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Amendment toa Pending NDA Response to FDA Request for Informatxon
“and Updated lnformatton

N '_;De:u'Dr Sobel:

o Reference is made to the New Drug Apphcauon for Avandia, NDA 21—071 The
.- NDA provides for use of a novel PPARY receptor activator for the treatment of
S hyperglycemm in type 2 dtabetes rnellmts. as monothempy and m combmauon with
metfotmm - oy v :

s In a May 3, 1999 telephone conversauon between Dr. Roben Shore (FDA) and Mr
Matt Whitman and Ms. Dale Stockbower (SB), it was tequested that additional
. dissolution profile data be generated to compare the 2 mg and the 4 mg commercml
- tablets in accordance with the requirements of a SUPAC-IRL
-~ -change. It was agreed that data for the application media
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Submntted herem. is therequesteddlssolunonmfonna

Addmoually. m an Apnl 19, 1999 telephone conversanon between Dr Xa\ner Ysem
' (FDA) and Ms. Dale Stockbower (SB) it was agr ed that the results of this RS
- product validation studies could be use:

i Provided below are o the currently file |
- be applied to commercial manufacture. We commit that the commercial Avandia®

- tablets will meet the filed drug product specifications, and that no changesare -
R, proposed to these spccxﬁcanons Updated batch n:cords wm be submitted inthe -~

Tnblet - Panmeter TR Current_NDA_f Lo Commercid IR
T O A v E Manufsctore

7

‘_ dPleasc contact me at (610) 917-7250 v:a phone or (610) 917—7665 via facsxxmle vv :
Lo should you have any quesuons regardmg this submxss:on i ,

Smcerely yours. :

Clare Kahn, Ph.D.
Group Director

U.S. Regulatory Affairs

B APPEARS THIS WAY ON ORIGINAL

| Desk Copy: Dr. Robert Shore, HFD-870
- Desk Copy: Dr. Xavier Ysem, HFD-510
C . Coverletter: Ms. Jena Weber, HFD-510
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Sm:thKhne Baecham

Pharmaceuticals
FACSIMILE-
May 5,1999
 Tot | . JenaWecber (HFD-510) ~ FaxNo.: (301)443.9282
Fom: cl'a'reicsm{. Ph.b;/s}mthmine Beecham - FaxNo:  (610)917-7665

Phone No.: : (610) 917-7250

: Re'g'arding: NDA 21-071 Request for Revised Annotated Labeling and
S Outlme of Phase IV Commltments E

Page lof 40
DearJena. '

i Attached is revxsed anuoxated labelmg mcorporanng those changes made as a rcsult of FDA's
. medical and statistical reviews and the recommendauons of the Metabohsm and Endocrine: . -
R Adwsory Commntee - : : :

o Also provxded is lhe proposcd phase IV post-markeung plan For the past sevcral months, SB bas .
- been debaung the design of longer term outcomes trials with the new thiazolidenedione,
' rosiglitazone, and has been in discussions with external advisors to this end. Preventing disease
. progression is an area that would be most interesting to mvesngale Such trials could also address
~ . additional areas of interest. However, given the scope, ‘complexity, and expense of such trials, SB
- is not curreritly in a position to make any commitment about a long term outcones trial. We are, ,
- however, ablé to offer the current pnst-marketmg plan (Phase IV) wmch is attachcd We look
e forward to agreement wnh the FDA team.

, ‘ Copnes of thcsc documcnts wﬂl also bc submmed ofﬁcnally to the NDA ﬁlc
' : Smcenely.

e

Clare Kahn, Ph.D.
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! Dmslon of Metabolism and Endocnne Drug Products (HFD—S 10)
- Document Control 14B-03 b

4 Food and Drug Adrmmstrauon

5600 Fishers Lane =~
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Amendment to a Pendmg NDA° v Cbrfe‘cﬁoné to immediate contalher/eaﬂdﬁ labels
‘ - Submission of draft cartons f0r Patient Trial Kit

s Dear Dr. Sobel

Reference is made to the New Drug Apphcauon for Avandla NDA 21-071 The NDA provxdes foruse

4 of anovel PPARY receptor activator for the treatment of hyperglycemia in type 2 diabetes mellitus, as
monotherapy and in combination with métformin. Reference is further made to the most recent, April
¥ 12, 1999, submission of draft mechamcal lahehng for the immediate contamers and thter sample
o cmons ‘

As commumeated ina telephone conference call the rnormng of April 21, 1999, mvolvmg Dr. Ysern
from the division and Ms. Shapowal and Mr. Kitz from SmithKline Beecham, an error has been caught
on the sample cartons that were submitted on April 12, 1999. The text, “Protect from light” was placed
after the previously agreed temperature storage statement. The text was placed on the 2 mg, 4 mg, and
8 mg sample cartons. There is no data in the NDA to suggest that such a statement is required to
mamtam the stabxlny of the product. We apologxze for not catchmg tlns text before subrmssnon

As noted by Mr. Kitz, a protect from hght notanon mlght cause undue concern for the customers, and
2t the next printing of the sample cartons, SB wishes to remove the language. Unfortunately, a
substantial number of the cartons for the blisters have been printed for the launch of Avandia. Given

115 | the cost of the printed components, the long lead time for having such cartons reprinted, and the

~ imminence of the launch of Avandia, SmithKline Beecham respectfully requests permission to use the
sample cartons for the initial launch and 10 delete the text "Protect from light" at the next printing.
SmithKline Beecham cormmts 1o subrmmng the corrected ﬁnal sample cartons in the ﬁrst annual

report.
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\.’"z}mr;ovDr."Sobzel; L o
April 281999 -
2

N & Further. any of the bottles that nught be repackaged by customers (1 ¢ bottle counts of 100 500
~ } or'5000 tablets) should carry the standard USP statement “Dispense in a tight, light-resistant.
. § container”. Any of the manufacturer’s bottles designed and intended to be dispensed to patients
S without repackagmg (i.e. bottle counts of 30 and 60 tablets) should not carry any statement
S regarding type of container to be used in dispensing [ref. 21 CFR 201.100(b)7)). The immediate
1 container labels will be revised, accordingly. These labels have not been printed by the sponsor.
o However, ﬁnal pnnted labels w;ll be subnutted as part of the ﬁnal labeling approval process.

B Fxnally, please find enclosed outer carton labels tbat are identified by "Patient Tnal Kn" These
o “cartons will contain patient samples of 2 mg or 4 mg bottles of 60 or 30 tablets, respectively.-
S These canons correspond to the xmmedxate contmner bottle labels filed on: Apnl 12, 1999.

oL Thank you for your kind attenuon to the labelmg matters of this amcndmcnt We apologize for -
- - any confusion regarding the Protect from light’ text, and thank Dr. Ysern for speaking with our
.= team at Such short notice. Please let us know that you are in agreement with our corrective action
L plan and intended use of the printed components for launch only. Should you have any quesuons
SRRt regardmg tlus issue, please do not hesltate to contact me at (610) 9l7 7250.

Sincerely,

G. Clare Kahn, Ph.D.
Group Director
'U.S. Regulatory Affairs

e ). Weber (HFD-510)
. X.Ysem (HFD-510) -
7 P. Kitz (FP-0630) -
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- NDA 21-071

| | Amendment toa Péndmg NDA f
Solomon Sobcl M D., Division Director

o Documem Control 14B-03
" Food and Drug Admmlstranon

- '5600 Fishers Lane.

* Rockville, MD 20857 =

e Aiﬁéhdme'ni to’ a Pending ND :  ~ Response to FDA Request for IW

. DearDr Sobcl o “ P T

chferencc is made to the New Drug Apphcauon for Avand:a. NDA 21-071 The
' NDA provides for use of a novel PPARY receptor activator for the treatment of = -

hyperglvcerma m type 2 dlabetcs mclhtus, as monothcrapy and in combmanon with
. metformm e :

| In a fax dated Apnl 16 1999, Dr stbm requested addmonal patient deta:ls about thc :
hematologxcal history on the followmg patients:.

4 patients with anemia as SAE: 00470042, 024.030.02226, 020.720. 01004
“and any additional patients with myelodysplastic syndrome. (Narratives for
- 'these 4 paticnts were fa‘xed'to Dr. Misbin’s attention on April 20, 1999.)

9 pauent.s in lable 8H. 8 13 ndcnuf' ed wnth low F3 hematocm

9 patients in tablc 81-!8 l7 wnh low F3 wbc and 5 panems thh low F3
' platelels _ o .




 NDA 21071 . T
. Avandm@(rongluazone nmleate) Tablm

- _Attachcd are narratxves for those patxcnts who dcmonstratcd transitions in hcmatologyb_: ==
' tests from Normal or F1 at Baseline to F3 ﬂags e

. »"Normal to F3 ‘flag: Lab values ‘were normal ar baseline
R transmomng to F3 ﬂag on-thcrapy or wnbm 30 days post-therapy

FI to: F3 ﬂag Lab. valncs wcrc abnormal (Fl ﬂags) at pre- , g ' S |
‘ “randonuzatJon/basehne ' : ¥ E ’

. p]me contact me ‘at (610) 917»7250 via phonc or (610) 917—7665 via facsnmxlc
o _".'should you have any quesnons regardmg thls subrmssxon

APPEARS THIS WAY ON ORIGINAL Slncerc]y YOUTS

| , | o 'é‘fClareKathhD
U EITTE L S A S Tt .”'",'f .. GroupDirector
(‘ B T T St T TINS H EL PN R : U.S. Regulatory Affairs -
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- 12229 Wilkins Avenue:

. FDA's archives. A desk copy of this submission is also enclosed for Dr. Shore. Please.

DU i N T i e o e b e

e . .
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SmtthKlme Beecham,;.,jf_,,.f’f* N
Pharmaceut/cals OO ammﬁr
o Apnl 13, |999 L

'»_"'NDA 21071 S
L Avandna@ (roswlltazone maleate) Tablets
‘ f"pp 000001 000032 '

- Food .md Dmo Admm:stmt:on
_ Center for Drug Evaluation and Rcsearch
" Central Document Room

3 {{ Rockvnllc M.xryl.md 20852
| Response to FDA Request for lnformauon L

; Denr Dr Sobcl

C A Gl RN O R o

| ;3  Rcfercnce is made to our Ncw Dmo Apphcauon for Avandna"'”' i roswlnazonc) Tablets. :
. NDA 21-071, indicated for the treatment of Type 2 dlabetcs mellitus as monothempv :
~and in combmauon with metformin. Additional reference is made to a April 9, 1999

 telephone call from Dr, Rob Shore requesting the SAS command files and the ASCII
 datasets on diskette for study 49653/028, titled, Bzoeqmvalence Study of the Final

= Market F ornudanon of BRL 49653C Compared 10 the Clmncal Trmls Fornuilation. .

‘ ’fi‘Attnchcd thh this Ieuer are a copy of lhesc ﬁles on dxskettc and as a papcr copv forv

contact me at (610) 917-7250 via phone or (610) 917-7665 via f.xcmmxle should you
. have any quesuom rcgardmo thns submxssnon ’ , RN

Smcerely ym;rs;
e ///.,/é,

-,6/ Clare Kahn, Ph.D.
‘Group Director.

De&k—éogy: Dr. Rob Shore, HFD-870 -
“ Cover Letter: - Ms. Jena Weber; HFD-510
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S S S Response to FDA Request for Informnt:on . -
| ( - ) R Rggu_-gt_gar.m&uaum@x_ag-cs Studies Until Afier NDA Approval

i Dear Dr Sobei

S X Reference 1s made to our NDA 21-071 for Avandia® (rosiglitazone maleate) Tablets submmed
o to FDA on November 25, 1998 for the treatment of Type 2 diabetes mellitus as monotherapy and
- . in combination with metformin. Additional reference is made to your letter dated March 30,
71999 stating Avandia has been granted a six-month priority review and outlining the new
pedlamc labelmg requu-ements of 21 CFR 314. 55 which became effecnve April l 1999.

| We note the final rule penmts the subxmssxon of ped:atnc study mformanon to be deferred unnl

after approval if. there is an adequate justification for deferral, e.g., because pediatric studies

v should not begm until after safety and efficacy information in adults has been collected, or

. awaiting complern of pediatric studiés would delay the availability of a product to adults. We

"believe that both of these examples apply to Avandia and with this letter, we are formally
requesnng a deferral of pedxatnc studies until after approval of NDA 21-071 for Avandia.

E Type 2 dxabetes is generally a disease of adults that increases in prevalence with advanced age.

. We recognize, however, that increasingly, comcrdent with an increasing prevalence of obesity in
- - children and adolescents, a syndrome of insulin resxstance and type 2 diabetes mellitus is being
( ’ ‘ observed to be on the rise in n these younger mdmduals ' S

- .. As you are aware, Avandza was granted a pnonty review by the Dmsnon pnman]y based on an
-"improved hepatic safety profile as:compared with the only marketed - thiazolidinedione,

(e Franktin Piaza. PO Box 7929, Philadeiohia, PA 19101. . Teleghone (2151 751 4000,  Fax (215) 751 3400.




NDA2l-D7! e
" . Dr. Sobel letter
pnl 13. 1999

in adults, the magmtude of which only becamc fully apparent with postmarketing experience. As

- outlined in the final pediatric rule, in certain cases, studies should not begin in pediatric patients.
until ‘after the safety profile of the drug is well established through postmarketing experience..

:Although there is no:evidence for hepatotoxxcxty with Avandia in clinical trials in over 4600 =

treated patients, we believe that it is appropriate to delay the initiation of pedxamc studxes with i

Avand:a until aftcr it has been approved and marketed.

1_' 'To ensure that defcrral of smdxes would not unnecessarily delay the submxssxon of pedxatnc usc
" information, SB plans. to' submit an outline of planned pediatric studies to the Division, - -

g  following the marketing approval of Avandm We will be bappy to dxscuss and agree thcsc plans B

| , thh membcrs of thc Dlvmon at that nme

o "If you have any qucsnons rcgardmg tlus subtmssxon, please do not hcsxtatc to contact me by
N telephonc at (610) 917-7250 or by fax at (610) 917-7665 ’ :

( e kancer.ely. | /
o e ,egg O C_
B B ST Clare Kahn, Ph.D.

Group Director =
‘us. Regulatory Affaus _

BRI\ PPEARS THIS WAY ON ORIGINAL L

| 5 Desk Copy: - Ms. Jena Weber

E Rezuhn"” (troghtazonc) Troglnazone has becn demonslratcd to cause Tare cases of lxver fm]urc S

& ’/ u//f
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(: i ‘ Subrmssuon ofAvandia@ ;

Dcar Dr Sobel

_ FDA on November 25, 1998 for the treatment of Type 2 diabetes mellitus as monotherapy and in
~ combination with metformin. Additional reference i is made to a telephone conversation between

SB and Dr. Xavier Ysers on April 9,'1999 to discuss our April 1, 1999 submxssxon of the
proposed Avandia Logo and professnonal sample labels and cartons.

“We: understand Dr. Ysemn's comments were unofficial since hxs chemis

following changes to our labels and sample cartons:

1) The umform storage statement has been revised to include the specxﬁed wording

of the June 1998 draft FDA Guidance, titled, "Stability Te.mng of Drugv

Substances and Drug Products ,as follows:

Store at 25°C (77°F), excursions 15-30°C (59-86°F)

( ~ '2) . We have revised some of the colors used on thc 2 mg. 4'mg, and 8 mg tablet

hoxes 50 these boxes are more readxly dxstmgulshable from each other at a glance.

Rcfcrence is made to our NDA 21-071 for Avandna (roszghtazone maleate) Tablets submitted to

try review has not yet -
been signed off within the Division. However, based on his feedback we havc made the

6000

e e




L ( x. Sobel lewer S i

itis SB policy to use this ©
cited as examples of its L

- With respect to the use of the proprictary name, "Tiltab®" in labeling,
 designation in our labeling. The: following SB marketed products are
MSE,. L el L SR A T
l‘)ﬁqu@m'et: 400mg and 800mg Txltab@Tablets : ~ Referenced in PI and Labels.
 2) Coreg: 6.25mg, 12.5mg and 25mg Tiltab® Tablets  Referenced in PI and Labels.
" '3) Requip: 0.25mg, Smg, 1mg, 2mg and Smg Tiltab® Tablets Referenced in PL. -
A Tabli;. of Conitents fdr'this'subnﬁsSion‘ i‘s‘lvoc'a“tgaf on page 000008, -
“In or"drlé_lﬂ'vtd fx'i:iih_tav'in‘cuﬁént’ ‘ti’niings“for pnntmg and productxon we aresackmg FDA comment g
on these materials as quickly as possible. We will contact the CSO, Ms. Jena Weber, later inthe -~
* week for any comments on these materials, If you have any questions regarding this submission,
plcas’edqh@k lngitﬁye' to contact me by telephone at (610) 917-7250 or by fax at (610) 917-7665. -

o Sinﬁergi}’.g L

b Clare Kahn, Ph.D.
' Group Director B
" U.S. Regulatory Affairs T

_ Desk copy: DrXa\nerYscrn S
: Coverletter: Ms. Jena Weber -

APPEARS THIS WAY ON ORIGINAL
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Food and Drug Administration ~ REC'D

' Central Document Room AR | & &"R 12 1999
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" Amendmenttoa Pending NDA -
Response to FDA Request for Clarification

i DcarDr Sobel:

) ( _— ; Referencc is madc to the New Drug Apphcauon forAvandxa (rosxghtazone ma]eate) NDA 21-
- 071." The NDA provides for use of a novel PPARYy receptor activator for the treatment of
L hypcrvlycctma in typc 2 dtabetcs melhtus as monotherapy and in combmauon with metformin..-

- ’At this umc. we are respondmg to the request of medical ofﬁccr. Dr Robert Misbin, that the
* .’ sponsor provnde documentation to support that Protocol 49653/011 was conducted in a manner
— ~such that the rights and safety of human Sllbjects were adequately protected. Dr. Misbin’s o
. primary concern focuses on the adequacy of written informed consent documnentation advising
. patients with type 2 diabetes mellitus of the risks potentially associated with withdrawal of prior
therapy and use of placcbo controls together with diet and exercise in this 6 month study.

Dr. Mtsbm has noted in tclcphone conversations on March 24 and Apnl 1, 1999, that, followmg
" review of the consent forms from our pivotal efﬂcacy trials submitted to NDA 21-071, he is
' considering the censure of data from study 011. During the April 1st conversation, Dr. Misbin
noted that he was willing to accept the data from previously drug-naive patients as this subset of
patients had not been withdrawn from active drug treatment. Reference was made to 21 CFR
§314.125, Refusal to approve an application or abbrewated antibiotic application:

.:‘ SR

gogocl

. '1250'S. Collegevite Road, PO Box 5089, Collegeville, PA 1§i2509§§.: Telephone (§10) 917 7000.: Fax (810) 917 7707,

5 e

IR S




e T T T 2 S AR

v Lehef :6‘1‘).r.?iSobeI, |

April 7, 1999

Page2 .

Lo "Anyiélini@:al‘ kin’Vestigaﬁbn involving human subjects described in the appl‘iééﬁoh or “ : S
. abbreviated antibiotic application, subject to the institutional review board regulations -

~ in'part [56) of this chapter or informed consent regulations in part 50 of this chapter,

-+~ was niot conducted in compliance with those regulations such that the rights or safety

i of buman subjects were not adequately protected.”

: SmithKline Bcecham is sensitive to the concems of Dr. stii) for patient saféty and pr‘oteétion
~ and wishes to address his concerns herein. Indeed, we had the opportunity recently, to address
- Dr. Misbin's concerns about the ceiling for hyperglycemia in our IND protocol 49653C/127

. ‘entitled "A 26 week Randomized, Double-blind Study to Compare the Efficacy, Safety and

 Tolerability of Rosiglitazone (BRL 49653C) 8mg/day (4mg BID) Versus Placebo in' Combination

- with Glyburide in Patients with Type 2 Diabetes Mellitus Who Are Inadequately Controlled on

 Maximum Dose Glyburide”. A meeting with the Division lead to the immediaté resolution of this
- issue with the institution of tighter controls for glycemia which we have endorsed forall .
- subsequent studies. . o SR e

. Protocol 49653/011 was initiated in 1996 under an vestigational New Drug application. There
- was strict adherence to all regulations and procedures governing the conduct of an'ethical clinical ‘

., . trial. A sample consent form was provided by SB and seventeen independent IRBs, overseeing
- 43 sites, reviewed, modified and approved consent forms for the conduct of this study. Overa

period of almost 3 years, no ethical concerns were ever raised regarding inadequacy of protection -

- of the rights or safety of the patients taking part in the trial. Furthermore, no concerns were

.. raised at the pre-NDA meeting on April 30; 1998, at which time it was agreed that Sdy 011~~~
 provided key pivotal data for our monotherapy indication. As a result of this agreement, all of Do Lo

e . the safety. ahd:_eﬁicacy: data from study 011 were filed to this NDA.: Furthemore, thése data - h s

> contributed to the Integrated Summary of Safety and several important efficacy analyses were

T

T G ERT T e e | o T Y

_ SmithKline Beecham believes that study 011 was conducted in an ethical marnner. In this. D He 7,
.

; ‘performed on pooled data from pivotal and extension studies including study 011, - . 4‘//'& d

B submission, we seek to confirm this view with a survey of consent fonns- @pr@v:d by the 17

g inde'pendcn; IRBs. We do acknowledge that a typographical error existed in the sample consent ” J :

form in that patients were asked to bring all of their stn%y medication "and glibenclamide” : ’f": |

’ tablets to the clinic at each visit. This error appears to have been picked up at all sites and ¢ p [acsbe
cortf:ctgd gopi'e_s‘werg' puf into gffcct for thF conduct of thc trial. S (F ‘Jg ‘ /’7

The Protocol 49653/011 sample informed consent contained the basic elements of informed e
~ consent (§50.25 (a)) as well as additional elements of i@formgd‘c{jn@ﬁtﬂ (§50.25(a)(2)) describing cj’ deudwnde
any reasonably foreseeable risks or discomforts to the subject. The symptoms of hypoglycemia B

- were explicitly described and emphasized; as thi_s Wasfdhhd‘id be a problem associated with - IS/
earlier classes of antidiabetes compounds (i.e: sulfonylureas). The SB sample informed consents

vﬁ:j,;Qj__g*_ .. 000002




-~ Letter to Dr. Sobe'l_: v
. April 7, 1999
Page 3

- are rarely, tf ever, accepted wrthout change ln the case of Protocol 49653/011 all but two I'RB “ : e
o committees edited the sample document to strengthen the nsk language. parttcularly for potenttalf T
L worsemng of dtsease or hyperglycerma. e ‘ a S e

e At the 27 s:tes overseen by mformzmon was added (tta.ltCtzed text) to expand the L

. explanauon of a pla:ebo—contro tn

N | § you agree. to take part, you wxll be randomly assrgned {Irke the toss of a com) to take a
S fixed dose of BRL 49653C or placebo (an inactive substance). Neither you nor your study
' doctor will Icnow whether you are receiving BRL 49653C or placebo; however, this

R mformanon t.! avatlable 10 the study doctor xf needed in an emergency '

g i_ The sample mformed consent of SB had tnclu e e: "There is no guarantee that you wrll ,' :
" benefit by partncrpatmg in this study.” The strengthened this language by addmg
: "Your corzdttton may not xmprove or may worsen whrIe pamcxpatmg in the study :

- P At the 16 sites covered pnmanly by umverstty IRBs. sumlar language was added to consent

- documentation. ‘The language which follows is directed toward placebo use and the risk of
increased blood sugar. U f- added: "If your blood sugar is too
. high you may expenence an increase in thirst, hunger or increased urination.- If severe, high
blood sugar can cause coma ‘and death: If such blood sugar changes last, the study doctor may :
‘remove you from the study so that you can be treated with medication chosen by your own ;
" doctor.” Please refer to Attachment 1 for addmonal examples of IRB addmons dtrected toward
S placebo use in type 2 diabetes mellttus pauents :

S Recogmzm g that the responsrbtlrty for the pattent asa human sub]ect involved in btornedtca.l
' research, must always rest with'a medxcally qualified person, and never rest on the subject of the: '

research, even though the subject has given his or her consent [World Medical Association ,
- Declaration: of Helsmkr], SmithKline Beecham was careful to make provision in the protocol fOr s
o physrcran Judgement, With regard to blood glucose levels, withdrawal for 1ack of efﬁcacy

" included any increase in FPG decmed by the investigator to represent a safety risk, or 2 ,
consecutive visit FPG levels 2 300 mg/dL as well as provision that patients could be wrthdrawn

if additional therapy is requtred to manage thetr drabetes

Further, inclusion & exclusron criteria allowed ordy non-tnsulm dependent diabetes mellttus ,
patients (non ketosis prone per the National Dtabetes Data Group definition), with no history of
ketoacidosis to be enrolled. Diet control was built. into the protocol and individualized for
patients in active and placebo groups.. Diabetic diet instruction was prowded bya regnstered
dietitian or other qualified professional, consistent with recommendauons of the Committee on
Food and Nutrition of the American Diabetes Association. Within Protocol 49653/011 there is -
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o evidence that the chet control, momtormg and counselmg had an cffect For cxample the mean - T
~“decrease of 0.25% in HbA1C (week 26 vs. scrcemng) in diet only, placebo subgroup, offers -

evndence of effect of the diet control in maintaining and/or improving glyccmxc comrol in these

Rt typc 2 dxabetes melhtus pancnts over the duranon of the tna]

R In 1996 SrmthKlme Beecham desngned Prolocol 49653/011 in collaborauon wuh

= endocrmologxsts and investigators accordmg to the standards of ethical clinical rcsearch and ,

. accepted medmal practice. We believe that the safeguards of the protocol, from pau:nt selecnon

" and diet control to wn.hdrawal provisions, were properly placed and unplemented to protect the -

~human subjects recexvmg rosiglitazone or placcbo in the trial. Further, the strengthcmng of risk

‘ language in the mformed consent documents (by all but 2 IRBs), provides evidence of review
and appropnate oversnght by the mdcpendcnt IRBs in protecting the nghts and safety of the

L pauems :

, j' We trust that the above mformauon and attachmcnts will serve to resolve any conccrns 1hat Dr
o 'stbm and his team have had at any time when reviewing Protocol 49653/011, part:cularly wnh

B respect to adequacy of written informed: conscm documentation and protection of buman

- . Amu 334“" o"/"

o .f:. “subjects. Should there be any additional questions regarding this amendmem or Subjcct mattér, - -
ST Pplease do not hesnate to contact me at (610) 917-7250 : -

; Smcerely, '
% MA:
'74;’ G: Clare Kahn Ph D.
Group Director .

~U.S. Regulatory Affairs S

Desk copy Dr R. stbm

e
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"'Dear Dr Sobel
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SmlthKlme Beecham
Pharmaceut/ca/s B

. iAvandia® (rosnghtazone maleate)
~ NDA 21071 “ :
-Amendment to a Pendmg NDA

April 2, 1999

" Solomon Sobel 'M.D., Division Dn-e.‘c»torvt —
- Center for Drug Evaluation and Research -

Division of Metabolism and Endocrine Dmg Products (HFD 510)

" Document Control 14B-03
** Food and Drug Adnnmstratxon
' 5600 Fishers Lane
~"Rockville, MD 20857

: Amendment toa Pendmg NDA . R
" Draft Labehng for Sample Cartons and Foxls -

AR Reference is made to the New Dmg Apphcauon for Avandza, NDA 21-071 The NDA provndes o
S for use of a novel PPARY receptor activator for the treatment of hyperglycerma in type 2 diabetes
R mellltus, as monotherapy and i in combination wnth metformm

; At t}us txme, we ‘are subrmmng the color meehamca}. draft patient sample Canons and their
. corresponding foils for review by the FDA team. It is niot clear that these items, previously

submitted on March 12, 1999, were ever received by the Division. Ms. Jenna Weber informed us
today that the chemistry reviewer for NDA 21-071 had not received these items. We apologize
for any confusion and hope that the FDA team can review the cartons and foils as rapidly as
possxb]e There is a very long lead time required for printing the cartons. »

‘ 'Other than color changes an‘d minor font changes, which serve to xmpro’ve the prominence of

required label statements, no other changes have been made to the components as they were

'prevxously available.. We are not subxmmng components having any grapl’uc representation
: (known as an "icon”), so review should not be complxcated This submission assures that the
. final graphic and textual representations on the sam;;le cartons are filed to the NDA. It should be

noted that the lot and expiry date will be imprinted onto the edge of the fod bhsters, and readable

: 'on the side opposue the foil (reverse s:de) Tt

000001
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Lester 1o Dr. Sobel
April 1. 1999
2

Thxs submxsson is bcmg madc in duplxcatc ‘Four (4) copxes of the draft labels are subrmttcd to
the FDA archival copy; and smgle copies of the draft labels to all other review copies. Should
you have any quesuons rcgardmg these labcls please do not hesitate to contact me at (610) 917-
7250 ‘ . v .

5 39&‘}“‘{}7'- ST Sivn,c.e;rely'». » :

G ClareKahn.PhD
" Group Director i -
: U.S. Reguiatory Affmrs

Desk copy: Ms. J. Weber
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o Solomon Sobel M D

. Rockville, MD 20852

S - T " 000001
Sm:thKIme Beecham o
Pharmaceut/cals

. :»Avandla® (roslglitazone maleate) :
St NDA 21-071- ‘ ,
S {Amendment to a Pendmg NDA

‘March 31,1999

- Center for Drug Evaluanon and Research @‘\‘-R FOR 0/9(, \
- Food and Drug Administration it RECD'
" - Central Document Room "y 1000
S v : APR 021999 |} -
12229 Wilkins Avenue HFD 510 é,t |

N

© ' Amendment to a Pending NDA - 120 day Safety Update

. DearDr. Sobek

- Sibmitted herewith, in duplicate, pursuant to section S05(i) of the Federal Food
- Drug. and Cosmetic Act, and in accordance with 21 CFR 314. SD(d)(S)(Vx)(b), we -
- are submitting the safety update report 4 months followmg the initial submxssxon
"~ of New Drug Application (NDA) 21-071 on November 24, '1998. The NDA for -
' Avandia provides for use of this novel PPARy receptor activator for the treatment
© of hyperglycemia i in type 2 dxabetes melhms ‘as monotherapy and in cOmbmanon
o thh mctfonmn i SR L

, " ' At the txme of initial ﬂhng, the safety data for all pauants receiving’ Avandm for
- “any indication were included in the safety evaluation up to a clinical cut-off date -
" of June 18, 1998. For this 120-day safety update report, the clinical cut-off date is

November 7, 1998. The new report summarizes data on 4598 patients exposed to
rosiglitazone either as monotherapy or in combmatxon with metfonmn or

o sulfonylureas in Phase n/m smdxes

. B Exposure to Avandm has mcreased substantially smce the mmal ﬁhng Of over
~ 4500 patients exposed to rosxghtazone as monotherapy or in combination with

metformin or sulfonylureas in the update report, more than 2000 patients were

- exposed for at least 12 months compared with 1005 patients at the time of the

L i Sraunkbin Praca; PO Hov 1920, Preladwiiie; PA THIMN Bphrae 121 Wi
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Solomon Sobcl M D
Page2
- March 3l 1999

L NDA Exposmc to sulfoaylureas has mcreased sllghtly (an additional 100
" patients were treated for at least 12 months) with no change in exposure to cnhcr

*metforrhin or placebo. When compared with the NDA, patient years of exposure
- was mcreased consxdcrably from 2492 8 in thc NDA to 36‘73 Oin thc update. B

; ‘We beheVe that thc addmonal mfcty data are fully consistent wnth the data and
conclusions of the initial NDA. Spemﬁcal]y. Avandia is safe in the treatment of
hyperglycemxa in'type 2 diabetes mclhtus, mher as monotherapy or when usedin

e combmatnon thh metfonmn

S Tha’nkﬂ 'ycsu"fOr your kind attention 0 these data. Should you have any due’sﬁoﬁ‘s"’ k

S ‘regarding this amendment, please do not hesitate to contact me at (610) 917-7250.
Sincerely,

G. Clare Kahn, Ph.D.
Group Director - -
U.S. Regulatory Affairs
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