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: Avandna’"“ (roslghtazone maleate) Tablets

‘Food and Dﬁig Administration

" 12229 Wilkins Avenue

Rockville, Maryland 20852 oy
Response to FDA Request for Information

Lo Dear Dr. Sobel:

- o Refercncc is made to our New Drug Appllcatxon for. Avandxa"‘M (rosnglnazone) '

Tablets, NDA 21-071; indicated for the treatment of Type 2 diabetes mellitus as

monotherapy and in combination wnth metformm Additional reference is made to a -

o February'' 23, 1999 fax  from Ms. ‘Jena. Weber with qucsuons ‘from the

. Biopharmaceutics reviewer. In response, we faxed a reply directly to Dr. Michael

e ‘Fossler on March 2 1999 and sent a supporung diskette to him dnrectly on the same
Cday. : . v

: th thns letter. we are provxdmg a copy of this fax and the. suppomng diskette for

- FDAYs archives. Please contact me at (610) 917-7250 via phone or (610) 917 7665 via -

o facsnmle should you have any qucsnons regarding this submission.

S:ncerely y()urs; '

#~Clare Kabn, PhD.
" Group Director
U.S. Regulatory Affairs

-~ Cover Letter: Ms. Jena Weber: HED-510
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Sm:thKhne Beecham
Pharmaceut/cals

March 18, 1999

NDA 21-071
Avandia™ (rosiglitazone maleate) Tablets

pp: 000001 000037

Food and Drug Admlmstrauon

Center for Drug Evaluation and Research
Central Document Room -

12229 Wilkins Avenue

Rockvnllc, Maryland 20852

Rasponse to FDA Request for Informatw

Dcar Dr Sobcl

Refercncc is madc to our New Drug Apphcauon for Avandia™ (rosiglitazone)
Tablets, NDA 21-071, indicated for the treatment of ‘Type 2 diabetes mellitus as
monotherapy and in combination with metformin. Additional reference is made to a
Fcbruary 11, 1999 meeting with Dr. Herman Rhee for elcctromc NDA training. In
response to questions he raised at this mccung. we faxed him two sets of responses on
February 24, 1999 An addmonal fax was sent to Dr. Rhee on March 15 1999

Wnth this letter, we are provxdmg a copy of these faxes for FDA's archxves Please
contact me at (610) 917-7250 via phone or (610) 917-7665 via facsxrmle should you
have any questions regarding this submission.

Smccrcly yours,
,G, Clare Kahn Ph.D.

Group Director
U.S. Regulatory Affairs

Cover Lg;tgr Ms Jcna Weber. HFD 510
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Sm:thKlme Beecham NEW C"’RR; RN

e Pharmaceut/cals . Marcha 1999

(~-"5-;'f:’_NDA21-071 ST R Bt | i
SRR i,:‘:AVEtndla (rostglltazone maleate) Tablets

ESIRy D.tmel Bonng. PhD (HFD 530) ’ M NEE
© . Seécreary, Nomenclature Standards Committee ’
. Room S-447 | ,
- 'Food and Drug Admtmstrauon '
~- . 5600 Fishers Lane’
R Rockwlle. Maryland 20857

Retmest for Expedtted Revxew of the AVANDIA trademark by the Nomenclature S
o ’ Standards Commrttee S S

: -v; Dear Dr Bonng

' ; Referencc is mnde to our NDA ”l 07l for szmdufrM (rosnvhtazone maleate) Tablets submitted
L to FDA on Novcmbcr 25, 1998. This NDA is currcntly under review in the Metabolism and
B Endocrme Dtvns:on and has been ¢vrzmted a snt-month pnonty review destgnanon

( e In lneht of these accele—ated ummgs. itis 1mpcmuve to SB Pharmaccuucals that the AVANDIA
_ 'tr.tdcmark be reviewed by the FDA Nomenclature Commmee as qutcldy as possible. Therefore,
o weure ‘urgently requesting the Nomenclature Committee to review the AVANDIA trademark at -
~ its next scheduled meeting, which we understand is held on the fourth Tuesday of the month
-+ (March 23rd). Following the meeting, we would greatly .xpprectate recctvmg any comments trom
R the Comm:ttee at thc earliest opportumty - '

' Thank you for’ your corisxdcrauon of this matter. Should" yetj have any quéStiotis 'tegarding this .
request. please contact me by phone at (610) 917-7250 or by fax at (610) 917-7665. ’

Sincerely,

rd~
G. Clare Kahn, Ph.D.
Group Dlrector U.S. Regulatory Aftam

Desk copies:  Ms. Jena Weber, HFD-510 . S
: Dr. Xavier Ysern, HFD-510 " CSO ACTION

( o T , Dx_sman [jmu Elmsvo

‘ o . , csomrnALs o ',“'DATE
. Y250'S. Cotbqov-tt- Road, POBo- 5069 Coﬂlgevtllo PA \9426-0989 Tetephom cetm 917 7000. Fn «mol 9!7 7707
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SmuthKime Beecham
Pharmaceuticals:
FACSIMILE

March 4, 1999

To: - Daniel Boring, Ph.D.
Executive Secretary

From

Nnmenclatu re Gtandards 'Commxttee

Fax No..'. B
Phonc No.

. Fax. No

(301) 8272520
1 (301) 827-2396

(610) 917-7665

Clare Kahn, Ph.D lSmithK]inc Beecham

, Phone\xo..' (610) 917-7250

Regarding: © NDA 21-071 - Request for Expedited AVANDIA Trademark Review

"Pagelofz '

Dcar Dr Bormo

\\’uh the anached ]cttcr, we are rcqucstmg revu:w of the AVANDIA tradcnvrk at lhc ne\t

Nomcnchmre Commmcc mecung wluch we undemand is held on the fourth Tnerdn of the

mnmh (March 23 ]999) The NDA for AVAX\DIA (rosiglitazone malezie) T ablets W
submitted November 25, 1998 and has been granted a six-month prioriry review by the

Metabolismy & Endocrine Drugs Division. Thank you for your assistznce in this matter. -

Please give mc a ca!l if you wish to discuss any of this further.

Sincerely
T oL W—w

-7 Clarc Kahn, Ph.D

Ms. Jena Weber (ITFD-510)

Copy: : -
Dr. Xavier Ysemn (HFD-510)

Dr. Boring tax - March 4, 1939.DOC s L R P PLPA LT T SR
PO Box 5089/M.C. UP 4340; Collegevills, PA: 19426-0898
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o N'DA21-071 T A R
R Avandxa"‘ (rosnghtazone maleate) Tablets

- ‘MohJeeNg.PhD
" Division of onmetncsll Room lO B06
(HFD-718) .
. Document Room 14-B-19
" Food andDmgAdmlmsn’anon ‘
© - 5600 Fishers Lane. :
. Rockville, MD 20857

| . ReepOnSe‘td FDA Request f“erlllhjfeimation
DearDr Ng e L

o ‘Reference is made to our New Drug Apphcanon fox' Avandxa“‘ (rosnghtazone) Tablets. NDA
121071, indicated for the treatment of Type 2 diabetes mellitus as monotherapy and in
: ( I combination with metformin. Additional reference is made to our February 4, 1999 submission
o of datasets for animal carcinogenicity smdxes On Febmary 24, 1999, Ms. Jena Weber relayed a
- request to us for an additional prmted copy of tlns subm:ssxon which was sent to you on
- Febmaryzs 1999 ’ : o

: On March 2, 1999, you SPOkc wnh Manhew Whmnan and clarified that you ‘would hke a copy
of the animal carcinogenicity study repons (NDA Volumes 1.5.034-1 5 041) Attached wnh this
v letter are the requested volumes.

B 3 you have any quesnons or requests regarding thesc data. please do not hesnate to contact me at
(610 917-‘7250 or my associate, Matthew Wlmman, at (610) 917-5302

Smcerely.

= - Group Dxrector _
S iUS Reg\ﬂatoryAffmrs

( Desk Copy: Ms. J-Weber (HFD-510)

Orw Frankiin Plaza, PO Box 7929, Phitadeiphia, PA 19101, Telephona (215) 751 4000, Fax (215 751 3400.
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ERPUE ANl PR Sm:thKIme Beecham
(o Promuceicals
DN i o o Febm-!ryls 1999

S 'NDA 21071 |
SRR ‘Av.mdin“' (roslolltazone maleale) Tablets

S Moh Jee Ng, PhD : »
. Division of Blomemcsll(HFD-ﬂS)
< Document Room 14-B-19- .~ .
© " Food and Drug Administration SRR
* .. 5600 Fishers Lane o
 Rockville, MD 20857 -

S Response to FDA Requst for lnformatlon
’ _‘:_:'DeurDr. Ng::- :

S :y;.:-i‘_fReference is made to our New Drug Apphcauon t'or Avandna“‘ (rosnghtazone) Tablets, NDAF; B
22 21-071, indicated for the treatment of: Type 2. dxabetes mellitus as monotherapy and in
" combination with metformin. Additional reference i is. made to our February 4 1999 submission
of datasets for ammal can:mogemc:ty studies. . :

: }.: L On Febmary ‘74 1999 Ms. Jena Weber relayed a request to us for an addmonal printed copy of
o thns subtmss:on Attached with this letter isa pnnted copy of the animal carcinogenicity datasets :

o If you have any questxons or requests regardmg these data. please do not hesitate to contact me .n(
o (6 lO) 917-7250 or my usocnate. Matthew thtman at (610) 9 l7-5302 :

~Sincerely,
- JAHR 4///*

42 Clare Kahn, Ph.D.
Group Director
U S. Regulatoxy Affalrs

" Desk Copy: Ms.J. Weber (HFD-510).

o

7.1 "1250 §. Collegevite Rosd; PO Box SOBY, Cohwgevile, PA v’sa’zébé;ng‘;‘,"rMon.iaim’sn”moo. Fac(@10V9177707. -
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. Avandia™ (rosiglitazone maleate) Tablets

o~

. Food and Drug Administration o
" Center for Drug Evaluation and Research = -~
-’ Central Document Room- o
i 12229 Wilkins Avenue
" "Rockville; Maryland 20852

T Response to FDA Request: Submission of Population Pharmacokinetic
. DataFiles ‘ Lo

-~

" DeaDr Sobel’

£ Referenceis made to our NDA 21-071 for Avandia™ (rosiglitazone maleate) Tablets
- dated November 24, 1998, Additional reference is made to a telephone conversation
~* " 'on February 11, 1999 between Dr. Michael Fossler of FDA and Dr. Bela Patel of SB
" to discuss the review of Avandia population pharmacokinetic analysis.

" Dr. Fossler inquired about Appendix F of the population pharmacokinetic report . -
- (SB Report No. BRL-049653/RSD-100T7L/1, "Population pharmacokinetic analysis
" of rosiglitazone in patients with Type 2 diabetes mellitus”, located in NDA Item'6.J:
~ " Volume 1:6.030) which displayed a hard copy of the NONMEM output files. These
" output files had been truncated in the report and did not include some of the '
~ - information be wanted. Therefore, we arc providing a complete copy of the data,
" control strearns and outputs on the enclosed compact disc. An outline of the material
. being provided within the three folders on the disc follows: IR




S :»Febmaryzz,lm N OISR ST - 70070>00>2  -
SR Pagez : :

( S o Submim’on ofComrol Strédms, Ddtasets and bu‘tphts L
B 1) Contml Streams A total of 98 mdmdual oontrol streams that were tested in S )
NONMEM mcludmg ’ S o
- 2) Basic model (model #63) . 4
e 'b) Final model (model # 89) The final model was teslcd multiple times using
 different initial parameter estimates (model #5 89A, 898, 89C)
e : "’:c) Impact of outhers ofi the baslc model (model # 92)
R Impact of out.hers oh the ﬁnal model (model # 93)
| ¢) Evaluation of the final model using the vahdanon data set (model # 94) ‘
| ) Bayesxan predlcnons for the validation data set usmg the ﬁnal model pnors' =
. (model #95) ' o

2) Datasets ) o S
e ' v'a) p33pt25b csv used for the enm'e model bmldmg process as wéll the
(" B = . ; : objecnve fnncuon mappmg s
- b) p3fullspt28b csv used to examme thc influence of outliers on the basxc and -
r--__,r_:ﬁnal model L : ‘
o c) valspt28.csv used for the estimation of the parameters as well as the

o .-:‘Bayesmn pred:cnons for thc valxdanon data set using the ﬁnal model pnors

3) NONMEM Outpus :
A total of 9 oulputs have been provxded wh:ch include the followmg
a) NONMEM output for thc basic model (model #63)
b) NONMEM outputs for the final model (model #'s 89 89A, 89B and 89C)
c) NONMEM output for the nnpact of outhers on the basnc model e
~ (model # 92) - RGN '




Vet e P et . s o 8 P b e e B cwile A

NDA 21-07M1
February 22,1999 R ) o
Page3 SR B

S 3) NONMEM Outputs (cont‘d)

o (model #93)

000003

L Ed) NONMEM output for thc nnpact of outhers on the fmal model |

| _yc) NONMEM output for the esnmatxon of populatxon paramctcrs using thc
‘ ﬁnal model for the validation data set (model #94) s
) NONMEM output for the individual and populanon Bayesxan predncnons :

. forthe vahdanon data set (model #95)

g iv Should you haVe any queshous regardxng uns New Drug Apphcauon, please do not

: hesnatc to contact me by phone at (610) 917-7250 or by fax at (610) 917-7665.

 CoverLefter & CD:  Dr. Michael Fossler, HFD-510
Coverletter: ~ Ms. Jena Weber, HFD-510

Smcerely,

5&/&/%

G Clare Kahn PhD

Group Director
U.S. Regulatory Affairs
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- NDA 21071
" “ ‘Avandia™ (rosiglitazone maleate) Tablets
o pp: 000001 000382

" Food and Drug Administration -
' Center for Drug Evaluation and Research
" Central Document Room B
012229 Wilkins Avenue
" 'Rockville, Maryland 20852

( o . " Response to FDA Request for Information

Dexr Dr. Sobel:

"Reference is made to our’ New Dmg Apphcauon for Av.mdxa"" (rosnglntazone)
' Tablets; NDA 21-071, indicated for the treatment of Type 2 diabetes mellitus as
.~ monotherapy and in combmanon with metformin. Additional reference is made to a -

-~ fax from Ms. Jena Weber on Febmary 2, 1999 requesting additional. dxssolunon .mdr
o method vahdauondatato assxst m the review of this Application. :

With llus letter, we are provndxng our respons'e to the four queries received via fax. For

your convenience, FDA questions are provided in bold type, followed by SB'%

response. Supporting reports are also attached wnh this letter. A Table of Contents for
' thxs submxssnon is Iocated on page 000006

- We are also taking the opportumty 1o provude two replacement ﬁgures for NDA Item
"6B.7 (pages 000381 and 000382 of this submission which replace pages 000038 and
000040 of NDA Volume 1.6.001, respecnvely) These ﬁguree were mcorrecuy placed
* into the original NDA document. iR

© 0000CYL

SRER € ~ana. "o Bn-v( ory n-.. ensn ('n".nnw"n Pa NM[G Oﬂﬁ'l l-l H ter "'\\ "0'7 7M0 Foow lf\lﬂ! n 7 I’)’ :




" NDA 21071 Lo
. Feébruary 18. I999 =
SR Pagez

Plcase contact me at (6l0) 917-7250 via phonc or (610) 917-7665 via faC\lmlle
; should you have any questtons regardmg thts submxseton

S’incétely yours,’ - L

" Clare Kahn, Ph.D.

- Group Director - .
- U.S. Regulatory Affairs. -~ -

: u‘_,&sk,gmkob Shorc Pharm.D HFD-870 (Sent separatcly)
( Qg_r_Lg&:Ms Jcnachcr HFD-SlO

- 0000C2
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NDA20 SR
»AVan_diﬁ.""*(rdsigllhzone maleate) Tablets
' 'Volumes‘l-ll__-.___,__'" Lo

| Fdddandbm'gf‘AdIﬁini_‘stration SRR
- Center for Drug Evaluation and Research. . -

~ Central Document Room L
12229 Wilkins Avenve o

- Rockville, Maryland 20852 R

N
¢
¢

e Répohse to FDA '!“léduest'f’dr Intofiiiation v

DearDr, Sobel: .
( Reference is made 10 our New Drug Application for Avandia™ (rosiglitazone) Tablets, NDA
- 21-07); indicited for the treatment ‘ of ype 2 ‘diabetes mellitus .as monotherapy and in
- combination with metformin, Additional reference is made 0 communications on December 17,
. 1998 and: January 4, 5,and 8, 1999 with Dr. Hsien Ju of the Clinical Investigations Branch
 (HFD-344) ‘in which he requested and Wwe provided investigator and patient information from
our pivotal studies (01 1, 024, 093, 094) supporting this NDA o S ‘

macsardicion m

In ieSponsc to DrJu’s January 8" request, we are ﬁow providing additional inféﬂnatioh forthe
following'invéstigatdx ;mdy sites: R o o L
Stady O11: Dr. Andrew Lewin (Ceater 007) - Los Angeles, CA
Study 024: Dr. Jeffrey Herbst (Center 052) - Portland, OR -
Study 093; Dr James Snyder (Center 033) -LasVegas. NV :
Study 094: Dr. Jack Wahlen (Center 007) - Ogden, UT c e
~ Attached for each study center js a '1.572:.:f6rm, eopy @f !bepl'otOCOland amendmems. fotal \
number of patients randomized anq completed, a list of dropouts and reason(s) for withdrawal, a '
list of adverse events for all patients, a copy of all signed informed consent documents, and the |
identified case report forms. A Table of Contents for this submission is attached following this R

AT N ok s Aot S _ A




NDAZROZI o
January 28, 1999: .

Plcase contact me at (610) 917—7250 via phone or (610) 917»7665 vxa facsxmxle should you have
‘any quesuons regardmg thxs subxmssxo S i :

wiog zzgy

Smcerc]y yours a

#rcxmxmphn PRITET

. Gtoup Director R
o US Regulatory Affairs

10903014

N D-344 (Sent'undevvascﬁérat‘e cover)




Sm:thK ine Beecham g
Pharmaceut/ca/s ,mm 11,199

- “‘NDAzl-on ;. '
' ’;Avandl (rosnglltnzone maleate) Tablets

o Volume 23 001

. Food and Drug Admxmstrauon C
Center for Drug Evaluation and Rescarch
Central Document Room
12229 Wilkins Avenue -

. Rockv:lle, Maryland 20852

Minor Comctlons - ltem 31Replocement Volume
Dcar Dr SobeL o

: Rcfcrence is made to our NDA 21-071 for l‘llvamixa'"'l (rosnghtazone maleate) Tablets

submitted on Novembcr 25, 1998. Addxtnonal reference is made to a telephone

; conversation with the project manager, Ms. Jena Weber, on January 5, 1999 to
: dlSCllSS subm:ssron of minor corrcctxons/clanﬁcauons to Item 3 of this NDA.

as we menuoncd to Ms. Weber. in prepanng the elcctromc submxss:on for this file, S

* minor mconsxstcncncs which do not affect content or interpretation of data, were .
noted between the paper copy and the electronic submlsslon In order to maintain -
consistency between the paper and electronic ﬁles we are prov:dmg a rcplacemcnt '
paper Item 3 volume wnth thc followmg changes ” o »

Item 3A Annotated Labehng For the Canad:an New Drug Submission, a |
i deeper levcl of annotation was reqtnred We are prmndmg tlns to assist you in
. your rcv:cw = o ‘ T
Item 3E - Prcchmcal Summaty' lnformanon on metabolxsm xn the femalc rat
. was added. R : L

Item 3F - Human Pharmacokmencs Refercnce L:sr correc:ted In—text
references were incorrect by ¢ one numbcr in the prcvmus hst




NDA2ILOTL .
Janvary 11,1999 . . o)
- Page2 :

nather than provxde mdxvndual replacemcnt pagcs for the revmons to thxs volumc, wc
thought n would be easner to provndc anew Itcm3 volume (attaz:hed) '

Should you have any quesnons regardmg ttus New Drug Apphcanon. plcasc do not
hesitate to contact me by phone at (610) 917’7250 or by fax at (610) 917-4‘708

Smcerely.. |

76:’ G. Clan: Kahn, Ph.D.
Group Dlrector :
“US! Regulatory Affairs

EERAPPEARS THIS WAY ON ORIGINAL »
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o .'_g_'Volumesl 1001 - 1.8. 172

" Food and Drug Admmlstrauon

- Ceniter for Drug Evaluation and Rcscarc »

. Central Document Room
. 12229 Wilkins Avenue

- Rockvnlle. Maryland 20852 ‘

} SmlthKIme Beecham |
- Pharmaceut/ca/s |

‘ Rogulatory Affmrs us.
Ann lnucnves and Baolog-cal Therapcunc Areas

'f:EA‘_Nmzl-on AL :ﬁ ‘November 24, 1998
~Avandia™ (rosnghtazone maleate) Tablets : S P

. Novaisiigey

Avandna (rosightazone maleate) Tablets. NDA 21-071

: DcarDr Sobcl

o Submnttcd hercwnh in duphcate in accordance wnh Section 314 50 of Tnle 21 of
"o the Cude of Federal Regulations is a New Drug Application to support the useof
" Avandia™ (rosiglitazone maleaie) Tablets for the treatment of patunts with
‘ 'v Type 2 diabetes mellitus. Avandia™ isa thiazolidinedione, a new class of
" drugs; which activates PPARY) receptors and directly targets insulin res:stance a
; fundamcntal dcfect in the pathophysnology of type 2 dlabetes

o SB ackmwledges the gundance recexved ﬁ'om the Dw:snon of Metabolic and e
. Endocrine Drug Products at the End of Phase Il Meeting held on July 22, 1996 (
‘and the Pre-NDA Meeting held on April 30, 1998. Please note, specifically that, -
- in'accordance with the request of the Division at the pre-NDA meeting, although o

the eﬂ’ icacy data herein support two indications, the safety data for all patients R
receiving Avandia for any indication are included in the safety evaluation with a
chmcal cut-oﬂ' date of June 18 1998. :

Thns Apphcatnon dctalls tbc effi icacy, safety, and clinical pharmacology data for '
the intended use of rosiglitazone - two mdncatxons in the treatment of

e hyperglycemu oftype 2 d;abetcs melhtus as follows‘

. 88 monotherapy and

"« in combination with metformin (coadministration)

" One Frankhn Plaza, PO Box 7929, Phitadsiphis, PA 19101. Telwohone (215) 751 3868, Fax 2151751 4926.
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N : Avandm "‘(ranglllazone malzau)
B NDACmrI.mer R
L Wavember?l 1998 e

o Over 4300 pauents and 500 volunteers have recewed the drug in protocols of
e smg]e or repeated dosing for pcnods up 1018 months. The mtegrated safety
: database is substantial, both in terms- of patient numbers and by durationof
- exposure, with 4327 paticnts exposed to rosiglitazone (as monotherapy or in
- “° combination with metformin or sulfonylnreas), more than 2600.patients were
" exposed for at least 6 months and 1005 patients exposed for at least 12 months In
L addmon, 222 patients were exposed to ros:ghtazone in long-term ‘
E echocardxogmphy studxes : SR -

L ‘[The ennre NDA is made avmlable in electromc copy to fully suppon the
. " reviewers. The archival copy consists of the paper NDA (261 volumes)
; accompamed by the following items in electronic format only in accordance thh
the exxstmg (Septembcr, 1997) Gmdance for Electronic Submxssnons SR

: ‘o' Item I Case Repon Form Tabulatxons and

. Item 12 Case Report Forms

| ‘. ‘ The ennre electromc subxmsswn wﬂl be loaded on the FDA network - f |
: _'»Arrangements will be made to have this ﬁle loaded as soon‘as possible. A
: descnpuon of the electronic submission (contents of medxa, number/format, file

-descriptions, size of submission) are contamed in'the "Guide to the Electronu:

S Submlss:on that prefaces the NDA Index

L In accordance with the Prescn : txon Dru User Fee Act of , acheck in the
- amount o- has been sent via'
" wire transmittal to the A

-+ of the wire transfer recenpt showmg the subxmtted ser Fee is in Item 18 of tlus
S volume R ‘ ’

on November 20, 1998

o Avand:a ™ i not approved for the trcatment of Type 2 dmbctes mellitus in any
~ country; the first marketing apphcatxons for the use of Avandia™ in this
indication will be submitted in November/December 1998 in the United States,
~ Canada and in Europe. ‘Avandia™ has not been refused marketing authorization

or withdrawn from marketmg m any country on safety grounds

In conslderatxon of our clzmcal tnal rcsu!ts SBa.Pharmaceuncals beheves '
Avandia™ 1o be an important treatment option for patients with type 2 diabetes
mellitus that warrants a Pnonty Review. The potenual bms for Priority Rewcw
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Amdw "'(rauglilmm mleate)
NDA Cav:r Leter:
Nmmber 24 1998

has been discussed and agreed with the Dmslon at the Pre-NDA meetmg and
dunng informal contacts thereaﬁer. As a result of these discussions, we :
respectfully request Pnonty Revnew status on the followmg basxs '

) aner safety

Only onc thxazohdmedwne has been epproved for use in the managemem of P
patients with Type 2 diabetes to date. Thereis s clear need for another member of thns a
class which is not assocmed with sngmf cant safety issues including L
hepatotoxicity. To date, the safety data ftom approxunately 4300 patxents
treated with rosiglitazone, 1000 of whom were exposed for greater than 12
months, have not been associated with hepatotoxxcnty or any other maJor o
adverse effects. We beheve that this feature wwld present the pnmnry basxs
for a Priority Revnew Sl sl

°: Novel lndncanon

The mdncanon of ccmbmed use of‘ Avandm“' wnh metformin constltutes a:
novel mdxcatxon in Type 2 dlabetes melhms :

In addmon, the potennal f'or common drug mteractlons wnh Avand:a“nppears to.
be Iow : S ‘

SrmthKlme Beccham commns 0 provxdmg ell necessary support for the rev:ew of
this NDA mcludmg full technical suppon in the use of the electronic B
documentahon : :

Should you have any questuons regardmg thxs New Drug Apphcatxon, please do- - .
not hesmte to contact me at (610) 917-7250 ‘

& Smcerely, ,

G. Clare Kahn, PhAD.

- Group Director T
_ -U.S.Regulatory Affairs




