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1. EXECUTIVESUMMARY -

1 1 :onclusmns and Recommendatwns

et Study IM101033 was. conducted in. chlldren and adolescents w1th actlve polyart1cular
. juvenile theumatoid arthrrtls for the pedlatrlc efﬁcacy supplement for abatacept The- = o
: ;;,study demonstrated a greater effect of abatacept compared-to placebo in treating signs =~

- and symptoms of Juvemle rheurnat01d arthritis (JRA) / Juvemle idiopathic arthritis (J IA).-':

~The effect was- measured by time to-occurrence of disease flate based on ACR Pediatric .

iz 1' 'A'Brlef Overvrew of Clmrcal Studles RS

- 30 (JRA/JIA core set variables). The effect was ev1dent in both the applrcant’s analyses A
ik and the addltronal-analyses conducted by me A R T

; Study IM101033 was amultl center multl-natlonal randomrzed w1thdrawal double-
. blind, placebo-controlled three—perlod “ month open-label lead-in period, 6 month -

- double-blind perrod and 5 year ongoing open-label extension perlod) trial mvestlgatmg

oy ": - the safety and efﬁcacy of abatacept in children and adolescents with active. polyarticular -
" “juvenile theumatoid arthritis. During the double-blind penod of the study, 122 pat1ents L

~‘were randomized to abatacept iv.(n= 60) or placebo iv.(n= 62) Eligible patients -

) subsequently entered an open-label extension study. The primary efficacy outcome was-
~thetime to dlsease flare during the double blind penod Key secondary-efficacy measures -
- ~included the proportlon of subjects that demonstrate JRA/IA disease flare, number of

o “‘rfJOInts with limited range of motion, and dlsease act1v1ty as measured by the phys1c1an e ‘. i

c :,global assessment of dlsease sever1ty

1 3 Statlstrcal Issues and Flndmgs

o There Were 10 statlstlcal issues 1dent1ﬁed durrng the course of my review. ln the prrmary e

ranalys1s pat1ents who dropped out prior to ‘expetiencing a disease. flare were- censored
~ This was appropriate as art1ﬂcrally counting dropouts as having experienced a flare
~ would have overestimated the treatment effect. In the analysrs of the secondary vanables X
A LOCE strategy was. used. Agaln because the reason for most dropouts was lack of
- efficacy and the placebo group had more such dropouts, a more consetrvative 1mputat10n

~ . method would give more favorable analy81s results to the abatacept group. Also since

reach center enrolled fewer than 5 subj ects on the average and the biggest center enrolled -

less than 10% of the total subJ ects, I did not consider an assessment of the hornogenelty 2
- of treatment effects across centers to be meaningful. Also, it is worthwh1le to'note that

' analyses for the secondary endpomts were not adJusted for multlpllcrty e
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2.

INTRODUCTION

21 Overview

2.1.1 Regula»tory; history 7

|

Abatacept was approved for marketing by the US FDA on December 2005 for the
treatment of adult rheumatoid arthritis. The trade name for abatacept is Orencia®.

The following is a history of regulatory interaction described in the submission.

The topic of Pediatric Study Deferral for abatacept was initially discussed at the
End-of-Phase 2 meeting with the US Food and Drug Administration (FDA) on
25-Mar-2002 (refer to the FDA meeting minutes dated 25-Mar-2002).

The JRA/JIA study protocol (IM101033) was provided to the FDA on 09-Oct-

' 2003 (IND: 9391, Serial No. 0167) prior to its initiation for review and
comments. On 13-Nov-2003, the agency provided agreement (via telephone
contact) that the final protocol was appropriately designed to provide the
necessary data. for evaluation of the safety and efficacy of the product in the
children and adolescent population, and recommended few changes to the |

- protocol. A revised protocol (with Amendment 01) was submitted: to the agency
on 11-Dec-2003 (IND: 9391, Serial No. 0184).

The abatacept Biologics License Application (BLA) for adult RA was approved
on 23-Dec-2005. Post-marketing commitment #1' (due on 30-Nov-2006) was the

. submission of study results from the JRA/JIA study (IM101033); this
commitment was fulfilled on 29-Nov-06 by submission of a clinical study report
on Periods A and B of the study to the original BLA (STN BL 125118).

Further, Bristol-Myers Squibb.(BMS) requested feedback from the FDA on
questions related to the planned pediatric Supplemental BLA: (SBLA)
submission on 11-Apr-2007 (IND: 9391, Serial No. 0437); an e-mail response
from the FDA ‘was received on 11- Apr-2007 ) ,

2.1.2 Proposéd Indication

!

~ The proposed indication for abatacept is to reduce signs and symptoms in pediatric and - |

adolescent patients with moderately to severely active juvenile idiopathic-arthritis (JIA) /
juvenile rheumatoid arthritis (JRA) with polyarticular course who have had an inadequate .
response to 1 or more disease modifying anti-rheumatic drugs (DMARDs), such as

- methotrexate (MTX) or tumor necrosis factor (TNF)- antagomsts Abatacept may be used

as monotherapy or concomitantly with MTX.

2.2 Data Sources



28 :f-sBLA STN. 1251 18 045 was submrtted on June 8 2007 and has been loaded 1nto the
7 GSreview tool. The electronlc SAS data sets were also provrded in the GSrev1ew usmg
'.[the followmg path : : - e b S e TV :

':Z'-,.l\\cbsapS8\M\eCTD Subm1ss1ons\STNl2 1:1'8\1251187 enx

;jj.3,»5f: £ .STATISTICAL EVALUATION

' 3 1 Evaluatlon of Efficacy

3 1 1 Study Desrgn and Endpomts

f:fStudy IM101033 was a multl-natlonal multr-center randomlzed w1thdrawal tr1al to
o evaluate the safety and efficacy of abatacept in chlldren and adolescents wrth act1ve
SE polyartlcular Juvemle rheumato1d arthr1t1s I Dol I T

The study started w1th a 4—month open-label lead-m phase (Penod A) SubJects who met
. thepre- specrﬁed definition of response at the end of Period A entered into the 6-month, -
- randomized, withdtawal, ‘double-blind, parallel group, placebo -controlled treatment phase} PRI
- (Period B) in which the subjects were randomized to continuation of abatacept or switch .. -
- to placebo. Response criteria forentry into. the double blind phase was defined as>30%. "~ -~
o S —1mprovement in af. least 3of the 6 JRA/IIA core set varlables and > 30% worsemng in not, L
e fmore than l of the 6 JRA/JIA core set Varrables i iy :

i 'i]:The ACR pedlatrlc components (J RA/J IA core set Varlables) Were as follows

. number of actlve Jomts

X :fnumber of Jomts w1th llmlted range Of mOthn
'_:,:.:V."vfphymcran global assessment of drsease severlty .
| = v;:,.ﬁf Parent global assessment of overall well bemg
s - "chrldhood health assessment questlonnalre (CHAQ)
: o ’.erythrocyte sed1mentatlon rate (ESR) 25 |

: All subJects who successfully completed Perrod B subJects who ﬂared durmg Perlod B o
“and subJ ects who did not meet the pre- spe01ﬁed resporise criteria at the end of Period A
"'Were given an option to enter an-open-label extension phase (Perrod Q). Subj ects who :
~ discontinued due to safety reasons were restrlcted from' entering Period C. o
In the study Period B, 122 eligible patlents were randomized to abatacept or placebo 1n a
1:1 ratio.at 32 centers worldwide including the US, the Europe (Austria, France,
--Germany, ltaly, Portugal Spain, and SWltzerland) and South Amer1ca (Brazrl Mexico,
‘and Peru) : :
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i ;:The prlmary efﬁcacy var1ab1e was. the t1me to occurrence of JRA/JIA d1sease ﬂare in the : o ,f: ;:' S -
- e f;;double—bhnd phase (Perrod B) ‘defined as the. elapsed_number of days between the first e e
L double-bhnd dose and the study day that dlsease flare was conﬁrm' 'd Fl re Wa ”'deﬁned ;.

30% Worsenmg in at :least 3 of the.6 JRA/JIA core set varrables AR Ly
; 'ot more than l of the 6 JRA/J IA core set varlables oo

30% 1mprovement in

_7.2. cm (pos31b1e up”to 10' cm) of worsemng must have been present 1f the
-._Jj;Phys1cran or Parent Global Assessment was used to deﬁn' sflare - -

A 'f } worsenmg 1n 2 2 Jomts must have been present 1f the number of act1ve Jomts
' ~or Jomts w1th 11m1ted range of motlon was used to deﬁne ﬂare

The secondary efﬁcacy Vanables 1ncluded the followmg

. "proportlon of subJects that demonstrate JRA/J LA d1sease ﬂare by Day B169 g
e number of active joints using the definition prov1ded by Amerlcan College of
o ;Rheumatology (ACR) Pedlatrrc 30. (JRA/J IA core set Var1ab1e) ,
e ;‘:.-'number of Jomts w1th 11m1ted range of motion (JRA/J IA core set Varlable)
o - disease act1v1ty as measured by'the phys101an s global assessment of d1sease
e :seventy (JRA/JIA core set. variable) - S : et § B
e :;change in the subj ect’s overall well—bemg as measured by the parent global
oo assessment of overall well being (JRA/JIA core set variable) - - : L
R I e '-_fchange in phys1ca1 functlon as. measured by the dlsab111ty mdex of the Ch11dhood-'._:f by
" Health Assessment Questlonnalre (CHAQ) (TRAMIA core set varlable) T
‘. '—changes in the surrogate markers Erythrocyte Sedlmentatlon Rate (ESR) and C- it
;reactlve protem (CRP) (J RA/J IA core set Varlable) o=t : = :

3 1 2 Patlent Dlspos1t10n .and Demographlcs
Table 1 summarrzes the patlent d1spos1t10n durmg the open label lead -in perlod (Perlod G
A) and double blmd perlod (PCI'IOd B). - Py :



Table1 Patient Disposition

S | - |Abatacept | Placebo | Total

| ’PerlodA - = = s
- [ Entered_ ,-.;;;-: R 0
Completed:” | T IO
S I Respondedfff
el ,-PerlodB g
: Randomlzed

: ',(ITT)

Completed

R TR i AR 5 DL

:i49 (81 7%) ': ,{777{;,:‘;5—?31 (30. % | 8065 6%)"'_':_;_- b
i D‘S"O“tm“ed s 3%) } 3160, o%)fj'.f'_.:__.-_.f 42 G4 % g [l

: ': AR --:i};_ O 2 s Bl B
: LOE e 10 (157%) : 31 (500%) : e
T f-f:"'Consent T- 1_ (; 17%) e

' 'vW1thdrawal ' S

-~ Source; Tables 5.1°and 6, l of the Chmcal StudyReport (pages 59 and 72) ITI‘ populatlon mcluded all -
; V,Vrandomlzed sub_]ects for. whom study medlcatlon was admmlstered ey

: :* Patlent demographlcs by treatment group were. summanzed in the appendrx (Table 5) In |
Study IM101033, 77% of the abatacept patients and 79% of the placebo patients were
- Caucasian, respectlvely Seventy—two percent of the abatacept patients and 73% of the

- 13 years and the median age of the placebo pat1ents was 12.5 years. There were no-
Sl ‘noticeable 1mba1ances between treatment groups' w1th respect to the demo graphlc
i'_,,fr—_'varrables of race; sex, age, and weight, Also, there were-no ‘noticeable imbalances -
' :3'_'between treatment groups. with respect’ to the baseline efﬁcacy Varlables of phys101an

th ,dlsablhty index, erythrocyte sedlmentatlon rate, and c-reactive protem However, there
~were numencal imbalances between groups in the baseline active Jomts and joints w1th
y :fhmrted range. of motion, although not statlstlcally tested _The median score of active -
~ - joints for the abatacept patients was 17 (ranged 2 — 48) and the median scoré for the
g placebo patients was 9 (ranged 3 —53). The rnedlan score of joints with hmlted range of =
-~ motion for the abatacept patients was 14 (ranged \0 59) and the medlan score: for the :
' —placebo patlents was: 9 (ranged 2 - 65) o : -

- 313 Statistieal ‘Metho'dologri'es ) V

B e DS e e

| ‘:"";".-if.:placebo patients were female, respectively. The median age of the.abatacept patients wast"'" o

global aSSessment parent global assessment, childhood health assessment questlonnalre



| ':-The d1fference in the t1me to drsease ﬂare between the abatacept and placebo groups was’ P
._:'janalyzed using a log-rank test. A Cox proportronal hazard regression model with a term B
S - for treatment was used to: estlmate the hazard ratio and its 95% conﬁdence mterval sl L

- Curves of the distribution of disease flare over t1me for the two- treatment: Zroups were

- generated using the Kaplan-Merer method. A continuity corrected ch1-square test was. -

o usedto compare proportlons of “disease flare” between. the two. treatment ‘groups - the
'cont1nu1ty correction is often used when sample sizes are small and is. generally R
conservative.-An analysrs of covariance model with terms for treatment and baselme
Value as-covarlate was’ used for the: analysrs of secondary efﬁcacy variables: such as -
number of active Jomts ‘and number ofj Jo1nts w1th 11m1ted range of mot1on

f:f'The prlmary analys1s was conducted on the 1ntent-to-treat populat1on deﬁned as all PRl e e

randoml_zed subjects: takmg at least one dose of study medication. In the primary analys1s s, e

subjects discontinuing treatment. due to reasons other than ‘disease flare” were censored S e

- at the time-of d1scont1nuat10n ‘Inthe analyses of secondary efﬁcaoy variables, m1ss1ng
v B efﬁcacy data were. 1mputed usmg the last observatlon carrred forward method ok

R 'Tables 2= 4 present the stat1stlcal analyses conducted by the appllcant and me, I
i "'conﬁrmed the appllcant’s analyses The followmg are the results of the analyses
In Study IMlOlO33 a greater treatment effect (as measured by t1me to- d1sease ﬂare) was
" achieved by-patients. receiving abatacept as compared to those receiving. placebo The. - e b
- primary analysis demonstrated superiority of abatacept. to,placebo based on'the log—rank o
- test (Table2). ‘The table also prov1ded the-hazard ratio and its 95% conﬁdence interval -
-~ estimation based on the Cox proportlonal hazard regression model. w1th term. for - S T
PR .;treatment The risk of d1sease flare for pat1ents ifi the' abatacept group was about ¢ one thlrd, "
- oftherisk for patients in the placebo group. The Kaplan-Meier- Curves, shown'in Figure =~
1, depicted the s1gn1ﬁcant difference in the time to disease flare among treatments. Based-f, e i
o 'on the Kaplan-Meler curves, the median time in days to drsease flare for the placebo
- group was 169 days with 95% lower conﬁdence bound of 139 days However, because
. most patlents 1n the abatacept group d1d not. expemence a ﬂare the medlan time was not
'.est1mable e e R R e e TR T




© Table2 Applicant’s Pimary Bficacy Ansiysis: ITT Populacion

|Abstsceperneere |

o }Hazard Ratlo Py

. P—value was calculated usmg log—rank test and the hazard ratlo and its 95% conﬁdence mterval were calculated based on o
i Cox propomonal hazard regressron model w1th a term for treatment g . w

~ Figure 1 Reviewer’s Kaplan-Meier Curve Estimation: ITT Population

7800 L iazs 180 d7e 200

mys to H rst Fla'e ‘ : ;
- -t t nere=ASTORT 000 ensored trinwe=ASIPT - .
g % : trt nane=FLACERD OOOCH'sored trtnan=H.PCEED e B
T 'Note Y-axts denotes proportlon of pat|ents without disease. ﬂare L : %

As a supportlve analys1s the proporuons of dlsease ﬂare were compared between the
abatacept and placebo groups. Patients that dlscontmued prior to having a dlsease flare
- were considered as not having had a disease, flare. The proportion of patlents :
: ‘jexpenencmg disease flare by the end of Period B in the abatacept group Was stat1st1cally
' s1gmﬁcantly lower than the propomon in the placebo group (Table 3 '

) i



S ' ;.':-Af,»Table 3 Appllcant’s Supportlve Analys1s Wlth Proportlons of Patlents Expenencmg
o ff:‘Dlsease Flare ITT Populatlon - b 2 e

Nbatwcept | Placebe  [Poame ]|
(N—60) i, & (N—62) E e

33/62 (53%) ' %;001‘ P AT

- o ﬂFlare
e -Proportlon

‘_l_’_-yaluefwa's'ealculafedus,ilrg'cqnt‘inliity comected chisquare fest.

e In my analyses of the secondary efﬁcacy Varlables there were statlstlcally s1gn1ﬁcant
Bl f:.'dlfferences in mean percent. change from the baselme to the end of double-blind perlod P
5 (Period B) between the abatacept and placebo groups for the number of active joints, the

~-*number of joints with limited range of motion, physician. global assessment, childhood -~ -
' 'health assessment quest1onna1re (CHAQ), and c-reactive protein (CRP) However there e
. wereno statlstlcally significant differences between the | ‘groups for parent global gL

- assessment and erythrocyte sedimentation rate (ESR) (Table 4). I their study report the e

- applicant presented the median percent change scores from baselme with the firstand -~

. -~ third quartiles although they pre-specrﬁed the use of the mean percent. change scores wrth: S

" "95% confidence intervals.in the statistical analysis plan. Although not completely - clear Eo e e
R from’ the report, it seems that their Ob] ective with the secondary vanables was’ changed
7 _from a formal comparlson of the variables between the treatment groups | to an informal -
; ~j.;descr1pt10n of observed trend durmg Period B: Therefore, I. conducted the analys1s o) e
~“covariance (AN COVA) as planned in the- statistical analys1s plan. The applicant included -
'the same analyses in.the appendrx of the study report However some of the1r analyses £
were dlfferent from mlne SR E e e S e BE bl S :

— ':Table 4 Rev1ewer s Analyses for Secondary Efflcacy Varlables ITT Populatlon w1th
L LOCF Imputatlon : B

“TAbatacept | Placebo
). )

 [Active  |BasclneMean(SD) 5405  |396. 9)
o Jolﬁts | %Change from Baseline (SE)- -~ [ 19 (23) 92 (22) B
A A'_lef fromPlaCebo (95% CI) : A3 136 9) oo el

Jomts w,th .vBaselme Man Dy T 7,8.78 Ty (74026
LOM | %Change from Baselrne(SE) 1 6(16). S e4(16)
Diff. from Placebo (95%.CI) | =58 (-103,-13)- | -~~~

ljlf—' A




sl Phy iBaselmeMean(SD) 1590125 12525 |
A 'Global | %Change from Baselme (SE) gl 1 -7 S i ';-1,4537-('26)" R Sl ek
s "“'V'ASSessment .:lef ﬁ'omPlacebo (95%CI)—;__ | ~136 LT r s fn et o R

: ‘-CHAQ '_'BaSelme Mean (SD) P
| Disability | %Change from Baseline (SE)'_ -} 9U5):
: fIIIlex ty g ,'D‘ff ﬁ'om Placebo (95% CD LA

[ Baseline Mean (SD)’.ff [ @e
2, 5 'V%Change from Baseline (SE)' )14 (99) :
s ','lef from Placebo (95% CI) B -315 ( 591 -3

2, ;Basehne Mean (SD) P ,:17 2 (16 2) 5 5

3 L ;%Change from Basehne (SE): S
e ;lef 'from Placebo (95% CI)

T Bascline Mo (SD) i 1722 (20 8) T Bieso |
"'%Change from Basehne (SE) 65(33) - 6132y
.-i:"'lef from Placebo (95% CI) . 4( 87, 95) R e

2 Confidence mtervals were calculated usmg ANCOVA model w1th terms for treatment and'basehne value as covanate

3 2 Evaluatlon of Safety

- The evaluatlon of safety was conducted by the cllmcal rev1ewer, Kelth Hull M D

._}_‘._{-_j4'.-f§ FINDINGS IN SPECIAL/SUBGROUP POPULATIONS S S

R | explored the heterogene1ty of the treatment effect acToss age group (‘<13 yr Vs, ‘>13 yr ),: R :

. race group (‘white’ vs. ‘non-white’), and sex by 1nc1us1on of interaction terms in the Cox

proportlonal hazard regressmn model. In the analyses there ‘Wwere 110 statlst1ca11y s1gn1ﬁcant R

- interactions between treatment and age group, sex or race in the time to disease flare. -

Kaplan—Meler curves estlmated for each subgroup was prov1ded by me in the appendlx Rt

o ,(F1gures6 11)

5. SUMMARY AND CONCLUSIONS

o 57,':15;S'tati'stical Issues and Co]lect1ve Evidence

5.1 Statistical Issues

i


http:�......��

' There were no stat1st1ca1 1ssues 1dent1ﬁed dunng the course of my rev1ew In the prlmary
e analys1s patlents who dropped out’ prior to experiencing a disease flare were censored

_This was" appropriate as art1ﬁ01ally countlng dropouts as having expenenced a flare

T would have overest1mated the treatment effect. In the: analys1s of the: secondary var1ables
. aLOCF strategy was used Agam because the reason- for most. dropouts was'lack of
o efﬁcacy and the placebo group had more such dropouts amore conservatwe 1mputat1on
- 'method. would give more favorable analy81s results to. the abatacept group. Also since -

5 1 2 Collectlve Ev1dence

:each center erirolled fewer than 5 ‘subjects on the average and the hlggest center énrolled -
= less. than 10% of the total subjects 1 d1d not consrder an assessment of the homogenelty
~of treatment effects across centers to be meanmgful Also,, it is worthwhile to note that

X »analyses for the secondary endpomts were not adjusted for multrphclty X

: e 7 In rev1ewmg the collectlve ev1dence from the apphcant’s prlmary and secondary
- analyses as well as. my additional analyses I conclude that the data provides ev1dence of

i 7: ~ efficacy of abatacept in treatmg signs and. symptoms m ped1atnc and adolescent patrents
- wrth moderately to severely act1ve 7J IA/JRA . ) Sy cray).

5 2 Conclusnons and Recommendatlons e

2 :Study IMlOlO33 was conducted in ch11dren and adolescents w1th actlve polyart1cular
- juvenile theumatoid arthntls for the pedlatrlc efﬁcacy supplement for abatacept The
Con s study demonstrated a greater effect of abatacept compared to. placcbo in treating signs
U and symptoms of juvenile rheumat01d arthnns (JRA) / juvenile idiopathic arthritis (J IA)

- The effect was measured by time to. occurrence of d1sease flare based on ACR Pediatric

30 (JRA/IIA core set Varrables) The: effect was ev1dent in both the applrcant s analyses

iy = r.:.?'-and the addrtlonal analyses conducted by me.. A

i 5 3 Revnew of Chmcal Studles of Proposed Label

; '—'fThe followmg is the portron of the Chmcal Study sect1on from the proposed label w1th
the results of pedlatnc study data analyses i
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B :I found that the results on the pnmary analyses for tlme to d1sease ﬂare are cons1stent ;
Wlth the reports of the analysesof pedlatrlc efﬁcacy data ' T IR e R

v 'The clalm of malntenance of effect measured in the open label extenswn phase (Perlod

~0O)i is-not. substantlat)' C cons1der1n_g that the. study was not’ complete and only a partial -
- .amount of 1nformat10n was available. Also the presentation of the: available data is not

- "?“jmost des1rab1e w1th respect to the clalrn .’The followmg ﬁgures we P 'esented 0 support_: ooy
& the cla1m by the apphcant s et F e o _ P

Flgure 2 ACR Pedlatrlc (ESR) Response Rates over Tlme for Perlod B batacept e S

-.—’AcnPedmmm‘_w |t e e e ey T

o 51-"7 j :'1'1‘ - R

o c18e czsa esr "c,-;:gr U es0s o csse . C6T3

V:slt Day

Aba{n}

_'--_nnpulaum All TneatedSﬂ:]eeﬂs mFenodG
: —~-Allsuhjeelsreeemedaixeddeseu¢aba13nephnf'emdc
.o Respanse infarmalion far Pefiod € is derived from abserved data.
st Ctassﬁeahonufmcnsebasedmvalue obsemed atﬁay A1
© . Misit Mumber C01.= FenadBDaywﬂ LOGF. -

. " Source: Table 851 ;
Soulce Frgme 7. 2A ofthe Study Rep01t IMlOlO33 LT CSR ADDENDOI (pages 59 and 60) E e
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Flgure 3 ACR Pedlatnc (ESR) ResPonse Rates over Tlme for Perlod B Placebofl
..,_,,;..Cohort ' = : gl ] ;

T

ey

Fla(n) 80 B 55 T R | R R | B - R
Populaﬂm AllTreated Slqec‘sn!’enod 3
,'Allsuh]sctsmmdaﬁeededabﬁheeﬂmPemdc
; _.-'l».R!!sponsemfoﬂnahmfdrPa'ndGlsdermmqbsmeddah
f_-j_'_CfassﬂeahmafmsponsebasedmvaluednmedatDayA1
e V'lsitNumherGlH =PenedBDayiBBLOCF S5
N 'Source Flgure 7 2A ofthe Study Report IM101033 LT CSR ADDENDOI (pages 59 and 60)

e _A problem w1th the graphs is that a patlent could be an ACR responder at some V1s1t days
- ~and not at the other visit days, and. 1t is dlfﬁcult to determine if a patient maintains an
S “effect measured by the ACR response over a chmcally meamngful perlod of time. In -
Ty addition; th1s portlon of the' study is ongoing. Thus, patients have variable amounts’ of B s
- data collected over time. After a discussion with the clinical reviewer, Dr. Keith' Hull; I S
, ff;_generated the followmg graphs to better descnbe the mamtenance of the effect. My -
~-analyses. focus on tracking the response: status of patlents who were responders atthe -
S f‘-entry of the open label period : and evaluatmg how many of them maintained the effect -
' ,i;'-rzfover an extended per1od However sinee the study is ongoing, it is hard to relyonmy
graphs because attrition of patients across days could be s1mp1y due to the nature of -
AENS _ongomg study rather than due to dropout or non- response ' :

) L




Flgure 4 ACR Pedlatrlc (ESR) Response Rates over Tlme for Perlod B—Abatacept

/ Cohort w1th ACR Responders at B169
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s

Flgure 5 ACR Pedlatrlc (ESR) Response Rates over Tlme for Perlod B Placebo i

Cohort w1th ACR Responders at B169
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'_'_Table 5. 'Patlent Demographlc and Baselme Characterlstlcs for Study IM101033 (ITT
o ','Populatlon Entered Double Blmd Perlod) , :

S ;,Abatacept
o

| Gender n.(%

| Female .
o Male
e Racen(%)
- White .
- Black -
" Native: Hawauan/Other
Pamﬁc Islander - Lo
< Other -
5 ;__g (years)

3 .(73%):,

R B3 (72‘%)’ ﬂ :
AP W

Ctm—_

' o (0%)

= 'ijﬁ 9 (14%) ’

w_ghta«g
. N Medi'a'n’ :

i Rangc , Cooo e 16
' Number of Actlve Jomts i (TR
Range o Eelen T 5, 2 s
| Number ofJomts w1th LOM"
Medlan f '

g 3 2 Range ; Nt
B2 CI-IAQ Dlsablhty Index
i Medlan e
= -i--‘Range e
Parent GlobalAssessment | e e e it | R
Medlan BT R 44 BRGNS R
I Range - [ e0=920 T 1.0-950 |-
= Physmlan Global Assessmentﬂ’- P e e A st e S e T Lt T
Medlan : ' R ML 7 2 7 e B e e e e
fﬁ 18 0~ 99 ey ey .-:;.}100 98 0.," e

00-26 | 00-29

Range S :
- ESR(mm/hr) o g,
“Mediati " ke P e 260 235
| Range™ e A DR -",-1.0.—.120,0-‘-;,* 2
[ -crp. (mg/dL) Tt e e ko D e
| Median - T P v s O T
L - Range T o 0052600 T 00216
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Figure 6 Reviewer’s Kaplan-Meier Curve Estimation: ITT Subgroup of Patients Age
Less Than 13
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Note: Y-axis denotes proportion of patients without disease flare.

Figure 7 Reviewer’s Kaplan-Meier Curve Estimation: ITT Subgroup of Patients Age
Greater Than or Equal to 13
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Note: Y-axis denotes proportion of patients without disease flare.
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Figure 8 Reviewer’s Kaplan-Meier Curve Estimation: ITT Subgroup of Male Patients
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Note: Y-axis denotes proportion of patients without disease flare.

Figure 9 Reviewer’s Kaplan-Meier Curve Estimation: ITT Subgroup of Female
Patients
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Note: Y-axis denotes proportion of patients without disease flare.
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Figure 10 Reviewer’s Kaplan-Meier Curve Estimation: I'TT Subgroup of White

Patients

0. 251
010045, 1 1 i i 1 1 1 1
(o] 25 850 75 100 125 150 175 200
Days to First Aare
tr t nane=ABTCPT O O O Gensored t rt nane=ABTCPT
O O O @ensored trt nane=FLACEEO

STRETA
. trt
Note: Y-axis denotes proportion of patients without disease flare.

Figure 11 Reviewer’s Kaplan-Meier Curve Estimation: ITT Subgroup of Non-White

.
Patients
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