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*ILAR= International League of associations for Rheumatology
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Double-blind withdrawal (baricitinib or placebo
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Post-treatment follow-up
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Safety and pharmacokinetic cohort

(baricitinib treatment)

+ Age-based doses once a day

» After a dose is confirmed for an age
group, patients in that age group
continue in the open-label lead-in

2 weeks
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Upto 32 weeks

Follow-up visit approximately 28 days

after the last treatment dose

Up to 28 weeks

Outcome: i

Non-responder patients at the end of the open-label lead-in period and those
with disease flare in the double-blind withdrawal period discontinued the study

and could enter the separate open-fabel long-term extension trial

(NCT03773565); patients who completed the double-blind withdrawal period

with no disease flare could also enter the extension trial

[International League of Associations for Rheumatology
Classification of Juvenile Idiopathic Arthritis: Second
Revision, Edmonton, 2001
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Methods :

Screening Open-label lead-in (baricitinib Double-blind withdrawal (baricitinib or placebo Post-treatment follow-up
treatment) treatment)
Age-based doses of
baricitinib once aday
Randomisation
| forpatientswith Follow-up visit approximately 28 days
Study entry staggered JIA-ACR30 after the last treatment dose
by age** response
Placebo doses
once aday
1-42 days Y 12 weeks I Upto 32 weeks Up to 28 weeks
et S
=N
! OutcomeF{i
Safety and pharmacokinetic cohort Non-responder patients at the end of the open-lzbel lead-in period and those
(baricitinib treatment) with disease flare in the double-blind withdrawal period discontinued the study
+ Age-based doses once a day and could enter the separate open-fabel long-term extension trial
» After a dose is confirmed for an age (NCT03773565); patients who completed the double-blind withdrawal period
group, patients in that age group with no disease flare could also enter the extension trial
continue in the open-label lead-in
period it
2 weeks
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Results
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Safetyand Double-blind withdrawal period N ﬁ E\

pham\acokineti'c ad ...
open-label lead-in r :
period (baricifinib : . . o :
ISR Placebo (n=81) Barcitinib (n=82) : ¢ 2 - 5 ﬁ P | a Ce b O Ei 1 15“ ( 1 %) BA R I Ei 5 15“ (6 /0) :
. : 1 Y 1
i Sy ey i 6-8m  Placebo®f 54l (6%) BARIZE 3451 (4%) i
e juvenile idio i 27 (1.0-6- (2 : 2- - 1
Z:;T:l:‘1:::9:;:),:‘":)3!?1t 7 (1-:0-6-0) 31(20-6-0) 2:0(1.0-5-0) i [ 9— 1 1 ﬁ Placebog$ 915'] (1 1 %) BARIE¥ 915'] (1 1 %) i
|+ 12-17%% PlaceboZ¥ 6615l (81%) BARIEE 6545 (79%) :
1 1

Male 68 (31%) 22 (27%) 26 (32%)

Weight, kg 50 (5 (39-1-61.0) 51-8(40.0-63.0) 506 (38-5-59-6) i __________________________________________________________ i

Race n=214" n=80" n=80* 1 1
sian 8 (22%) 2 (15%) 22 (28%) ! Vayaxl I 1
:'m-‘a l:ft;: 612 {78‘-.-]1 56:,30'-‘:.:- i d g F*ﬁ EI-I a_-:FI:JJ IA i
Other 14 (7%) 6 (8%) 2(3%) . (Y ]

Geographical region i Place bo%i 5 1 15'] (63%) BARl ﬁi 5715“ (70%) i
Asia 75(34%) 22 (27%) 34 (41%) 1 1
South America 22 (10%) 8 (10%) 10 (12%) : _______________________________________________________________________________ :
Europe 101 (46%) 47(58%) 29 (35%) : '
Rest of the world 22 (10%) 4 (5%) 9 (11%) : o M TX :

Age categories, years Lo s : :
= s e - | Placebo®¥ 4215 (52%) BARIEF 55451 (67%) |
g1 30 (14%) 9 (11%) 9 (11%) H TR H

Juvemlll idiopathic arthritis clinical (hlara:i'isllus e ; i * C S S e . i
5 2 OF juvenie iKiopatnc arthntis .

Iys;,v;:muh:Juiunpd:}-‘dnop:lri 144 (66%) 51(63%) 57 (70%) i P | a Ce b O Ei 8 1 15'] ( 1 OO%) BA Rl Ei 8 2 15'] ( 1 OO%) i
arthritis 1 i
S o .+ bDMARDs{# FAFE i
z::heil}::’i?ttﬁjuwmle 50 (23%) 20 (25%) 16 (20%) : O I O :
]uv::le p:)n:l(m :nhrms 10 (5%) 3 (4%) 4(5%) : P | a Ce b O £¥ 4 2 15'] (5 2 /O) BA Rl £¥ 3 3 15] (40 /O) :

Previous or concurrent therapyt : ________________________________________________________________ :
Concurrent methotrexate 127 (58%) 42 (52%) 55 (67%) : _______________ :
therapy? o ‘ N : . E :
Br;zz;s‘:;r::i:honal synthetic 220 (100%) 81 (100%) 82 (100%) i ) ﬁ\ ;x L ﬁ_ ( > 20 m m/h) i
P:z\nous biologic DMARD 116 (53%) 42 (52%) 33 (40%) 1 o £¥ 15] ( o) ) 1

P‘r:'{k:f:apmum erythrocyte n=217* n=81 n=80" i P | a Ce b O £¥ 3 715'] (46 /O) BA Rl 3 6 I 4 5 /O i

sedimentation rate category L_________________________________________________________________________________________l
Elevated (>20 mm/h) 100 (46%) 37 (46%) 36 (45%)

Not elevated (20 mm/h) 117 (54%) 44 (54%) 44 (55%)
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Treatment Number Number Medianduration aHR (95% (), log-rank test

of patients ofevents (95% CI; weeks)
Placebo
6o Placebo group 81 41 2714 (15-2G-NE)
82 NE (NE-NE) 0-241 (0-128-0-453), p<0-0001
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Baricitinibgroup 82(1) 81(1) 79(1) 77(1) 75(2) 71(0) 69(3) 65(0) 65(1) 63(0) 62(1) 61(0) 61(2) 59(0) S8(1) 56(0) 38(0) 2(0)
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JIA-ACR core response variables
Number of joints wath active
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Ir
A B 58 | BR 0D BE & 2
Physician’s global assessment
of disease activity score§
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Disability index as measured

by the Childhood Health M

ASSLSSI’H& I’)l OUL"S[I‘J'HRI ire

E vt uwte sednnenlﬂsun

rate, mm/h" n,

FRIE(mm/h)

Disease activity

Juvenile Arthritis Disease

Activity Score 27 n,_.
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12-8 (111)

Open-label#f]
£, n=219)
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-8.02(0-422);

n.=206
’551
8-8(9-6); -4-36 (0-379);
=217 n.=206
6-5(2-0) -372(0-161);
n,=208
536 (25-0) -24-42 (1-625);
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Placebo®¥ BARIEf Placebo®t

(n=81) (n=82) (n=81)
10-9(8-4) 13-0(9-5) -6:19 (0-715);
N,=79, n,=33
83(91) 8.8 (8-0) -2:93 (0-679);
Nye=79, ;=33
63(1-9) 6-6 (1-8) -2.96(0:318);
Noe=79, N;=33
53-2 (24.8) 55-6(24-4) -18.94 (3-207);
N,=79, N,=32
1-2 (0-7) 1.2 (D7) -0-38 (0-072);
n,.=/9, n,=32
25-9 (24-3) 26-4(21-2) -6-57(2:133);

n,_=78n=33
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-10.04 (0.720); n_=55;
difference vs placebo -3-85
(-571t0-1.99) p«0.001

-6-34 (0-694); n,=55;
difference vs placebo -3-41
(-5-19to -1.63), p<0-001

-4-32(0-322); n=K5;
difference vs placebo -1-36
(-2:19 to -0-53), p=0-002

-29:43 (3-276); n,=55;
difference vs
placebo -10.50
(<18-93 to -2-06), p=0-015

-0-66 {0-074); n,=55;
difference vs placebo -0-28
(-0-47 to -0.09), p=0-004
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Baricitinib-treated patients Placebo-treated patients
-~ JIA-ACR30 &~ JIA-ACR30
~d~ JIA-ACR70 &~ JIA-ACR70
~@- JIA-ACR inactive disease &- JIA-ACR inactive disease
Open-label lead-in period Dauble-blind withdrawal period
'
JIA-ACR30 p<0-010*
JIA-ACR70 p<0-010*
100 =
80
JIA-ACR30
60 JIA-ACR70
JIA-ACR30
40+
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Inactive disease
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Time since randomi PlacebO
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JIA-ACR30
BARIEE 55451 (67%)
Placebo®f 3145 (38%)
(P<0.010)

. JIA-ACR70 |
| BARIEE 444 (54%) |
i Placebo® 291l (36%) i
i (P<0.010) |
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Open-label AR Placebo## BARIZ#
(BARIZ & %78%, n=220) (n=81) (n=82)

Summary of adverse events

At least one treatment- 126 (579%)

38 (47%) 2146
(151-9-294-6)

emergenl adverse event

Severity of treatment-emergent adverse events

Mild 83 (38%) 24 (30%); 1071
(68-6-159-4)
Maoderate 39 (18%) 12 (15%); 45-4
(23-4- /9 3}
Severe 4(2%) 2(2%),; 6-8
(0-8-24-4)
Serious adverse events® 6 (3%) 3(4%); 10-2
(2-1-29.7)
Death 0 0
Adverse event® leading to 2 (1%) 2(2%),6-8
permanent discontinuation of (0-8-24-4)

baricitinib or placebo
Summary of treatment-emergent adverse events of special interest

Infectious adverse events

At least one infection 55 (25%) 15 (19%); 550
32.0-97
Serious infection 0 0
Infections of special interest
Herpes simplex 1(<1%) 2 (2%); 6-8
(0-8-24.71
Herpes zoster 1(<1%)§ ot
Infections leading to 0 0

permanent discontinuation of
baricitinib or placebo

54 (66%); 2547

(191-4-3324)

31(38%); 982
(66-7-139-4)
21(26%);60-8
(37-6-93.0)
2(2%);4-8
(0-6-17-3)

o

1(1%); 2-4

1(1%); 2-4
(0-1-13-4)

0
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