviewed _ !
1
|

17. Comments

1. The supplement provides for reduction in the number of samples for test-
ing sterility of batches for lot release. The applicant has changed the
sampling schedule from 20% to 10% of the batch size.

2. The supplement was submitted as-a special supplement - "Special
Supplement - Changes Being Effected". The Administration's letter of

of June 8, 1987 informed the applicant that the proposed change required
prior approval and that appropriate data should be submitted in support
of sterility assurance (e.g., process validation studies and in-process
controls). (continued on page 2)

!

1

!

I

!

|

|

1

1

!

I

I

I

I

1

1

i

!

1

!

! ®® vials, 1.0 ml/vial !
1

!

i

1

!

!

!

1

i

!

I

!

1

1

|

!

!

'18. Conclusions and Recommendations
!
I
i

The app]ication is approvable for the proposed reduction fn the
sampling schedule from 20% (USP XXI) to 10% of batch size.

o G Gem S G [emw G G Smm Cmw Cum S Sm o= e Sem 4o oem

'19. REVIEWER !

! Name Signaturet) Date Completed !
! V. Greenman ( JMABAA_ October 19, 1989 !
'Distribution  CSO /X/ Original Jacket /X/ _ /X/ Reviewer /X/ Div. File!

Wang # 4246N



Page 2
NDA 19-044

17. Cdntinued

The Administration's letter of March 13, 1989 informed the applicant that
since. Y@ 5002 remains nonapprovable. Notwithstanding
the fact that S-002 was put into effect at the time the supplement was
submitted, the applicant was requested to perform the USP XXI sterility test,
not the revised test (sampling schedule of 10% of batch size).

-002.

3. The supplements $-002, |  “@yere discussed at a meeting held on
October 18, 1989 between representatives of Amersham, Compliance and HFD-160.
- The latter supplement provides for

)
o
..

Orig. NDA 19-044
HFD-160/Division File
HFD-160/VGreenman/10-19-89
HFD-161//F.Stone

R/D Init. by: P.H.Cooney/10-23-89
F/T by:DFlannigan

Wang (#) 4246N
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.Amersham Corporation @)

2636 South Clearbrook Drive e O
Arlington Heights, lllinois 60005-4692 ) o a1\
(812) 593-6300 _ {; Q,.,» &

April 6, 1989 AmeI’Sham

Eric B. Sheinin, Ph.D.

Supervisory Chemist

Division of Oncology and
Radiopharmaceutical Drug Products (HFD-150)
0ffice of Drug Evaluation I

Center for Drugs Evaluation and Research
Food and Drug Administration

5600 Fishers Lane

Rockville, Md 20857

Re:  NDA 19-044/5-002 - Indium 22In Oxyquinoline
Reduced Sterility Test Sample Size

Dear Doctor Sheinin:

Please refer to your letter dated March 13, 1989 concerning our pending

Supplement S-002 providing for reduced ster111ty test sample s1ze for Indium

111]n Oxyquinoline. Your letter also made reference to s e
®®  Fach of the issues you

raised will be addressed separately.
$-002

The reduced sample size described in our immediately effective Supplement
dated May 27, 1986 has, in fact, been employed since that date. The response
“to this Supplement from Doctor Jerussi, dated June 8, 1987, noted that it was
the Division's opinion that such changes required prior approval, and
requested submission of additional data in support of such approval. OQOur
reply dated June 19, 1987 reviewed the rationale for implementing the changes
provided for by the Supplement and requested that the D1v1s1on rev1ew the
process vallget1on data submitted with pending , dated

-

While we understand that N ©®®  we do not believe
that this precludes the Division's review of
* Supplement S-002.

However, of greater importance are the recommendations of the USP monograph on
Sterilization and Sterility Assurance <1211>. The Section headed Sterility
Testing of Lots reviews the philosophy of process validation and sterilizer
overkill cycles as the "primary means of supporting the claim that a lot of
finished articles purporting to be sterile meets that specification.”

The following paragraph notes:

If data derived from the manufacturing process sterility
assurance validation studies and from in-process controls are

judged to provide greater assurance that the lot meets the



NDA 19-044/5-002 — Indium 222Ip Oxyquinoline

Reduced Sterility Test Sample Size

Page 2

April

6, 1989

required low probability of containing a contaminated unit
(compared to sterility testing results from finished units drawn
from that lot), any sterility test procedures adopted may be
minimal, or dispensed with on a routine basis.

This position is strengthened by a footnote to this paragraph (6) which reads:

Radioactive Pharmaceutical Products - Because of rapid
radioactive decay, it is not feasible to delay the release of
some radioactive pharmaceutical products in order to complete
sterility tests on them. In such cases, results of sterility
tests provide only retrospective confirmatory evidence for
sterility assurance, which therefore depends on the primary
means thereto estab11shed in the manufactur1ng and validation/
certification procedures.

Finally, the monograph further states, under Performance, Observation

and Interpretation:

(b) (4)

We believe, therefore, that our current sampling plan meets the requirements
of USP XXI and that the Supplement may be approved following review of the
validation data provided.

(b) (4)

. Supplement S-002.

We look forward to your prompt consideration of these comments, and approval
of pending Supplement S-002. We appreciate your continued interest in our
Application.

Yours

truly,

(WJedoea

John H. Waterman
Manager, Scientific and Regulatory Affairs

mc
2679P



Amersham Corporation 5’[ ’)' < 60 &
2636 South Clearbrook Drive ~ NDA NO. MRER NO' =
Arlington Heights, Hilinois 60005-4692 - A S C_ﬁ 3
(312) 5936300 "»NDA SUPPLFOR___. =2

."” 3 £ \

May 27, 1986

/) Zlmersham

N/

Department of Health, Education and Welfare
Food and Drug Administration

HFN-150

Attention: Document Control Room #17B-34
5600 Fishers Lane

Rockville, MD 20857

Re: NDA j19-044
Indium In 1711 Oxyquinoline Solution
SPECIAL SUPPLEMENT — CHANGES BEING EFFECTED

Gentlemen:

Reference is made to Indium Oxyquinoline Solution, NDA #19-044,:approved on
December 24, 1985.

In accordance with 21 CFR Subpart B Section 314. 70(c), Amersham wishes to
supplement the application to revise the specification for the USPXXI
Sterility Test sampling procedures.

1. Summary of Basis for Change:

Amersham International has revised the USPXXI Sterility Test sampling in
the Lot Release Schedule from 20% to 10% of the batch size for the
following reasons:

(b) (4)



NDA #19-044 |
Indium In 111 Oxyquinoline Solution

SPECIAL SUPPLEMENT - CHANGES BEING EFFECTED
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NDA #19-044

Indium In 111 Oxyquinoline Solution

SPECIAL SUPPLEMENT — CHANGES BEING EFFECTED
Page 3

2. Date Change was Effected:

Therefore, based on the foregoing reasons and the continued WE)

®@ " on May 21, 1986, the
specification for USPXXI retrospective Sterility Test sampl1ng in the Lot
Release Schedule was revised from 20% to 10% of the batch size.

A copy of the products revised specification, which appears on page 8.228
in Part 8(n) of the original NDA, is attached for your information.

Should you have any questions, please do not hesitate to contact the
-undersigned.

Sincerely,

AM@M

Donald E. Baker :
Manager, Medical Regulatory Affairs

? NG Yk R e e,
4 aamv;"“'i Foe 2

DEB/cpd

JUN 2 198
GENERIC tirus




" DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
PUBLIC HEALTH SERVICE '
FOOD AND DRUG ADMINISTRATION,

8600 FISHERS LANE
ROCKVILLE, MARYLAND 20852

NEW DRUG APPLICATION (DRUGS FOR HUMAN USE)}
(Title. 21, Code of Federal Reguistions, § 314.1)

AMERSHAM CORPORATION

Form Approved
OMB No. §7-R0003

" Name of applicant

Address 2036 South Clearbrook Drive; Arlington Heights, I11inois 60005

Date May 27, 1986

Name of new drug NDA #19-044 Indium In 111 Oxyquinoline Solutlon SPECIAL SUPPLEMENT -
- CHANGES BEING EFFECTED

[ original spptication (regutation § 314.1). ] Amendment to abbrevisted, unapproved spplication

{regulation § 314.6).

[C] Amendment to °"9""" unapproved spplication {1 Ssupplement to an approved application (regulation § 314.8).

{regulation § 3146
[] Abbreviated applncatuon {regulation § 314.1(f)). [X] Amendment to supplement to an approved application.

The undersigned submits this application for a new drug pursuant to section 505(b} of the Federal Food, Drug, and
Cosmetic Act. It is undarstood that when this application is approved, the labeling and advertising for the drug will prescribe,
recommend, or suggest its use only under the conditions stated in the Iabelmg which is part of this application; and if the
article is a prescription drug, it is understood that any labeling which fumnishes or purports to furnish information for use or
whnch prescribes, recommends, or suggests a dosage for use of the drug will contain the same information for its use,
including indications, effects, dosages, routes, methods, and frequency and duration of admmastranon any relevant warnings,
hazaids, contraindications, side effects, and premutnons, as that contained in the labeling which is part of this application in

"accord with §201.100 {21 CFR 201. 100) it is understood that all representatlons in this application apply to the drug
pmduced until an approved supplement to the application provides for -a change or the change is made in conformance with
othér provisions of §314.8 of the new-drug regulations.

Attached hereto. submitted in. the form described in §314.1(e) of the new-drug regulatlons and constituting a part of

this application are the following:

1. Table of eonunu. The table of contents shouid specify the
volume number and the pege number in which the complete and
‘detailed item is located and the wolume number and the pege
number in which the summary of that item is located (if any).

2. Summary. A summery demonstrating that the application is
well-organized, adeguately tabuisted, sttistically snatyzed (where
.sppropriste}, snd coherent and that it presents a sound basis for
the approval requested. The summary should include the following
information: - (in lieu of ths outline described beiow and the
evaiustion described in item 3, and expanded summary and
svaiustion ss outlined in §3141(d) of the new-drug regulations
may be submitted to facilitate the review of this spplication.)

& Chemistry. )

L Chemical structural forrm.llo or d-cnptm for nnv new-drug
substance.

ii. Relationship to “other d\omu:dlv or pharmacologically
reisted drugs.’

iii. Description of dosage form and quantitative composition.

b. Scientific rationaie and purpose the drug is to serve.

c. Reference number of the investigational drug notice(s)
under which this drug was investigsted snd of any notice,
new-drug applicstion, or master fils of which any contents are
being incorporated. by refsrence to support this application.

) d. Preclinical studies. (Present all findings inciuding all adverse
sxperiences which may be interpreted as .incidental or not
drug-reiated. Refer to date and page number of the investigational
drug notice(s) or the volume and psge number of this appl-:nion

~ where complete data and reports appear.)

i. Plurmuologv (pharmacodynsmics, endocrinology,
metabolism, etc. )

ii Toxiooiow ‘and pathology: Acuts toxicity studies; subecute
and chronic toxicity studies; reproduction and teratology studies;
miscelianeous studies.

FD FORM 356H (12/75)

. @ Clinical studies. (All material should refer specifically to
each clinical investigator and to the volume and page number in
the aspplication and any documents incorporated by reference
whers the complete data and reports meay be found.)

i’ Specisl studies not described elsewhere.

ii, Doss-range studies.

iii. Controlied clinics! studies. E

iv. Other clinical studies (for example, uncontrolled or
incompletely controlied studies).

v. Clinical isboratory studies relsted to effectiveness.

vi Clinical lsboratory studies relsted to safety.

vii. Summary of literature and unpublished reports available to
the applicant.

'3, Evslustion .of safety and effectivensss. 3. Surnmarize
separately the favorable and unfavorable evidence for sach claim
in the package labeling. Include refersnces to the volume and page
number -in-the application and in any documents incorporated by
reference where the compiete dats and reports may be found.

b. Include tabulation of all side effects or adverse experience,
by age, sex, and dosage formulation, whether or not considered to
be significant, showing whether administration of the drug was
stopped and showmg the mwmsmmwnh a reference to
the wiume and page number. in the spplication and any
documents incorporated by reference where the complete data
and reports may be found. Indicate thoss side effects or adverse
experiences considered to be drug-related.

_&. Copies of the labei and i1 other labeling to be used for the
drug {(a total of 12 copies if in fins! printed form, 4 copies if in
draft. form):

a Each label, or other iabsling, should be clearly identified to
show its position on, or the manner in which it accompsnies, the
merket peckage.

N

PREVIOUS EDITION MAY BE USED UNTIL SUPPLY IS EXHUASTED.



b. If the drug is to be offered-over the counter, labeling on or
within the retai! package should include adequate directions for
use by the layman under all the conditions for which the drug is
intended for. lay use or is to be prescribed, recommended, or
suggested in any labeling or advertising sponsored by or on behatf
of the applicant and directed to the layman. If the drug is
intended or offered for uses under the professional supervision of
a practitioner licensed by law to administer it, the spplication
should " also contain labeling that includes adequate information
for all such uses, including all the purposes for which the

over-the-counter drug is to be advertised to, or represented for use
by, physicians.

c. If the drug is hmnod in its labsling to use under the
professional supervision of a practitioner licensed by law to
sdminister it, its lsbeling shouid bear information for use under
which such practitioners can use the drug for the purposes for
which it is intended, including all the purposes for which it
it is to be advertised or represented, in accord with §201.100

(21 CFR 201.100). The application should include any lsbeling.

for the drug intended to be made avsilable to the layman.

d. i no established name exists for a new-drug substance, the
application shall ‘propos¢ a nonpropristary name for use as the
established name for the substance. )

e. Typewritten or other draft labeling copy may be submitted
for preliminary consideration of an application. An spplication
will not ordinarily be approved prior to the submission of the final
printed label and labeling of the drug.

f. No application may be approved if the labaling is faise or
misleading in any perticular.

When mailing pieces, any other labeling, or advertising copy are '

" devised for promotion of the new drug, sampies shall be submitted
at the time of initial dissemination of such labeling and at the time
of initial placement of nay such advertising for a prescription drug
{see §310.300 of the new-drug reguiations). Approval of a
supplemental new-drug application is required prior to use of any
promotional claims not covered by the approved application.)

5. A statement as to whether the drug is (or is not) limited in
its labsling and by this application to use under the professional
supervision of a practitioner licensed by law to administer it.

6. A full list of the articles used as components of the drug.
This list should include all substances used in the synthesis,
extraction, or other method of preparation of any new-drug
substance, and in the preparation of the finished dosage form,
regardiess of whether they undergo chemical changs or are
removed in the process. Each substance should be identified by its.
estabiished name, if any, or compiste chemical name, using
structural formulas when necessary for specific identification. if
any proprietary preparstion is used 8 a component, the
proprietary name should be foliowed by a compiete quantitative
statement of composition. Ressonsbie aiternatives for any listed
substance may be specified.

7. A full statement of the composition of the drug. The
‘statement shall set forth the name and amount of each ingredient,
whether active or not, contained in a stated quantity of the drug
in the form in which it is to be distributed (for example, amount
por tablet or per milliliter) and a batch formuls representative of

to be employed for the manufacture of the finished dosage

rm. All components should be included in the batch formula

regardless of whether they sppear in the finishied product. Any

caiculated excess of an ingredient over the label declarstion should

- be. designated as such and percent excess shown. Ressonabie
veristions may be specified.

8. A full description of the methods used in, and the facilities
and controls used for, the manufacturs, processing, and pecking of
drug. Included in this description should be full information with
respect to any nwv-drug:ubstancemdmthemw—drugdouge
form, as follows, in sufficient detail to permit evaluation of the

. sdequacy of the described methods of manufacture, processing,
and packing and the described facilities and controls to determine

and preserve the identity, strength, quality, and purity of the-

drug:

a.A description of the physical facilities including building and
equipment used in manufacturing, processing, packaging, labeling,
storage, and control operations.

b. A description of the qualifications, including educational
background and experience, of the technical and professional
personnel who are responsible for assuring that the drug has the
safety, identity, strength, quality, and purity it purports or is
represented to possess, and a statement of their responsibilities.

¢. ' The methods used in the synthesis, extraction, isolation, or
purification of any new-drug substance. When the specifications
and control applied to such substance ars inadequate in themselves
to determine its identity, strength, quality, and purity, the
methods should be described in sufficient detail, including
quantities used, times, temperatures, pH, solvents, etc., to.
determineé: these charactaristics. Alternative methods or variations
in methods within reasonable limits that do not affect such
characteristics of the substance may be specified.

d. Precautions to assure proper, identity, strength, quality, and

- purity of the raw materials, whether active or not, including the

pecifications for acceptance and methods of testing for each lot

‘of raw material.

e. Whether or not each lot of raw materials is given a serial
number to identify it, and the use made of such numbers in
subsequent plant operstions.

£ If. the applicant does not himself perform all the
manufacturing, - -processing, peckagmg, Iabelmg, and control
operations for any new-drug substance or the new-drug dosage
form, his miement identifying each person who will perform any
pert of such- operstions and designating the part; and a signed
statement from each such person fully describing, directly or by
reference, the methods, f.cnlmn. and controls in his part of the
operation.

g Mathod of preparstion of the master formula ‘records and
individual batch records and manner in which ‘these records are
used.

h. The instructions used in.the manufacturing, proeessmg,
p.cklgmg, and labolmg of each doueo form of the new drug,
including any :pecal precautions observed in the operations.

i Adequate information with respect to the characteristics of
and the test methods employed for the container, closure, or other
component parts of the drug package to assure their suitability for
the intended use. '

£ Number of individuals checking weight or volume of each
individual ingredient eritering into each batch of the drug.

k. Whether or not the total weight or volume of each batch is
determined st any stage of the manufacturing process subsequent
to making up a batch according to the formula urd and, if so, at
what stage and by whom it is done.

L Precautions to check the actual peckage yield- produced
from & bltch of the drug with the theoretical yvield. This should
include a description of the accounting for such items as discards,
breskage, etc., and the critsria .used in accepting or rejecting
betches of drugs in the event of an unexplsined discrepancy.

m. Precautions to assurs that sach lot of the drug is packaged
with the proper label and labeling, including provisions for labeling
storage and inventory control.

n. The analytical controis used during the various stages of the
manufacturing, processing, packaging, and labeling of the drug,
including a dewiled description of the collection of samples and
the analytical procedures to which they are subjected. The
snalytical procedures shouid be-capsble of determining the active
components: within a ressonsbie degree of accuracy and of

. namng the tdontutv of such components. {f the articie is one that

is represented to be sterile, the same information with regard to the
menufacturing, processing, packaging, snd the collection of
ssmples of the drug shouid be given for sterility controls. Include

~ the standards used for sccsptance of each lot of the finished drug.

o An explsnstion of the exact significance of the batch
control numbers used in the manufacturing, processing, packaging,
and labeling of the drug, including the control numbers that
sppear on the label of the finished article. State whether these
numbers enable determination of the complete manufacturing



history of the product. Describe any methods used to permit
determination of the distribution of any batci if its recall is
required.

p- A complete description of, and data derived trom, studies
of the stability of the drug, including information showing the
sutitability of the analytical method used. Describe any additional
stability nudnes underway or contemplated. Stability data should
be submitted for sny new-drug substance, for: the finished dosge
form of the drug in the container in which it is to be marketed,
including any proposed muitiple-dose container, and'if it is to be
put into solution st the time of dispensing, for the solution
prepared as directed. State the expiration date(s) that will be used
on the isbel to preserve the identity, strength, quality, and purity
of the drug until it is used. (If no expirstion dats is proposad, the
applicant must justify its absence.)

@ Additional procedures employed which are designed to

prevent contamination and otherwise assure proper control of the
product.
(An spplicstion may be refussd unless it includes adequate
information showing that the methods used in, and the facilities
and comrois used for, the manufacturing, processing, and
p.ckagmg of the drug are adequste to preserve its identity,
strength, quality, and purity in conformity with good
manufacturing practice and identifies sach establishment, showing
" the location of the plant conducting these operations.) .

9. Sampiles of the drug and articles used as components, as
follows: a. The following samples shall be submitted with the
spplication or as soon thereafter as they become available. Each
sample shall consist of four identical, -separately packaged
subdivisions, each contsining st feast three times the amount
required to perform the.isboratory test procedures described in
the spplication to determine compliance with its control
pecnﬁcmom for identity and assays:

© i A representative sampie or samples of the finished .dosage

form(s) proposed in the application and employed in the clinical
investigations- and a representative sample or nmlu of each
new-drug substance, as defined in §310.3(g), from the batches(es)
employed in the production of such dosage form(s).

ii. A representative sample or samples of finished market
peckages of esch dosage form of the drug prepered for inital
marketing and, if any such sample is not from a commercial-scale
production’ bstch, such a sample from a representative
commercial-scale production betch; and a representative sampie or
samples of each new-drug substance as defined in §310.3(g) of the
new-drug regulations, from the batchles) employed in the
production-of such dossge form(s).

iii. A sample or sampies of any reference standard and blank
wsed in the procedures described in the application for assaying
sach new-drug substsnce and other ssiayed components of the
finished drug: Provided, however, That samples of reference
standards recognized in the official U.S. Pharmecopeia or The
Nationai Formulary need not be submitted uniess requested.

b. Additional samples shall be submitted on request.

c Each of the samples submitted shall be appropristely
packaged and lsheled to pressrve its chsracteristics, to identify
the material and the quantity in each subdivision -of the sample,
and to identify each subdivision with name of the applicant and
‘the new-drug application to which it relates.

d. There shall be included a full list of the samples submmcd
pursuant to Item Sa; s statement of the additional samples that
will be submitted as soon as avsilable; and, with respect to each
smple submitted, full information with respect to its identity, the
origin of any new-drug substance contsined therein (including in
the case of new-drug substances, a statement whether it was
produced on a isborstory, pilot-plant, or full-production scale)
and detailed resuits of ail laboratory tests made to determine the
identity, strength, quality, and purity of the batch represénted by
the sample, including assays. Include for any reference standard a
conwlete description of its preparation and the results of all
laboratory tests on it. If the test methods used differed from those
described in the.application, full details of the methods employed

in obtaining the reported results shall be submitted.

e. The requirements of Item 9a mav be waived in whole or in
part on request of the applicant or otherwise when any such
samples are not necessary.

f. If samples of the drug are sent under separate cover, they
should be addressed to the attention of the Bureau of Drugs and
identified on the outside of the shipping carton with the name of
the apphcam and the name of the drug as shown on the
application.

10. Full reports of preclinical investigations that have been
made to show whether or.not the drug is safe-foruss and effective
ase. 3. An application may be refused unless it contsins full
reports of adequate preclinical tests by all methods reasonably
applicable to a determiriation of tho safety and- cffectnvenes of.the
drug under the conditions of use suggested in the proposed
labeling.

b. Detailed reports of the preclinical investigations, mcludmg
all studies made on laboratory animais, the methods used, and the
results obtained, should be cleerly set forth. Such information
should include identification of the person who conducted each
investigation, a statement of where the investigations were
conducted, and where the underlying data are available for
inspection. The animal studies may not be considered adequate
unless they give proper attention to. the conditions of use

recommended in the proposed labeling for the drug such as, for
example, whether the drug is for short-or long-term administration
or whether it is to be used in infants, children, pregnant women,
or women of child-bearing potential.

c. Detailed reports. of any pertinent microbiological and in
vitro studies.

d. Summarize snd provide a list of literature references (if
avsilable) to. sll other preclinical informsation known to the
spplicant, whether published or unpublished, that is pertinent to
an evalustion of the safety or effectiveness of the drug.

11. List of investigators. 2. A complete list of all investigators
supplied with the drug including the name and post office ‘address
of each investigator and, following each name, the volume and
page refersnces to the investigator’s report{s) in this application
snd in any documents incorporated by reference, or the
explenation of the omission of any reports.

" b, The unexplained omission of any reports of investigations
made with the new drug by the applicant, or submitted to hnm by
an investigator, or the unexplained ‘omission of any pertinent
reports of investigations or clinical -experience received or
otherwise obtained by the applicant from published literature or-
other sources, whether or not it would biss an evaiuation of the

" .safety of the drug or its effectiveness in use, may constitute

grounds for the refusal or withdrawal of the approval of an
spplication.

12. Full reports of dumul investigations that have been mede
to show whether or not the drug is safe for use and effective in
use. a. An application may be refused unless it contains full
reports of adequate tests by ail methods reasonably- applicable to
show whether or not the drug is safe and effective for use as
suggested in the labeling.

b. An application may be refused unless it includes substantial

-evidence consisting of adequate and well-controlled investigations,

including clinical investigstions, by experts qualified by scientific
training and experience to evaluste: the effectiveness of the drug
involved, on the basis of which it could fsirly and responsibly be
concluded by such experts that the drug will have the ‘sffect it
purports or is nprcumod to have under the conditions of use
prescribed, recommended, recommended, or suggested in the

_proposed Isbeling.

¢. Reports of all clinical tests sporsored by the applicant or
received or other wise obtained by the applicant should be

‘sttached. These reports should include adequate information

concerning esch subject trested with the drug or employed as a
control, including age, sex, conditions treated, dosage frequency
of administration of the drug, results of all relevant clincial
observations and laboratory examinations made, full information



" concerning any other trestment given previously or concurrently,
and a full statement of adverse effects and useful results observed,
wwmm opinion as to whether such sffects or results are
sttributable _to the drug under investigation and 3 statément of
where the underlying data are awailable for inspection. Ordinarily,
the reports of clinical studies will not be regarded -as adequate
uniess they -inciude reports from mon than one .independent,
" competent investigetor who maintains sdequate case histories of
an adequate number of subjects, designed to record observations
and permit evaluation of any and all discernible effects
_sttributsble to the drug in each individual trested and comparable
records on any individuals employed as controls. An application
for a combinstion drug may be refused unless there is substantial
evidence that each ingredient designated as active makes a
contribution to the total effect claimed for the drug combination.

Except when the disease for which the drug is being tested occurs

with such infrequency in the United States as to make testing
impractical, some of the investigations should bs performed by
competent investigators within the United States.

d. Attach as a seperste section a completed Form FD-1639,
'Druo Experience Report (obmmnbie. with instructions, on request
from the Food and Drug Admm'mtuon, Department of HEW.
5600 Fuhm Lane, Rockville, Maryland 20852), for each adverse
oxperience or, if feasible, for each subject or patient experiencing
one or more adverse sffects, described in Item 12c, whether or not
full information is available. Form FD-1639 should be prepared by
the applicant if the adverse sxperience was not reported in such
form by the investigator. The Drug: Experience Report should be
cross-referenced to any narrative description included in Item 12c.
‘In lieu of a. FD Form 1639, a computer-generated report may be
submitted if equivalent in all elements .of information with the
identical enumersted ssquence of events and methods of
completion; all. formats proposed for such use will require initial
review and spproval by the Food and Drug Administration.

e. All information pertinent to an evalustion of the safety and-

sffactiveness of the drug recsived or otherwise obtaifed by the

AMERSHAM CORPORATION

spplicant from sny source, including information derived from
other investigstions . or commercial marketing (for exsmple,
outside the United States), or reports in the scientific literature,
involving. the drug that is the subject of the application and related
drugs. An adequits summary may be acceptsble in lieu of a
reprint of -a published report which only supports other data
submitted. Reprints are not required of reports in designated
journals, listed in §3109 of the new-drug regulations, about
related drugs; a bibliography will suffics. Inciude the evaluation of
the safety or effectiveness of the drug that has been made by the
applicant’s medical dcp-nmom. expert committee, or consultants.
£ if the drug i a combination ot previously mvesngated or
marketed drugs, an adequate summary of preexisting information
from prqcinnml and clinical investigation and experiance with its
components, including all reports received or otherwise .obtained
by the applicant suggesting side effects, contraindications, and
ineffectiveness in use of such components. Such summary should
include an adequate bibliography of publications ‘about the
components and may incorporate by reference information
concemning such components pmuoudy submitted by the
spplicant to the Food and Drug Administration.
" g The complete composition and/or method of manufacture
of the new drug used in each submitted report of investigation

should be shown to the extent necessary to establish its identity,

strength, quality, and purity if it differs from the description in
item 6, 7, or 8 of the spplication.
13. If this is a supplemental application, full information on

..d'm.ddwmmymmtmodomtho

aspproved spplication. -
Observe the provisions of §314.8 of the new-drug regulations
concerning supplemental applmtaons

14. [Ressrved]

-16. The. applicant is required to submit an environmental
impact analysis. report analyzing the snvironmental impact of the
menufacturing process and the uitimate use or consumption of the
drug pursuant to §6.1 of this chapter.

{Applicant)

o 1 aesn O S A

{Responiible official or wtl

Manager, Medical Requlatory Affairs
' {Indicate authority)

(VVarnjng:. A willfully false statement is a criminal offense. U.S.C. Tittle 18, sec. 1001.)

Note: This application must be signed by the applicant or by an authorized attorney, agent, or official. If the applicant or
such authorized representative does not reside or have a place of business within the United States, the application must also
furnish the name and post office address of and must be ‘countersigned by an authorized- attorney, agent, or official residing

or maintaining a place of business within the United States.
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