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Page 2 - NDA 17-516

with the _  —— procedures used for identification, b(A)
methods of awafyeds were judged to be suitable for control and
regulatory purposes.

A statement and comments dated Jaw. 49 , abﬁ 74 have been
submitted by Robert Stark, HFD-420, Drug Standards Research Branch.

(4p) Stability: Satisfactory for a 2 years expiration date.

Stability data for three lots of Sinequan Oral Concentrate which
cover storage for 6 months at 300 C and for shorter periods under
conditions of accelerated temperature, have been submitted. The
retention values ranged from 98% to 103% of initial .assay values.
The concentrate was examined for doxepin content and for potential
degradation product by — —= —— and by
' -— respectively. For assay. the drug was

F.

(5) Samples: Satisfactory

Appropriate samples and analytical data have been provided for the
new drug substance and concentrate. Methods have been validated in
our laboratories, although . ————  experienced some
difficulty with the  ———""_ . procedures. (See under 4n,
above).

(6) Labeling: Satisfactory for draft, immediate container labels
for trade packages. _

Establishment Inspection: Satisfactory

Please see memo from Clifford G. Broker dated 9-21-73.

Registration: Firm is registered.

Conclusion: Application is approvable from standpoint of manufacturing
controls. -

ﬁ%¢144éqi };(.#Ji/é;éj
Rachel S. Silk
Chemist

Orig.

Dup

HFD-100 ‘
HFD-120 HFD-120/RSSi1k/
HFD-120/Init:RShultz/1/28/74
F/T:1s:1/29/74



Sinequan (deepin HCT) ' Pfizer Pharmaceuticals
Oral Concentrate 10 mg/ml ~AF 12-118 .
NDA 17-b16 o : Submission July 24, 1973

REVIEW OF A BIQAVAILABILITY STUDY

1. Submitted is a bioavailability study on the above product with

Sinequan capsules 50 - mg. as the reference product. The study was a

three-way crossover since there was a“third group of subjects that

were given the drug with 125-ml of orange juice instead of water.

Nine subjects were used. The dose was 100:mg. and the crossovers ;

were done seven days apart. Blood samples were taken at 0,1, 2,

3,.5, 8, and 12 hours after drug administration. The assay was a h(4)
— with a lower limit of sensitivity of

" about 10 ng/ml. The study was done at  — —dn

e ——————————————

- 2.. The absorbtion and metabolism of the drug was quite variable from

subject to subject. The peak blood-1évels occurred at two hours and

 averaged 44 and 54 ng/ml. for the capsules and concentrate respectively.

The respective areas under the curves averaged 341 and -374 ng-hr/ml.
The serum half-life was about 5 hours. The orange juice evidently
lowered the rate of absorption but had 1ittle effect on the total
amount absorbed as-the average peak value was 38:ng/ml. and the area
was 386 nd-hr/ml. Analysis of variance revealed no-significant
?ifferénc s in the two products, but the power of the test, is very
AW . - T PR Coen P S

3. The data was discussed with the Medical Officer familiar with this
drug, Dr. Hobart.  She said that the effective blood levels of this
drug are unknown, but most probably it has a-wide range. =~ - -

RECOMMENDATION:

. Murdock, Ph.D. -
“Research Branch/DCR

Rgario)

K15 178178
by JPSKELLY

Dup., Trip., HFD-200, HFD-220, HFD222.
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PUBLIC HEALTH SERVICE

B{iEMOR Al\JDUR@: DEPARTMENT OF HEALTH, EDUCATION, AND WELFARL

TO

FROM

SUBJECT:

FOOD AND DRUG ADMINISTRATION

BD-105 . DpaTE:. September 21, 1973

ATTN: Stanley Stringer

BD-340

Approval of NDA 17-516, Sinequan Oral Concentrate

Applicant; Pfizer Pharmaceuticals, New York, NY

Manufacturer: Pfizer Pharmaceuticals, Barceloneta, P.R.

- Based on our evaluation of the above manufacturer's compliance with

CGMP Regulations, we have no objection to your approval of subject
NDA insofar as 1t relates to such compliance,

cn(fz% /Z/

rd G. Broker

cc: '

NDA Orig. ~

NDA Dup.

BD-105

BD-145, Harrison

VM-200

BD-316

BD-340, Log . >
BD-340, Working File :
BD-340, Voth . ™
CA-226

~NYK-DO

SJN-DO

 RWVOTH:1Ir -



S
~—

Bp - /%% o

HOA 17516 AUG 1 0 1973

?ﬁzaar ?hammﬁ&‘ts
Attention: Eaard J. Hiress
ew York, ﬁé' York 10017
tentlemen:

He acknowledge m@ig% drug application submitted
;ﬁsfgt to smz%iaa {h} ﬁf m ?e&ra‘i Food, Srug, and Cosmatis

Hame of Drug Sineguan {doxepin HCL) itmi mmwy
10 wg. Jee.

Pate of ippHeation: July 24, 1973
Bate of focefol: July 31, 1973

He will correspond with you further after we have had the apportunity
to study ﬁss &w’ié&ﬁm,

Plaase identify any m&mﬁim concerning this application with
tiaz BOA maber shown agaﬁm*

Sincerely yours,

w e}&*:z Ny

Barrett Scovill
Beguty Divector
ﬂiﬂswﬂ af mmmc@’tagical

é’iﬁm af Saimtf!ﬁg Evalation
Bureau of Druas

t)ri orig./ TAW ( (
B0-100 BD-105 BD-244 BD-120
BD-120/4CCrabbs/8/2/73 Wﬁ 3
BD-120/Dr. Hobart Dr. Glocklin RSilk
F/T:15:8/8/73



PUBLIC HEALTH SERVICE :
FOOD AND DRUG ADMINISTRATION

MEMORANDUM DEPARTMENT OF HEALTH, EDUCATION, AND WELFAR

TO  : Phil Walters, M.D. pate: FEB 21 1974
Office of Scientific Evaluation (HFD-100)

i B2 [ (‘74»
FROM : Barrett Scoville! MiD.
Division of Neuropharmacological Drug Products (HFD-120)

SUBJECT:  Sinequan (doxepin HC1) Oral Concentrate Labeling, NDA 17-516

We agree that the labeling for doxepin HC1 needs updating and are
reluctant to perpetuate "1969 type" Tabeling.

However, this drug has been approved for marketing as a capsule by
Pfizer (NDA 16-798) and as capsules and tablets by SK & F and Pennwalt
(NDA 16-987). A1l marketed forms of doxepin have essentially identical
labeling.

We believe that the most sensible course of action is to handle
revision of the labeling for all formulations and firms at the same
time. At this late date we do not believe witholding approval of the
concentrate dosage form is a viable regulatory option in view of the
current marketing status of the other dosage forms.

: The most important labeling issue with which we mist deal concerns the

| mixed anxiety/depression claims. This problem has been given

f extensive consideration by this division and the Neuropharmacology
Advisory Committee, and guidelines will be available soon which will
resolve this issue.

Pfizer has made a written commitment to expeditiously undertake labeling
revisions for the drug. In the interim and in view of Pfizer's
commitment, we recommend approval of the oral concentrate forms .




At

hre
3/ /PHARMACEUTICALS
“PFI ER INC,, 2?5 E. 42ND ST., NEW YORK, N.Y. 10017

July 24, 1973

Dr. Barrett Scoville, Acting Director
Divison of Neuropharmacological Drugs
Office of Scientific Evaluation
Bureau 8f Drugs

Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

RE: SINEQUAN (doxepin HC1l) ORAL CONCENTRATE - SAMPLES
Dear Dr. Scoville:
We are herein submitting samples of Sinequan (doxepin HCl) Oral Concentrate,
concomitant with the filing - under separate cover - of a New Drug

Application for this new dosage form of Sinequan.

Attached are 12 bottles, 120 cc. each, of Sinequan (doxepin HC1) Liquid
Concentrate, 10 mg./cc., Lot 7777-8-1. '

Please add this information to the file for Sinequan Oral Concentrate.

Thank you very much.

Sincerely,

David C. Oppenheimer

Associate Director

Drug Regulatory Affairs Division
PFIZER PHARMACEUTICALS



PFIZER INC,, 2385 E. 42ND ST, NEW YORK, N.Y. 10017

NEW Drug APPLICATION

July 24, 1973 | lz,y[ g

Dr. Barrett Scoville, Acting Director
Division of Neuropharmacological Drugs
Office of Scientific Evaluation
Bureau of Drugs

Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

RE: SINEQUAN (doxepin HCl) ORAL CONCENTRATE 10 mg./cc.
NEW DRUG APPLICATION

Dear Dr. Scoville:

" Pursuant to Title 21 of the Code of Federal Regulations, Section 130.4,
we are herein submitting, in triplicate, a New Drug Application for
Sinequan (doxepin HCl) Oral Concentrate 10 mg./cc. This submission is
being made on behalf of Pfizer Pharmaceuticals, Inc., Barceloneta,
Puerto Rico 00617.

Since this NDA concerns a new dosage form of a recently approved. New
Drug, we refer you to the approved NDA for Sinequan Capsules -(16-
for information regarding the manufacture and control of bulk dexéiit
HCl, safety, efficacy, etc., in your review of the attached Appligation.

To substantiate the clinical equivalence of Sinequan Oral Concenﬁﬁﬁgeﬁ'
to Sinequan Capsules, a crossover biocavailability investigation was
conducted, as filed to IND 67. 6737 on April 5, .1973.

ey

This study, conducted by = ="
———— was designed to determlne sera levels of doxepin administered .
as Sinequan (doxepin HCl) Capsules and as Sinequan (doxepin HC1l) Oral
Concentrate. Data from this study, a summary and statistical analysis

are included in the section tabbed: "Clinical (Bioequivalency) Information."
To facilitate your review, a copy of the clinical protocol filed to

IND 6737 is also included.

The 1abelihg (package insert) for Sinequan Oral Concentrate’ is ideg
to that currently approved for Sinequan Capsules., The attached j
has been slightly modified to include the availability of, and dps
with, this new dosage form. All Indications, Warnings, Dosages J s
remain as in the currently approved insert for Sinequan Capsuleq.

CONFIDENTIAL



nd

Dr. Barrett Scoville, Acting Director July 24, 1973

This drug will be available in'a 120 cc. (4 oz.) bottle with a calibrated
dropper. Package labeling has been appropriately designed and is also
attached.

The results of accelerated stability studies on several lots of Sinequan
Oral Concentrate are attached. Based on this 12 week data, we request
approval of a 24 month expiration dating for this new dosage form.

The required Environmental Impact Analysis Report is attached to this
submission and, as indicated, does not apply to this submission.

Should afy questions arise during your review of this Application, please . .
do not hesitate to call. Please communicate with me directly in assigning
a file number for this New Drug Application. ' '

Drug Regulatédry Affairs Division
‘EJH:jr ’ PFIZER PHARMACEUTICALS

Attach.



/ - ORIG NFW CORRES
Pfizer S e,

PHARMACEUTICALS | /
_'PERSONALLY SUBMITT'EEFBWC., 235 E. 42ND ST., NEW YORK, N.Y. 10017

N eehad A Wespoder
QQQS&» oy RO September 27, 1973

Q21

Dr. Barrett Scoville, Acting Director
Division of Neuropharmacological Drugs
Office of Scientific Evaluation

Bureau of Drugs ’

Food and Drug Administration

5600 Fighers Lane

Rockville, MD 20852

Re: NDA 17-516 _
Sinequan (doxepin hydrochloride) Oral Concentrate

Dear Dr. Scoville:

In a telephone conversation on September 12, 1973, Mrs. Rachel Silk of
your Division discussed with Mr. Hiross of Pfizer Inc.our New Drug
Application for Sinequan Oral Concentrate, NDA 17-516, filed on July 24,
1973 . At that time, she indicated that there were some areas in the appli-
cation which needed clarification. In response to her comments, we are
herein submitting the following:

1. An,Anélysis of Doxepin and Demethyl Doxepin Blood Levels
2. Doxepin Blood ILevel Methodology

3. A Sampling Procedure - non-sterile liquids, certifiable and non-
certifiable

4., Reference Samples of Doxepin Hydrochloride, Cis Isomer of Doxepin
Hydrochloride and Trans Isomer of Doxepin Hydrochloride

Compbuhd Identity Qdantifvz

Doxepin Hydrochloride 93899-02EA . 4x0.5gm
Cis Isomer :3326-209-A 1x1.0gm-
Trans Isomer 6215-52-2 1x1.0gm




Dr. Barrett Scoville ' -2- September 27, 1973

5. Labeling - final printed labeling will include the Equivalency State-
ment on the front main panel,

6. Stability Data - the stability program described in NDA 17-516 for
Sinequan liquid concentrate is continuing. Six month/ 30O C samples
of the dosage form are scheduled to be taken for assay the first week
of October. The assay results will be forwarded as soon as they be-
comé available. '

If you require additional information, please contact me.

Please add this information to the file for Sinequan (doxepin hydrochloride)
Oral Concentrate, NDA 17-516.

Sincerely,

Wbed ey Lo
Michael A, Hospador, Ph. D.
Associate Director

Drug Regulatory Affairs Division
PFIZER PHARMACEUTICALS

MAH:rp
Encls.



UNITED STATES GOVERNMENT DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE

- Memorandum |

TO :Rachel 8. Silk, (HFD-120) DATE: January 29, 1974
Div. of Neuropharmacological Drug Products

FROM :Chief, Drug Standards Research Branch (HFD-L20)
SUBJECT : Laboratory Validation of Control Procedures
NDA 17-516 Sinequan Oral Concentrate
Sinequan Oral Concentrate, Lot No. 7777-8-1, assayed: s mean 99.3) b(d)

per cent of the labéled amount of doxepin by the firm's spectrophotometric
method. The pH of the sample was 5.5.

The cis and trans isomers were identified in the concentrate by the firm's
paper chromatographic method. The relative mobilities of the cis and trans
isomers (with respect to the lower edge of the paper) were about 0.66 and 0.53,
respectively.

The assay method is suitable for both control and regulatory analysis. The

et identification is suitable for control purposes. We do
not consider such methods suitable for regulatory methods because the field
laboratories do not have chemists experieneced in : h(d)

.‘—”'-"
) 7P/
v/

Rébert R. Stark

GPO : 1966 O—797-838

K?ff F\Hﬂj ELIMINATE WASTE COST REDUCTION PROGRAM }
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ORI & &l 22,

g i v DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
MEMORAND UM PUBLIC HEALTH SERVICE ‘
FOOD AND DRUG ADMINISTRATION

TO * OFFICE OF PHARMACEUTICAL RESEARCH AND 4 DATE:February 4, 1974

TESTING (BD-400) —> 2y Sl FD -4

e

FROM
' Pharmaceutical Section (HFR-2162)

SUBJECT: .
NDA #17-516_Sinequan (doxepin HC1)

PHm—

Attached is the worksheet, . . and
~—_reporting our testing of the analytical control
methods for the subject NDA. b(4)

The methods appear satisfactory for their intended purpose,

TED" M.

cc: NYK-D60
HF0-130 (w/copy of Form 2)
File 463.36

et
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ORIG NEW CORRES

Pizer R

PHARMACEUTICALS

PFIZER INC., 235 EAST 42nd STREET, NEW YORK, N. Y. 10017

JOSEPH P. ATERNO
Vice President
Drug Regulatory Affairs
and New Product Planning Division
212 573-2556

February 19, 1974

Barrett Scoville, M.D., Acting Director
Division of Neuropharmacological Drugs
Office of Scientific Evaluation

Bureau of Drugs

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20852

Re: vSinequan (doxepin HC1l) Oral Concentrate
NDA #17-516

Dear Dr. Scoville:

I refer youvto a telephone conversation.with Mr. William Crabbs
of your Division relating to Sinequan (doxepin HC1l) Oral
Concentrate, NDA #17-516.

It is our understanding that the Sinequan Oral Concentrate
will be approved providing that we make a commitment to revise
the Sinequan package insert. We herein are making that commit-
ment and hope that meetings with your Division can be arranged
as soon as possible so that we may promptly undertake such a
revision.

We will be in communication with your designee in the near
future so that we may expedite the Sinequan Oral Concentrate
approval and'the package insert revision.

Sincerely yours,

J. P, Aterno, Vice President
Drug Regulatory Affairs and
New Product Planning Division

¢

s,

DENTIAL
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PHARMACEUTICALS ori/ 6,

EﬁlNC., 235 E. 42ND ST, NEW YORK, N.Y. 10017

PERSONALLY SUBMITTED \
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October 25, 1973
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00T 281973

Dr. Barrett Scoville, Acting Director

- Division of Neuropharmacological Drugs
Oifice of Scientific Evaluation

Bureau of Drugs

Food and Drug Administration

5600 Fishgrs Lane

Rockville; MD 20852

Re: NDA 17-516
' Sinequan (doxepin HCI) Oral Concentrate

Dear Dr. Scoville:

Pursuant to 21 CFR 130.9, we are herein submitting an Amendment to our
Supplement to our New Drug Application for Sinequan Oral Concentrate,
NDA 17-516, filed on July 24, 1973.

Herein is contained additional information as requesfed by Mrs. Rachel
Silk and Dr. Harold Murdock:

1. Analytical Testing Data on Doxepin HCl Reference Samples.
(Attachment 1)

2. Tabular‘ Representation of Times for Drug Administration and Blood
Sampling for all groups studied. (Attachment 2) '

3. Bioavailability Study - Assay Sensitivity and Typical Gas Chroma-
tographic Tracings.(Attachment 3)

4. Stability Report on Sinequan Liquid Concentrate (Attachment 4)

‘5. Curriculum Vitae for ~ T ——— conducted this
study for determining the bioavailability of Sinequan Oral Concentrate,
since the prior scheduling of numerous other projects to be performed
internally by Pfizer Research did not permit us to use our capabilities
for conducting this study. (Attachment 5)




Dr. Barrett Scoville ' -2- October 25, 1973

6. Sampling Procedures - Sinequan Oral Concentrate: Statistical Basis.
This section includes sampling procedures for Non-Sterile Liquids,
Certifiable and Non-Certifiable and Military Standard-105D.
(Attachment 6)

7. Statistical Power of the Cahn Data. Using the approach outlined in

" Scheffe's, The Analysis of Variance, pp. 62-64, 1959, the power was
calculated. The standard deviations used in the analysis were the
ones obtained from the Latin Square Analysis; 152 for Areas under the
curve and 5.85 for hali-lives.

To détect a 100-unit difference (approximately 20%) on the Area Under
the Curve data, the power was approximately .25 with a significance
level ofX= .05. (The standard deviation was estimated as 152).

For the half-life data, the power to detect a 1-unit difference (approx-
imately 20%) was less than .20 with a significance level ofed= ,05.
The standard deviation was estimated as 5.85.

8. Labeling is being revised to include the Equivalency Statement and
the Corporate Address on the main front panel. This labeling will be
submitted to you when completed.

9. Subject Selection. 18 patients (in three groups) received 2 x 50 mg.
capsules and 1 x 100 mg. oral concentrate (with either water or orange
juice) in cross-over fashion. Sera samples from 9 subjects, 3
randomly selected from each group were subjected to chemical analysis.
Samples from 9 randomly selected subjects rather than the entire 18
were assayed since, from a statistical viewpoint, the analysis of
samples from all subjects would not have increased (or decreased) the
validity of the data obtained using samples from 9 randomly selected
individuals. It is our normal practice to include more subjects and to
collect more samples than required to conduct a statistically valid,
study. Thus for contingency purposes samples are available if con-
fidence bounds exceed those anticipated.

Please add this information to the file for Sinequan (doxepin HCIl) Oral". .- T
- Concentrate, NDA 17-516.,
' Sincerely,

Fdbfipet

Michael A. Hospgdor, Ph.D.
Associate Director

Drug Regulatory Affairs Division
PFIZER PHARMACEUTICALS




@ | NDA ORiG Ax

PHARMACEUTICALS

PFIZER INC,, 235 E. 42ND ST.,, NEW YORK, N.Y. 10017 O/L7

November 2, 1973

Dr. Barrett Scoville, Acting Director
Division of Neuropharmacological Drugs
Office of Scientific Evaluation

Bureau of Drugs

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20852

Re: NDA 17-516 |
' Sinequan (doxepin HCI1) Oral Concentrate

Dear Dr. Scoville:;

As indicated to you in my communication of October 25, 1973 concerning
our Supplement to our New Drug Application, Sinequan Oral Concentrate,
NDA 17-516, originally filed on July 24, 1973, I am forwarding to you
revised labeling as part of that Supplement, as follows:

Label, I.C. IBM 05-1942-37-0
Carton IBM 10-1942-37-0
Package Insert - IBM 60-2135-37-2

Please include this labeling in our New Drug Application for Sinequan
Oral Concentrate, NDA 17-516.

Sincerely,

Associate Dlr"
Drug Regula o)

MAH:rp
+ Epcls.




