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SEP 03197 -

B Lilly and Commany

The Lilly Research Laboratoviss
Attention: J. G, Armsteong, MG
Indianapslis. Iudians 46566

Sentleonsn:

1371 of “em* gmaﬂi»atiw
¥ '“z&!ma pursuant o your new
myyon-l Tablets 50 wmo. and 10 mg . MDA 15-B8%,

wfs acknowledges the veceint on July 19,
dated July 16, 1471, enclesing printe
drug application for &

e application wes Tled on July 12, 1871,

Wa have compieted the review of this application as wmended and have
concluded that the s;rw 5 gafe and offective for use as vecm "z’a‘f’{i}fsi%q in
the subwitted lebsliag. Acserdinuly, iﬁrﬂ amiis,m’mﬁ ‘fﬂz anmrs

E~

238

The saclosures summarize the conditiess relating o the approval of
this appiieation,

Plgase subit fwo murket pachases of the drug %?ﬁ'*@?% availeble.
Singarely wﬁw
M y K/L'// 72 ,{

.- ﬁ# E%mﬁiﬁ? ;gvgt%-g gy”r? nfiﬁ

@mesﬁ oF Drags

Enclosuras: FRecerds and Resorts Heswirvement {Reg. 130.13)
Conditions of 4?%2?’%%3 of By

ce:  CIH-BO
BB-1_ BD-100
BD-120  BD-242

¢ . BD-22-

~ BD-120 WEMetzbower:nb 9/3/71 ,[(7/7[
BB-120 Tocus/Ocheta/Scoville/Shult /

R e

W\
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July 30, 1969

MEDICAL OFFICER REVIEW OF NDA 16-862 -

SPONSOR: Eli Lilly and Company

PRODUCT: Tablets #1882, 1883

GENERIC NAME: Propoxyphene napsylate

v IXI.

Iv.

VIiL.

Doloxene

_%ﬁf”

Tablets are available by prescription only and in 50 mg
and 100 mg strengths.

CATEGORY: All-purpose analgesic

STRUCTURAL FORMULA: . | PN S0 H
7«—0-—cuo.°“3 CHy |
c Q'GFﬁ} ‘

DOSE RECOMMENDED: 100 mg 3 or & times daily.

RELATED DRUGS: All presently marketed forms of Propoxyphene HC1.
This product is intended as a substitute for Darvon.
The present recommended dose of 100 mg of Propoxyphene
napsylate is comparable on an equi-molar basis to
65 mg of Darvon. The labeling and package insert
for this product is intended to be identical to that
of "Darvon" with the exception of the recommended dose
and. the name —  'to be substituted for "Darvon".

PHARMACOLOGY: See appropriate reviewer's commeﬁﬁ%.

MANUFACTﬁRING CONTROLS: See épproniate reviewer's;ébmments.

. / ) Al
CLINICAL STUDIES: The firm refers us to NDA 16-827, —, and
R ; ,(M@éé/wj

16-829 for data relative to the same product
Propoxyphene napsylate, which is administered

in Pulvule form. The data in these NDAs consists
of a comparable blood level study, in which the
Pulvule form of Propoxyphene napsylate was compared




2

to the Pulvule form of Propoxyphene HC1 (Darvon) ,
and the firm claims that the blood levels aznvvfoM1h4f@ 4
: a/g- similar or equal to those of Darvon. The sponsor ¢
. further claims that since the blood levels of fbmvfwv7k ™
! T Propoxyphene napsylate are equal to those of -
parvon, it follows that Propoxyphene napsylate
will be as effective as Darvon, and since the
NAS/NRC review has stated that Darvon is an
effective analgesic, when given in a dose of , ¢4¢
: 65 mg 2 or 3 times a day, it follows that Ehﬁ?fk@ fooﬁmj’ '
T 01%' product Propoxyphene napsylate is equal to Darvon »
in effectiveness. All claims allowed in the
present labeling of Darvon should apply to Pro-
poxyphene napsylate.

The clinical studies in this present NDA consist

of blood level studies using tablets of Propoxyphene
napsylate and the Pulvules of Propoxyphene napsylate.
The firm proposes that if the blood levels of the
tablets are equal or comparable to that of the Pulvules
in well-designed cross-over clinical studies, then

the tablets of Propoxyphene napsylate should be
allowed the same claims as the Pulvules.

|
i
i
!
i
.
\
;

COMMENT: In this reviewer's opinion, it would be more accurate to

compare the blood levels of the tablets of Propoxyphene

napsylate with'the blood levels of the of Propoxyphene
HCl (Parven). In addition, it would save time because at the
moment , approval of the tablet formulation depends entirely
upon the approval of the Pulvile Propoxyphene napsylate formulation.
However, the firm may have better reasons for doing it this way.

STUDY'#SA,:PHASE?I,-STUDY #1:

Investigators: H.F. Fraser, M., and J. Frank Nash, Ph.D. of

Eli Lilly and Company. Number of subjects: 10,

male employees of Eli Lilly; cross-over design
and single-blind in that the chemists who analyzed
the blood specimens did not know which form of
Propoxyphene napsylate the subjects had been given.
Two doses of Propoxyphene napsylate (100 mg and 200
ng) in suspension, tablet and Pulvule dosage forms
were given to the same subjects in 2 cross-over
technique. Following ingestion of the medication,




i

NDA 16-862 3

50 cc. of blood (venous) were obtained at o, 1, 2,
3, 4, 5 and 6 hour intervals and the Propoxyphene
content was determined. It can be seen that these
were single dose comparative studies. '

RESULTS: The hourly concentration of Propoxyphene in the plasma showed
no significant difference between the suspension, tablet, or
Pulvule formulation of Propoxyphene napsylate in these 10
subjects.

LIABELING REVIEW: 1In this particular case, the labeling for the package
insert should be in accord with the Federal Register
statement of April 8, 1969 for Propoxyphene HCl.

PACKAGE INSERT: Page 1. Under "Actioms", the Federal Register state-
nent asserts it to be approximately 1/2 to 2/3 as
effective on a milligram basis as codeine; the firm
states in this package insert e ——

— ' This

deviates from, and is not in accord With the Federal
Register statement and it should be changed.

Page 2. Acgeptable.
Page 3. Aéceptable.
Page 4. Acceptable.
Page 5. Acceptable.
Page 6. Under "How Supplied". The composition of tab-

 lets ) oes not follow the recom-
mendations of the Federal Register statement. If a

COMMENTS AND EVALUATION:
This is another formulation of Propoxyphene napsylate submitted
in tablet form. The firm submits data from cross-over blood
level studies purporting to show that the blood levels of this
tablet formulation are equal to those in Propoxyphene napsylate
Pulvule formulation. These blood level studies are acceptable
provided our Bureau of Medicine statisticians accept the studies
_ per se. And also provided the NDA 16-827 which is for the Pulvule
-} "~ formulation of Propoxyphene napsylate is approved.




NDA 16-862 | 4

ccs

Dup NDA
Trip NDA
MD-100
MD~120
MD-300

The labeling submitted in rough draft form with NDA is generally
in accord with that of the Federal Register statement of April 8,
1969. However, the two disagree in the "actions'tparagraph and

the present statement by the firm ' — e
S —"™js not acceptable

and should be revised to agrée with the present Register state-
ment. ' ’

The composition of tablets labeled ¥ should
not be approved because excessive doses of the other ingredients -
would result when physicians prescribed 100 mg of "poloxene',

§)4?b?vv&a )77‘()74/61119Lf,?30/=

(Jiames M. Moser, Jr., M. D.
Division of Neuropharmacological Drugs

MD-120/MMoser /ahe 8-7-69



December 10, 1969

MEDICAL OFFICER REVIEW OF NDA 16-862
Addendum

A memorandum dated 12/1/69 has been received from our Statistics
Analysis Branch. In essence it states that the experimental design
and sample sizes of the bio~availability studies for NDA 16-827
are not acceptable. Therefore NDA 16-827 is not approvable because

satisfactory biologic avaxlabllfuz‘of propgxyphene napsylate pulvul
100 ,has not been demon rated /‘W
;Q,,%zami\wr’w %Z

Thé results of the blood. level studies comparing present NDA teo
NDA 16-827 are not acceptable as satisfactory regarding biologic
availability of Tablets Doloxene #1882, 1883.

D

Labeling Comments:

Conclusion: The application is incomplete and approval is not

' recommended .
[ 2 s’

James M. Moser, Jr., M.,D.. '
Division of Neuropharmacological Drugs

cc:

Dup NDA

Trip NPA (CIN-DO)

MP-100

‘MD-120 %t& 12/te/e>

MD-300

MD-120/JMMoser: js

12/10/69
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addendum 7Li}
- CHEXIST ™

Lilly Researcl Baboratories

il -:.LT]TIIW\}’D:T.—LS—, —Trdiana T h5seE———

. DOSQ:)C Form: e Pulvules 50 mg ,’and- 100 mg'.
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{_ NDA 16-862 September 8, 1970

RESUBMISSION OF CHEMIST REVIEW OF NDA 16-862 -

SPONSOR: Eli Lilly & Company
Indianapolis, Indiana 46206

AF{t 9-577
PROPRIETARY NAME: Tablets No, 1882, 1883 .-—

NON~PROPRIETARY NAME: Propoxyphene Napsylate

DOSAGE FORM: Tablets 50 mg, and 100 mg,

RELATED NDA, IND MF's: e

ORIGINAL SUBMISSION DATED: May 19, 1969

AMEND, DATED: July 24, 1970 Reply to Dr. Jenning's not-approvable letter dated
January 28, 1970, Bio-availability study submitted to NDA 16-827 cross-referenced
to this NDA; labeling; control information,

REMARKS: The one problem associated with manufacturing controls was answered in

this letter which stated that the traddname sould only be used with
propoxyphene napsylate and the tradename Darvon would only be used with propoxyphene
hydrochloride, :

CONCLUSIONS: The Application is complete under Section 505(b)(4) of the Act with

regards to manufacturing controls for the products, Tablets No, 1882, 1883,
Propoxyphene Napsylate 50 mg, and 100 mg,

o 1. Labeling
=9 Labels were submitted for the following:
« 500 tablets No, 1882 container 50 mg.
. 100 tablets No, 1882 container
. ID 100 Tablets No, 1882 Idmnti-Dose outer carton
Identi~-Dose 50 mg. Propoxyphene napsylate
Container for 500 Tablets.No, 1883 100 mg,
. Container for 100 tablets No. 1883
. Carton for ID 100 Tablets No, 1883
» Identi-Dose 100 mg. Propoxyphene napsylate
I. Export Labels - multilitk printing 50 mg, and 100 mg, dosage forms,
J. Package Insert

:ﬂﬂ'ﬂlﬁ?ﬁ&b

Labels "A through H" fail to bear a lot or control number.

. Labels "D and H" fail to bear the name and address of the manufacturer,
H distributor or packer of the drug.

Export labels appear to be satisfactory,

Package insert, although a "shot gun" type of labeling, also appears to be
satisfactory,



2, Stability Data:
All data submitted was satisfactory,
/4/ llé{[a‘,u« g ) YOyt
William E, Metzldwer
cc: i
BD~-100
BD-120

WEMetzbower/nlp 1/27/71

Y




January 22, 1970

CHEMIST REVIEW OF NDA 16-B62

SPONSOR: ELi Lilly & Company
- Indianapolis, Indiana -

AF 9-577

PROPRIETARY NAME: ~——_ Tablets - Tablets No. 1882, 1883
NON-PROPRIETARY NAME: Propoxyphene napsylate '

DOSAGE FORM: tablets 50 mg and 100 mg

L RELATED NDA's, IND's, MF's: NDA 16-861, 16-863, 16-864, 16-827, __— , 16-829,

ORIGINAL SUBMISSION DATED: May 19, 1969

REMARKS: The method validation study for NDA 16-862 which was sent to the
' Dallas District laboratory and the Division of Pharmaceutical
Sciences (DPS) for confirmation has been evaluated,

_ aad some problems with the assay of the
propoxyphene napsylate in the finished dosage form. The original
and reported results were low; however, they reassayed the
following day and the results were within the specified limits.
They surmised that the

On the basis of the results obtained the Division of Pharmaceutical
Sciences considers the methods to be suitable for control and
regulatory analysis.

cc: o ) e .
Cn-DO Wlddiamn L )’WW%

Dup NDA William E. Metzbzzgh

MD 100, MD 120, MD 300 Div. of Neurophafmacological Drugs

MD 120/WEMetzbower:ahe
R/D init FEAnderson 2-6-70
Typed 2-11-70

_“\\ 7%#’@,&»«»»/,77/,,/70
'i‘ﬁm: 10
IANE



NDA 16-862 ' : -2 -

CONCLUSION:

Notice remains incomplete under Section 505(b) (4) of the Act
'as detailed in chemist review dated November 7, 1969.

Results for the method validation study have been received
and the methods submitted are considered to be suitable
for control and regulatory analysis. ’




November 7, 1969

CHEMIST REVIEW OF NDA 16-862
Submission of October 9, 1969

Sponsor: Eli Lilly and Company
P. 0. Box 618
Indianapolis, Indiana 46206

Attention: J. G. Armstrong, M.D.

Proprietary Name: Tablets No. 1882 1883 Doloxene R Propoxyphene
napsylate .

Dosage Form: Tablets 50 mg and 100 ng.

Chemical Name: a.-(+) Y- (dimethylamino)-3-methyl-1,2-diphenyl-2-
butanol propionate (ester) 2-naphthalene sulfonate
(salt) nydrate

Related NDA, IND, MF'S: NDA 10-996, 10-997, 16-84k, 16-827, ~——
16-829, 16-861, 16-863, 16- 86& —_

Structural Formula:

Original Submission Dated: May 19, 1969

Amendment (s) Da

Remarks: These

~ Conclusions: This application remains incomplete under Section 505(b) (k)
of the Act with regards to manufacturing controls for
the products, Tablets No. 1882 —— . and Tablets No.
1883 —~ _ 50 mg and 100 mg. Propoxyphene napsylate.

We have the following comment, We note that the
applicant proposes to propoxyphene napsylate,
the active ingredient of under the name of

) » -  or Darvon. Since Darvon is the registered name

) for Propoxyphen hydrochloride an inconsistency is apparent.
“{4/\, W ‘ y This 1ncons1stency needf conrection.
G
[\

ec: Orig., Dup., Trip. NDA, MD-100, /f"/é%d»vw { : :
MD-120, MD-300, MD- me/WEMetzbower/dm Williem E, Metfpfers chemist
. 11/ 20/ 69,R/ D initialed by F'EAﬂ7zﬁ8§ Division of New

opharmacological Drugs



Submission of October 9, 1969

1. Draft copies of the labels for the 50 mg and 100 mg dosage forms
were submitted which contained an expiration date and a_gpntrol
number.

2C

Comment; ¢

In the original chemist review, dated July 15, 1969, a comment was
made concerning the export label. Briefly, Eli Lilly proposed using
the names or Darvon on the bulk export label for propoxyphene
napsylate. This inconsistency needs correction. Darvon is the
registered name for propoxyphene hydrochloride.




July 15, 1969

CHEMIST REVIEW OF NDA 16-862
Original
SPONSOR: Eli Lilly and Company
Attention: J.G. Armstrong, M.D.
P.0. Box 618
Indianapolis, Indiana 46206

PROPRIETARY NAME: Tablets No. 1882, 1883 _———""" Propoxyphene
napsylate

DOSAGE FORM: Tablets 50 mg and 100 mg

CHEMICAL NAME: ©C - (+)-k-(dimethylamino)-3-methyl-1,2 -_diphenyl-2 -butanol
~propionate (ester) 2-naphthalene sulfonate (salt) hydrate

RELATED NDA, IND, MF'S: NDA 10-997, 10-996, 12-032, 16-84k, 16-827
- 16-829, 16-861, 16-863, 16-86k,

STRUCTURAL FORMUIA: ;, :
Y & i i
O0—C—ChOfs oy, 505 i

/ \ ? ] ol / 0 ,
, %'eu—[@~«ﬂ\c% [ H/{ Hp O

QUVO‘HB

ORIGINAL SUBMISSION DATED: May 19, 1969

Willjiam E. Met er, Chemist
Division of Netrépharmacological Drugs

ces

Dup NDA
Trip NDA
MD-~100

© MD-120
MD-300

MD-120/WEMe tzbower /b jb
7/18/69

R/D initialed by FEApderson, Ph.D. 7/17/69

7n 5 91 /g



WITHHOLD _ /D PAGE(S)
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' October 23, 1969
gg ; ST ggg__ IEW OF NbA 16-862) 16-863, 16-864 |

' etiginal Suunary _ -
Spomsor: Eli Lilly and Company
-Indianapolis, Indiana
(AF 9-577)

-- DEug: Tablets_Boloxene (propoxyphene napsylate)

WA ~ 16-862 . 16-863 16-864

Tablet # 1882 1883. 1884 . 1885 1886

Category: Anmalgesic

Related NDAs: (numbers respectively equivalent to above dosages and

_combinations).

Pulvules — ,gropoxyphene napsylate);
‘NDAs 16-827, 16 -829, -~ ; not approvable June 13, 1969

because of insufficient data te support effectiveness,
tesubmission pending review.

Pulvules Barvon (propoxyphene HCl);
NDAs .10-997, 10-995, 10-996; approved 1957.

Preclinical Studies:

Authorized reference to information in NDAs
16~-827, 16-828, 16-829; see Pharmacologist
Review of April 21, 1969.




NDA 16-862 ' -2 -
RPA 16-863 '
NDA 16-864

Evalustion: The preclinical data for propoxyphene napsylate and its
' - combinations were evaluated in the above Pharmacologist
' Review in which it was concluded that these data are
adequate to support safety for approval of the above
. applications for Pulvules ____—This conclusion
. would also apply to the present applications for Tablets
Doloxene since a difference in drug availability between
 these two formulations would not be expected to involve
'a problem of safety. -

.ZﬁZomju (i<ézf?oézél;J

Vera C. Glocklin, Ph.D.
Division of Neuropharmacological Drugs

> NDA 2,/16-863, 16-864
Dup NDA 16-86Z, 16-863, 16-864
Trip NDA (CIN-DO) 16-862, 16-863, 16-864
MD-100  (NDA 16-862, NDA 16-863, NDA 16~864
MD-120 (NDA 16-862, NDA 16-863, NDA 16-864)
MD-300 (NDA 16-862, NDA 16-863, NDA 16-864)
MD-120/VCGlocklin: js
11/13/69
R/D initialed by Pr. D'Aguanno 10/28/69

%Wuwil/n/lo”/
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