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doxepin HCI

CAPSULES ORAL CONCENTRATE
DESCRIPTION
SINEQUAN (doxepin HCI) is a new dibenzoxepin psychotherapeutic agent with marked
antianxiety and significant antidepressant activity.

‘ CHEMISTRY :
SINEQUAN is a dibenzoxepin derivative and is the first of a new family of psycho-
therapeutic agents. Specifically, it is an isomeric mixture of N,N-Dimethyl-dibenz(b,-
e)oxepin-A!¢¥ y propylamine hydrochloride.

. o

~CH,
CHCH, CH;N\CH) -HC!
SINEQUAN (doxepin HCI)

INDICATIONS
In a carefully designed series of controlled studies, SINEQUAN has been shown to have
marked antianxiety and significant antidepressant activity. SINEQUAN is recommended
for the treatment of:

1. Patients with psychoneurotic anxiety and/or depressive reactions.

2. Mixed symptoms of anxiety and depression.

3. Alcoholic patients with anxiety and/or depression.

4. Anxjety associated with organic disease.

5. Psychotic depressive disorders including involutional depression

and manic-depressive reactions.

The target symptoms of psychoneurosis that respond particularly well to SINEQUAN
include anxiety, temsion, depression, somatic symptoms and concerns, insomnia, guilt, lack
of energy, fear, apprehension and worry.

In those patients in. whom anxiety masks the depressive state, SINEQUAN is of partic-
ular value since it exerts a potent antidepressant effect as well as antianxiety activity.

Patients who have failed to respond to other antianxiety or antidepressant drugs may
benefit from treatment with SINEQUAN.

Clinical experience has shown lhat SINEQUAN is safe and well tolerated even in the
elderly patient.

In a large series of patients systematically observed for withdrawal symptoms, none were
reported. This is consistent with the virtual absence of euphoria as a side effect and the lack
of addiction potential characteristic of this type of chemical compound.

CONTRAINDICATIONS
SINEQUAN is contraindicated in individuals who have shown hypersensitivity to the drug.
SINEQUAN is contramdxcated in patients with glaucoma or a tendency to urinary retention.

. WARNINGS
Usage in Pregnancy
SINEQUAN has not been studied in the pregoant patient. It should not be used in preg-
nant women unless, in the judgment of the physician, it is essential for the welfare of the.
" patient, although animal reproductive studies have not resulted in any teratogenic effects
(See Animal Toxicology).
Usage in Children
The use of SINEQUAN in children under 12 years of age is not recommended, because
safe conditions for its use have not been established.
MAO Inhibitors ’
Serious side effects and even death have been reported following the concomitant use of
certain drugs with MAO inhibitors. Therefore, MAO inhibitors should be discontinued at
least two weeks prior to the cautious initiation of therapy with SINEQUAN. The exact
length of time may vary 4nd is depéndent upon the particular MAO inhibitor being used,
the length of txme it has been admm:stered, and the dosage mvolved
"' PRECAUTIONS
Since drowsiness may occur with the use of this drug, patients should be warned of the pos-
sibility and cautioned against dnvmg a car or operating dangerous machinery while tak'mg
this drug.

Patients should also be cautioned that their response to alcohol may be poteatiated.

Since suicide is an inherent risk in any depressed patient and may remain so until sig-
nificant improvement has occurred, patients should be closely supervised during the early
course of therapy.

"Although SINEQUAN has significant tranquilizing activity, the possibility of acuvauon
of psychotic symptoms should be kept in mind.

* Other stn_xcturally related psychotherapeutic agents (¢.g., iminodibenzyls and dibénzocyclo—
heptenes) are capable of blocking the effects of guanethidine and similarly acting compounds
in both the animal and man. SINEQUAN, however, does not show this effect in animals. At

" the usual clinical dosage, 75 t0:150 mg per day, SINEQUAN can be given concomitantly with
guanethidine and related compounds without blocking the antihypertensive effect. At doses of
300 mg per day or above, SINEQUAN does exert a significant blocking effect. In addition,
SINEQUAN (doxepin HCI) was similar to the other structurally related psychotherapeutic,
agents as regards its ability to potentiate norepinephrine response in the animal. However,
‘in-the human this effect was not seen. This is in agreément with the low incidence of the
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" teratologic effects.

PRECAUI‘iONif!(‘;on!%uu;) ﬁ&%
side effect of tachycardia seen clinically. ¥z #
. ° ADVERSE REACTIONS
Anticholinergic Effects: Dry mouth, blurred vision, and constipation have been reported.
They are usually mild, and often subside with continued therapy or reduction of dose.

Central Nervous System Effects: Drowsiness has been observed. This usually occurs early
in the course of treatment, and tends to-disappear as therapy is continued.

Cardiovascular Effects: Tachycardia and hypotension have been reported infrequently.

Other infrequently reported side effects include extrapyramidal symptoms, gastrointestinal
reactions, secretory effects such as increased sweating, weakness, dizziness, fatigue, weight
gain, edema, paresthesias, flushing, chills, tinnitus, photophobia, decreased libido, rash, and
pruritis. DOSAGE
For most patients with illness of mild to moderate severity, a starting dose of 25 mg tid.
is recommended. Dosage may subsequently be increased or decreased at appropriate inter-
vals and according to individual response. The usual optimum dose range is 75 mg/day to
150 mg/day.

In more severely ill patients an initial dose of 50 mg t.id. may be required with subse-
quent gradual increase to 300 mg/day if necessary. Additional therapeutic effect is rarely
to be obtained by exceeding a dose of 300 mg/day. . .

In patients with very mild symptomatology or emotional symptoms accompanying organic
disease, lower doses may suffice. Some of these patients have been controlled on doses as
low as 25-50 mg/day.

Although optimal antidepressant response may not be evident for two to three weeks,
antianxiety activity is rapidly apparent. .

SUPPLY
SINEQUAN is available as capsules containing doxepin HCl equivalent to:

10 mg and 100 mg doxepin: bottles of 100, 1000, and unit-dose packages of 100 (10 x 10’s).
25 mg and 50 mg doxepin: bottles of 100, 1000, 5000, and unit-dose packages of 100 (10
x 10%s). .

SINEQUAN Oral Concentrate is available in 120 mi bottles with an accompanying dropper

- calibrated at 5 mg, 10 mg, 15 mg, 20 mg, apd 25 mg. Each ml contains doxepin HCl equiva-

lent to 10 mg doxepin. SINEQUAN Oral Concentrate should be diluted with water or
suitable juices just prior to administration. Preparation and storage of buik dilutions is not

recommended.
ANIMAL PHARMACOLOGY .

The psychopharmacological profile of SINEQUAN combines marked tranquili_'sz
activity — as measured by suppression of conditioned avoidance behavior in rodents
and a slowing of the EEG. in monkeys, with significant antidepressant activity—as measured
by potentiation of the stimulating effects of amphetamine and by antagonism of the sedat-
ing effects of reserpixie and tetrabenazine. Potent spasmolytic activity—as measured in tissue
preparations using the spasmogens: histamine, serotonin, barium chloride and acetylcholine;
and mild peripheral vasodilatory effects—as measured in femoral artery blood flow studies in
dogs, contribute to the pharmacological profile of SINEQUAN. SINEQUAN is well
absorbed and rapidly metabolized after oral adminstration.

ANIMAL TOXICOLOGY STUDIES -
TOXICOLOGY STUDIES

1. Acute Toxicity LD,, DOSE LD,, DOSE
mg/kg LV. mg/kg ORAL -

MICE 14.6 to 19.6 148 to 178

RATS 12.7 to 18.8 346 to 460
2. Subacute Toxicity
An oral 30 day, subacute toxicity study with doxepin was performed on mongrel dogs at
fevels of 25 and 50 mg/kg/day. Hematology, clinical chemistry, and urinalysis showed no
abnormalities. There was no mortality in these animals during this period. At the 25 mg/kg
level mild émesis and sedation were observed. At the 50 mg/kg level mild emesis, increased
heart rate, miosis, sedation, and twitching were observed. In a series of subacute rodent
toxicity studies at levels of 25 and 50 mg/kg/day. no mortality was observed.
3. Chronic Toxicity '
The results of canine toxicity studies at levels of 25 and 50 mg/kg/day for 12 months showed
no histopathological changes atiributable to the drug. Dogs treated with SINEQUAN
at 25 and 50 mg/kg/day for up to 12 months exhibited slight emesis, ptosis, sedation, and
twitching. S .

‘Over a period of 18 months, SINEQUAN was fed to rats at dose levels of 100, 50, 25,
and 5 mg/kg. Fatty metamorphosis of the liver was observed primarily in the male rats
after 18 months of feeding SINEQUAN .at 100 mg/kg, a finding also seen with certain
other potent tricyclic drugs but is of no clinical significance. At this same dose leve}. there
was inhibition of body weight gain in the females. .

At a dose level of 50 mg/kg, slight hepatic fatty metamorphosis was observed in a one
year study. In an’ 18 month study, dose levels of 50 mg/kg or léss were essentially free of
adverse effects.

4. Reproductive Studies ) .

In animals receiving SINEQUAN in doses up to 25 mg/kg/day for 8 to 9 months, no
changes were observed in number of live births, litter size, or lactation. A decreased con-
ception rate resulted when male rats-were treated at a dose fevel of 25 mg/kg/day for pro-
longed periods of time. This effect has been shown to occur with other psychotherapeutic

_ agents and is attributed to their effects on the central and/or autonomic neryous systems..

Gross and microscopic examination of the offspring revealed no evidence of drug-related

Manvfactured by:
PFIZER PHARMACEUTICALS, INC.
BARCELONETA, P.R. 00617
Distributed by:

. LABORATORIES
60-2135-37-2 ) Revised Oct. 1973




5;{1,

IOVHOLS AIANIWWODIY >

doxepin HCI
equivalent to

10mg /mi

of doxepin

ORAL
CONCENTRATE

a paiRIqIED

J3ddou
(0.0€) 4,98 MOT38 3HOL

120 ml

CAUTION: Federal law prohibits
dispensing without prescription.

) to 150 mg (15 mi).

Oiswributod by
LABORATORIES
Manutaciured by

Pfizer Pharmaceuticals. Inc.. Barcelonela, P R.00617

3|QBIINS 10 J81BM Ul PBIN|IP 8G PiNOYS e;enuaouo%

Severe Symptomatology— 150 mg (

PROFESSIONAL INFORMATION
300 mg (30 mi)

USUAL DAILY DOSAGE
Mild to Moderate Symptom

READ ACCOMPANYING
(75m




%
3

JIVHOLS QIANIWWODT

doxepin HCI
equivalent to

10 mg /mi

of doxepin

ORAL
CONCENTRATE

Pasojoug saddoiq pajeiqies
18jeIpaww; saoin(
P aq pinoys sje1)usou0n
("0.08)'4.98 MO738 JHOL
gy— 75 mg
g (15 mij t

ymptomatolo

120 mi

CAUTION: Federal law prohibits
dispensing without prescription.

mptomatology— 150 m

‘uolieJisjuiwpe o3 Joud A
150 mg (15 ml).

Distrivated oy
LABORATORIES
Manulaciured by

Plizer Pharmaceuticals. Inc . Barceloneta, P R 00617

PROFESSIONAL INFORMATION
USUAL DAILY DOSAGE
Mild to Moderate S

READ ACCOMPANYING
(7.5ml) to

8|QBIINS 10 J3)BM U| pan|

Severe Sy
300 mg (30 mi




/1900°H d ‘B1auo|soseg “ouj ‘s|onnaseuLIeYd J9Zid-

: A 7]
4y3zidd 432zZi1dd .mm_.mowﬂmsmmﬁ@j
Aq pawnginsia . .
. % "pasojouy -uoijdiiosald Jnoyum Buisuadsip
N Jaddouqg peieiqiied

Hegined
S’/ﬂ Re’d. -6

2-5

Labeling:
EDAEo: /

.

FEPPROVED. T IR

wad by

iz

("0.08) '4.98
MO39 3HOLS

JOVHOLS
Q3aAN3IWNOD3Y

907 #

‘uojelisiuiwpe

0} Joud Ajoreipawwl
sooIn[ o|qelins

10 Ja1em ul pamjip

3¢ p|Noys 81e1jusduo)

"(lw 0g) Bw 00E
. 0} (lw g}) Bw OStE

—£Boj0jewOo}dwAS 819A8S

NDC 0663-5100-47 . . 7607

Sinequan

doxepin HCI

ORAL

CONCENTRATE

120 ml | ()

"(lwg1) Bw QSL

o} (Jlw g'2) Bw gL
—KBojojewoidwAs
21e49PON 03 PIIN
IHVYSO0A Aliva 1vnsn

NOLLYWHOSNI
IVYNOISS340dd
HNIANVANOOOV av3d

sjqiyosd me| [e18pad :NOILLNVO

jwoct

m._.<m._.ZmOZOO
1vdO

ujdexop jo

1w/ Bw oL

o} jusjeainbe

1DH uidaxop

uenbaulsg

1091 Jp-0015-€990 DAN

T




d32z21dd

d32Z214dd

© 21900°Hd ‘elaucieoseg “ou| ‘sleonnadewleyd Jozid

) . Aq paimorinuen .
S3IHOLYHOAVT @
Aq peinquisig

Ornugrnd

Labeling:

7 J’/ﬂ

/3
4

e

/)6

Re’d.

o1 /7S

el

Reviewed by:

- (D.0€) '4.98
MOT38 3HOLS

3OVHOLS
Q3ANIWWOO3H

90V #

"posojouy
Jaddouq pajeiqifen

‘uoijelisiuiwpe
0} Joud Ajeieipawiw]
sa99oIn| a|jgeuns

10 lgiem ui pajnjip

29 p|NOYS 91e13UdIU0Y

"(lw 0g) Bw oog
0} (Jw 1) 6w 0G1

—ABojolew o1dwAS aioAeg

zun 0663-5100-47 o 7607
Sinequan

doxepin HCI

ORAL

CONCENTRATE

120ml O

"(lw gp) Bw oG

0} (lwgz)Bbwgy
—ABojojewoldwAs
8]eI3POA O} PIIN
FOVS0da Aivad 1vnsn

NOILLYWHOJNI
: TVYNOISS340Hd
ONIANYdWOOOV av3ad

‘uonduosaid inoyum Buisuadsip
sHqiyoid mej [esapad :NOILNYD

jWwoct
J1IVHINIONOOD
1vdO0

uidexop jo

lw / 6w oL

: o} jusjeAlnba

1DOH uidaxop
uenbaulg

209, L¥-0015-€990 OAN

B



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:

17-516

SUMMARY REVIEW




ﬁ/%

Date Completed: 11/26/73

NDA # 17-516

Pfizer Pharmaceuticals
Barcelonetta, Puerto Rico 00617

SUMMARY OF NDA 17-516

Name of Drug: (Trade) : Sinequan Oral Concentrate
Generic: doxepin HCI]

Dosage Form and Route of Administration: Oral Concentrate 10 mg/cc.
Category: Antianxiety and antidepressant.

Date of NDA: duly 24, 1973
: Amended: November 2, 1973

Material Reviewed: Vol. 1.1 of NDA 17-516
Amendment of November 2, 1973.

Clinical Evaluation:

The data to support claims for safety and eff1cacy cons1st of a
crossover bioavailability investigation comparing the Sinequan

Oral Concentrate with Sinequan Capsules (NDA 16-798) conducted by Milton
Cohn, M.D., Research Testing Agsociation, 1930 Chestnut Street,
Ph11ade1ph1a Pa. at Eastern College, St. Davids, Pennsy]vanIa A
review follows:

Review of Study by Cohn:

Problem: To establish the clinical equivalence of Sinequan
Oral Concentrate to Sinequan Capsules.

Study Plan
Method:
Open: multiple cross-over N=18 ( 3 groups of 6 each )

Drugs:
Doxepin 50 mg. capsu]es
Doxepin HC1 1iquid concentrate in 125 cc H20 _
Doxepin H@] 1iquid concentrate in 125 cc orange juice.

7] Adm1n1strat1on

B Day 1 - each group of 6 received oné‘s&udy drug.-
Day 2-7 Washout

day 8 - crossover

Day 9-14 Washout

Day ‘15 - crossover.

Subject selection: :
T : Healthy males 18—25 years of age and 135-200 1bs. weight.-
SIS No psychoactive drugs for 1 monthzand no drugs for 7 days.
R Informal written consént.



NDA 17-516 : ' 2-
Procedure

Drugs (100 mg) given at the same time of day each study day.
Samples taken at 0, 1, 2, 3, 5, 8 and 12 hours on Days 1, 8, 15
sufficient to supply 10 ml of plasma.

Laboratory safeguards were provided.
Adverse reactions were recorded.

Results: According to the summary submitted by the sponsor the
results of the study demonstrate the bioequivalence of the three
dosages administered. It was elaimed that there were no significant
differences in the plasma levels of doxepin.

Drowsiness was reported by all subjects at comparable degrees of
severity. The deviations in laboratoryzvalues were so small as to
‘be without significance. '

Comment: Claims for effectiveness and safety are based on the
plasma levels of doxepin in the three experimental groups. T
résults are to be evaluated by bioavailability unit of the
Bureau. :

Amendment of November 2, 1973.

This submission has to do with the labeling for the Sinequan and contains
a package insert with prescribing directions for use of both forms
(capsules and contentrate) of the drug. A review of the new

version of the prescribing information reveals that it is

jdentical with the approved labeling for the capsule form "NDA 16-798
except for the inclusion of the oral concentrate information in the
SUPPLY section and the change of date to October 1973.

Conclusions

The review of the bioavailability information will determine
whether or not the NDA is approvable.

g
gl
j

1

There are no clinical studies presented as a basis for safety and efficacy.
This product is an additional dosage form of an SppEevedrdiug.

Recommendation: Approval of the NDA if the results from the Coh
as analyzed by the sponsor are confirmed by FDA bioavailability,

% | .‘!I!III' | k%@:i?ﬁ;fia6§§€t€<%§j§?ﬁb5%xg)7)22)

Dup. '
HFp-j00  HFD-120/THobart/11/26/73

MFD -120  F1/fkp/11/30/73.
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CHEMIST REVIEW OF NDA 17-516
Review # First
NDA 17-516 Date Completed: 9/12/73
Sponsor: Pfizer Pharmaceuticals
Pfizer Inc. ’
235 East 42nd Street
New York, N. Y. 10017
A. F.# 12-118

Product name:

Proprietary: Sinequan Oral Concentrate
Non-proprietary: doxepin hydrochloride -

USAN: doxepin hydrochloride

Dosage Forms :
Rx

Oral Concentrate
10 mg/cc

Pharmacological Category and/or Principal indication:
Antianxeity and antidepresSant agent

Str u tureal Formula and Chemical Name: N,N- D1methy1 ~-dibenz(b,e) oxepin
ZS' Smmnﬁ propylamine hydrochloride,cis-trans isomer mixture.

i

3.
HC-CHy CHa N He@ _
QHB
Initial Submission:

July .24, 1973

Supporting Inds: IND 6737, NDA 16-798 S1nequan(doxep1n hydroch10r1de)
NDAs Capsules, approved 9/23/69

Related Documents: DMF: - ! \ﬂﬁh

P

Conclusions and/or Recommendations: This NDA fs unsatisfactory

. from the staﬁpoint of manufacturing controls for the following / _'

¢ <



NDA 17-516 1 a

areas: Laboratory controls on the finished dosage form,
insufficient stability data, Tack of reference samples to be
used for validation of methods, unsatisfactory draft labels,

and clarification of the methodology used to show bioequivalence.

Fackot Yy 7-20~73

Rachel S. Si1k’ :

(ﬂSrig.
Dup.
BD-100
BD-120 _
BD-120/RSSi1k/9/12/73
Init/RSShultz/9/12/73
FT/kp/9/18/33




|| Page(s) Withheld

_;_\/_ Trade Secret / Confidential (b4)
- Draft Labeling (b4)
_ Draft Labeling (b5)

Deliberative Process (b5)

Withheld Track Number: Chemistry-______



CHEMIST REVIEW OF NDA 17-516
DIVISION OF NEUROPHARMACOLOGICAL DRUG PRODUCTS
' CHEMIST'S REVIEW #2

A. 1. NDA #17-516 Date Completed: 10-3-73
Sponsor: Pfizer Pharmaceuticals, Pfizer Inc.
235 East 42nd Street
New York, New York 10017

AF #12-118

2. Product Name(s): |
Proprietary: Sinequan Oral Concentrate
Non-proprietary: doxepin hydrochloride

L 3. Dosage Form(s) and Route(s) of Administration: Oral Concentrate
- Contg. 10 mg/cc

Bx or OTC: Rx

4. Pharmacological Category and/or Principal Indication:

Antianxiety and éntidepressant agent

5. Structural Formula ang Chsmica] Name(s): N, N-dimethyl-
M(6H) gamma propylamine hydrochloride, cis-

dibenz (b,e) oxepind

trans isomer mixture.
[ CH a
HC-CHa-CHi-NT 3, HeL
. x\cﬁa :

B. 1. Initial Submission: July 24, 1973
2. Amendments: September 27, 1973

3. Supporting IND, NDA, MF, and Letters of Authorization: IND 6737,
NDA 16-798 Sinequan (doxepin hydrochloride) Capsules, approved
9-23-69.

4. Related Documgnts_(INQ's, NDA's, etc): DMF: - = - bQ“)




% Page(s) Withheld

_(Trade Secret / Confidential (b4)

__ Draft Labeling (b4)

Draft Labeling (b5)

Deliberative Process (b5)

Withheld Track Number: Chemistry- L



| NDA 17-516 - Page 5

15. Labeling: Unsatisfactory with comment:
(NDA 4)

Although a statement has been included that the final prlnted

Tabeling will include the equivalency statement on the main

L (front) panel as requested, the actual draft labels show1ng
a this revision have not been submitted.

Fachil 71( w& 1893
Rachel S. Silk
Chemist

Dup

BD-100 BD-120
BD-120/RS1i1k
F/T:1s:11/14/73

Init;RShultz/11/6/73
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CHEMIST REVIEW OF NDA 17-516
DIVISION OF NEUROPHARMACOLOGICAL DRUG PRODUCTS
’ CHEMIST'S REVIEW #3

NDA #17-516 A Date Completed: 11-1-73
Sponsor: Pfizer Pharmaceuticals
Pfizer, Inc.
235 East 42nd Street
New York, New York 10017
AF #12-118
Product Name(s): |
Proprietary: Sinequan Oral Concentrate
Non-proprietary: doxepin hydrochloride

Dosage Form(s) and Route(s) of Administration: Oral Concentrate

Contg. 10 mg/cc

Rx or OTC: Rx

Pharmacological Category and/or Principal Indication: Anti-
anxiety and antidepressant agent.

.- Structural Formula and Ch?mical Name(s): N, N - Dimethyl -
dibenz (b,e) oxepina "(6H

gamma propylamine hydrochloride, cis-

trans isomer mixture. o

/ N

CHy
7~ . HCL
HC‘-CH&!" CHy~ NI ¢ Hy

Initial Submission: July 24, 1973
Amendments: October 25, 1973
Supporting IND, NDA, MF, and Letters of Authorization: IND 6737,

NDA 16-798 Sinequan (doxepin hydrochloride) Capsules, approved
9-23-69.

Related Documents (IND's, NDA's, etc): DMF  ——
e T DMF # - : ' —

D
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December 28, 1973

PHARMACOLOGIST REVIEW OF NDA 17-516
Original Summary

Sponsor: Pfizer Pharmaceuticals e
New York, New York 10017

Drug: Sinequan (doxepin. HC1) oral concentrate
Formulation: Concentrate containing per mi:

doxepin HC1 (= 10 mg. drug base)

' b(4)

Recomménded Dosage: 75-150 mg/day in divided dosage diluted with water
. or "suitable juices" just prior to administration,

Preclinical Data: None pertaining to this application; all relevant
animal studies filed in this sponsor's NDA 6-798
for Sinequan capsules.

Labeling: The Package Insert is identical to that current for Sinequan
capsules with the addition of information in the Dosage and
Supply sections describing the concentrate.

; Evaluation: The animal data in NDA 16-798 for Sinequan capsules adequately support
' approval for this same drug in the new formulation; there are

no new or unusual excipients in the concentrate to warrant the

need for additional preclinical testing.

A bioequivalence study in humans (concentrate vs: capsules) has
been submitted to this NDA and-reviewed by the Bioavailability
Group in our Clinical Research Branch.

In view of current Bureau recommendations for labeling revisions,
appropriate changes in the proposed Package Insert seem timely.

Recommendations: Approved pending revision of the :1abeling to conform to
current Bureau recommendations, i.e., addition of Actiéns -
(or Clinical Pharmacology) section, deletion of the Animal
Pharmacology section.

Since Sinequan has now been on the market for 4 years in b(4)
this country the appropriateness of calling this drug a

dibenzoxepin (Description section) can be questioned.
— )

Vota CAlseto -
era C. Glocklin, Ph,D,

rig> Dup.. FT/fkp/1/8/74
HFD-100  HFD-120  HFD-120/VCG/12/28/73




VI.

January 25, 1974

SUMMARY OF BASIS OF APPROVAL NDA 17-516
DIVISION OF NEUROPHARMACOLOGICAL DRUG PRODUCTS

Controls

Section 505(b)(2,3) Components and Composition: Satisfactory

Components are listed, unit and a batch formula are given for
the oral concentrate containing 10 mg/cc.

Section 505(b)(4a,b) Facilities and Personnel: Satisfactory

Sinequan (doxepin hydrochloride) Oral Concentrate will be
manufactured, processed, packaged and labeled at : ———
covers this facility. New drug sub- b(4)

stance is ‘also made at

(4c) Synthesis: Satisfactory

The synthetic process for doxepin hydrochloride was described
in approved NDA 16-798, (for capsules). Modifications in the
process were approved on July 13, 1971 (5-005).

(4d,e) Raw Material Controls: Satisfactory

Adequate specifications and tests for the active ingredient and
the inert raw materials used in the dosage form have been provided.

(4f) Other Firms: Satisfactory. None_mentioned.

(4g9.h,j.k) Manufacturing and Processing: Satisfactory

b(4)

Details provided, reference is also made to their DMF —————
(41) Container: Satisfactory

The oral, Tiquid concentrate will be packaged in a 4 oz. ambér,
glass bottle. A conventional screwcap will be used. Sampling
and testing of bottles and closures were described.

{41) Packaging and Labeling: Satisfactory

(4n) Laboratory Controls: Satisfactory

Sampling is adequate as per amendment of 10-25-73. Reference is
made to DMF — Specifications and tests including identification
and assay have been provided. Samples were sent to the - > h‘4)

_1q?r‘/:§=f‘“ nd to the Division of Drug Chemistry, 0.P.R.T.
for validation. Although / o D1str1ct experienced some difficulty



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 -
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~—

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.
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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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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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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
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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.
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