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 Primary Sjogren’s syndrome (pSS) O &E IIIEEE (ANTHERERER,
O EFE, RBR T T )

/RO b A—JLEE (MTX, LEF, RTX, HCQ, epratuzumab,
belimumab, IFX) (Emixed result.

e Placebo& ®RCT : HCQ negative, RTX negative.
« Abatacept (ABA)IZAPC EdDCD80/CDS86 & f5A L THIRZ &1L # BRE=E

« ABAD 2D Mopen-label pilot study (24week T;EBI4E{ET) [Ann Rheum Dis
2014:73:1393-6.], [Arthritis Care Res 2013:65:1862-8.], RABLF D Z 2RSS [Mod
Rheumatol. 2016; 26: 891-99.] D FF L A positive’= > =7 RCT 2 A 7-.




B cells in the pathogenesis of primary
Sjégren syndrome

[Nat Rev Rheumatol. 2018; 14: 133-145.]

Gaétane Nocturne and Xavier Mariette*
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IFX-RCT

Inefficacy of Infliximab in Primary Sjogren’s Syndrome T RI PSS (2004)

Results of the Randomized. Controlled Trial of Remicade In Primary Sjogren’s T EN- _
Syndrome (TRIPSS) [Arthritis Rheum 2004:50:1270-6.]

Week 10 change from baseline Week 22 change from baseline

Placebo Infliximab Placebo Infliximab

(n = 49) (n = 54) o (n = 49) (n = 54) B
30% decrease in 2 of 3 VAS, % 26.5 27.8 0.89 204 16.7 0.62
30% decrease in pain VAS, % 26.5 24.1 0.77 26.5 20.4 0.46
30% decrease in fatigue VAS, % 30.6 31.5 0.92 24.5 24.1 0.96
30% decrease in dryness VAS, % 22.5 222 0.98 16.3 16.7 0.96
_. 85
E . . .
Sy m _*» Randomized, double-blind, multicenter, placebo-controlled study.
s . T /l—"’“ NP N \ . .
3o L= e ¥R 103N, AECG4#EE#(2002) & i 7= 9 primary SS, active T
g 2/31HEB OVAS>50/100

45 -

et A IFX (n54, 0/2/6w 5mg/kg div) vs Placebo (n49), 22wiEEIER

§ « Primary end point : Ow & 10w b ©2/318 B (s, 5, &ig) D
VASH'30%L
£o « 2" end point: VAS, ME/&RR - JRIREEEE, CRP/ESR, SF36

0 2 4 6 8 0 12 14 16 18 20 22

« #55: 10w Tprimary end pointEREICHZZE 7R L (IFX 27.8% vs PC
| Ed | 265% p=089). 22w THHREE L (FX 16.7% vs PC 20.4%, p=0.62). 2"
~F . . -  endpointb 2 THEEELL.

B sl » fEEm: IFXDSSIZNT 5550
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Pain VAS (mm)
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Treatment of Primary Sjogren Syndrome With Rituximab

A Randomized Trial

TEARS (2014)

[Ann Intern Med. 2014:160:233-242.]

Variable Week 16
Rituximab Placebo Difference (95% Cl) P Value Rituximab Placebo Difference (95% ClI) P Value Rituximab Placebo Difference (95% Cl) P Value
Patients with =30-mm Improvement In VAS score, %1
=2 of 4 VASs# 224 91 133 (08t0258) 0.036 263 17.0 93 (-1.51t020.0) 0.091 230 220 1.0(-16.7 t0 18.7) 0.91
Global 15.8 30 78(—-861t024.1) 035 205 18.2 24(—-11.2t0 16.0) 0.73 169 240 -7.1(—19.1t0 49) 0.25
Paln 180 140 39(-991017.8) 057 15.2 159 -07 (-86107.2) 0.86 126 220 -94(-267w80) 029
Fatigue 347 82 26.6 (15.7 to 37.5) <0.001 27.2 89 183 (4.11032.6) 0.012 201 10.8 93(-2.0t0205) 0.105
Dryness 16.6 86 B0(-371019.7) 0.179 211 136 75(-5410204) 0.25 256 132 124(-3.01t027.8) 0.114
Mean Improvement In ESSDAI score 0.8 10 -03(-121007) 0.60 16 20 -03(-17 10 1.0) 0.66 12 1.7 -05(-231t01.3)
[

Fatigue VAS

LSM for Fatigue VAS, mm

Time, wk

I I I I I I I |
10 12 14 16 18 20 22 24

Randomized, double-blind, multicenter, placebo-controlled

study.

Xt5R: 120N, AECGHFEE#(2002) % 7= 9 primary SS, 2/418H
(BB ak, &, B, &%) OVAS>50/100, HFAE<104%E

M A: RTX (n63, 0, 2wiZ1g div) vs Placebo (n57), 24w3ig#R2R.

Primary end point : 24w F TIZ2/41EB OVASH30mmLL iz

imo: 24w Tprimary end pointEZpEE ZZE7 L (RTX 23.0% vs PC
22.0%, p=0.91). oW CHE BE D 5 (RTX 22.4% vs PC 9.14%, p=0.036).
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Randomized Controlled Trial of Rituximab and TR ACTISS (2017>

Cost-Effectiveness Analysis in Treating Fatigue and o
Oral Dryness in Primary Sjogren’s Syndrome [Arthritis Rheumatol 2017;69:1440-50.]

« Randomized, double-blind, multicenter,

1 Fatigue VAS «{ Oral dryness VAS placebo-controlled study.
= o] P IPSE S DHAEAE(2002) % 7
o} o f—F——F| ] ] HER: 133, AECGAIREAE(2002) %
-3 TECIR/ Y
“ CRTX “ %%;Tﬂary SS, MFREzIR /55 H 8 Y HiRo
" __ | = |« AACRTX (n67, 0,2, 24, 26wic1g div [2
D + e oo 3 L Rammen e = Fecnas f e 1-2]) vs Placebo (n66).
' . | =L . | = e Primary end point : 48w THORERZIEHIE
o uij:@zg 18 24 3 42 .. 0 16 24 36 43 %@VAS%)§‘30%J/><J:B&%
q T ;;E‘“’%“ B3 . fpoutcome : IR/ RARHLEE, ESSPRI,
: 14 HRINXEE
. = o ESSDAI
i . o ST . iy o fER ABWTDORILEIFBEZE L (RTX
L . 39.8%vs PC 36.80%, OR 1.13). £ DD
b e Rt o | g o gmesgle  outcomebMEREMNEL L. AEIZRTX
s ' SRR ELASARICERR AR L.
: e : woowow e e fEEE RTXIZARSSEEEE IO LERKIICE

Rituximab ------ Placebo - Difference (Right Axis) = y4 |\ E"\] [ :E) ﬁ &‘jj < 7’3: LY.
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Abatacept treatment reduces disease activity
in early primary Sjogren’s syndrome (open-label ASAP <2_014>
proof of concept ASAP study) [Ann Rheum Dis 2014;73:1393-6.]
« Open-label, 1783% 8 = pilot study [Active
ESSDAI ESSPRI Sjogren Abatacept Pilot study (ASAP)]
CTMTTE ., 59 150, bio-naive AECGABEEE (2002)
45 A B ; 72 9 R HA (FERESELUT) primary SSE&
T i _[ II « S At Day 1, 15, 29, U&4wim24w X TABA
"y | 1 | g 10mg/kg 5%7%.
] | S fUEL L + Follow up : 4, 12, 24w (ABA# 5 ), 36, 48w
| 5 - ; (ABA¥ T #2).
o - ¢  Primary outcome : ESSDAI, ESSPRI, R I1& 2,
| 1 LT WS - SRARMERE, PRO
5 B d - #55: ESSDAI, ESSPRI, RF, IgG |$ABA#Z 5+
T N A I— ARITET, ABART#IC EF. R - RERE

0 4 12 24 24 36 48 0 4 12 24 24 36 48 Jﬁgtiz{,}r\\ HR-QOLCi;\ﬁf%EPF%iC:E&%

Time (weeks) Time (weeks)
- faam: ABAIZ R R EINMEpSSOZEBIEENE, K,
HR-QoLIZHEM 7= - 7=.



Effectiveness of abatacept for patients with

Sjogren’s syndrome associated with rheumatoid ROS E <2 O 1 6)

arthritis. An open label, multicenter, one-year, DR-Q07 _
prospective study: ROSE (Rheumatoid Arthritis [Mod Rheumatol. 2016;26:891-9.

with Orencia Trial toward Sjogren’s syndrome
Endocrinopathy) trial

SDAI
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ABT treatment
 Open-labeled, prospective, observational multicenter study.
« XI5 : RABSED ZRM4SS 364
« S0 1 Day 1, 15, 29, Lligd4wEm24w £ TABA 10mg/kg 8:F.
« Primary endpoint : 52w TDSDAIE =, 21 endpoint : Saxon 7Ak, Schirmer TAMNE
o ¥5R: 52w TSDAIZ20.6—10.0 £ (KT (p<0.05), SDAIE#EZR(30—33.2% & IFA0.
o Saxon 7AFN 2136—2397 mg/2min (24w, p<0.05), Schirmer TAF 4.2—6.4mm/5min (24w, p<0.05)
o f5am: ABAIZRA, SSOXNFIZERZ D TH 5.
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Abatacept treatment for patients with early active primary A S AP-III ( 202 O>

Sjogren’s syndrome: a single-centre, randomised,
double-blind, placebo-controlled, phase 3 trial (ASAP-I1II study) [Lancet Rheumatol. 2020;2:¢153-63.]

ESSDAI ESSPRI
209 107 . « Randomized, double-blind, single-center,
15 | | i placebo-controlled phase 3 study.

S o | T }_ gl . 3% : 80N, bio-naive DAECGSHEEL#(2002)
5- ‘ - - L AOREREEORETELLT TESSDAI
1 N score =5@primary SSEH

Tongeg P22 *__1.--:5 ; .......... ?1—--;_55 =+ A ABA 125mg/w & TiE24wie (n40) vs
T (5 ° | = Placebo (n39), 24w &R%R. 14 i3,
4G RE « Primary outcome @ 2dw®dESSDAI score
30 100 e #5E: ESSDAIICEEZE L (ABAEPlacebomz -

" BN . 1.3 [95%Cl -4.1t01.6], p=0.385). ESSPRI score, NRS,

} L L . SF36, EQ-5DEBES L. B/ Eitk A

R §ofll || 7 L (BLMER). RF/1gGIX{E T
. Flaceno il « ESSPRI responderR(zBE=ZEDH Y (12w ABA 53%
i ey a0 oo vs PC 28%[p=0.031]. 24w ABA 58% vs PC 21%[p=0.001])

T s S EREESSRE, -00 < 2 o At 000 Lo > _ . J
S ——] :?g%a rocoit—d——] ﬁgg 5 o fiEam: ABAZSSOIBEE L THEETE AL,
0 4 8 D 24 0 4 § 1 24

Weeks Weeks



SS
TCZ-RCT

Interleukin 6 receptor inhibition in primary Sjogren ETAP (2021)
syndrome: a multicentre double-blind randomised ‘Ann Rheum Dis 2021:80:329-338.]

placebo-controlled trial

« Randomized, double-blind, multicenter,
placebo-controlled study.

e X¥R: 110N, AECGH#EEXE(2002) & 7=
primary SS, ESSDAI=5
3 A TCZ (n55, B1[A] 8mg/kg div*6[a] vs
Placebo(n55), 24w % Tfollow.
 Primary end point : 24w T aERIVE;
1) ESSDAI 3L H{ETF, 2) ESSDAI® moderate/

severe DR domainA’7 Ly 3)EET D gloval 7
| Visual Numeric Scale=1/10D EAL H 7 Uy
. $EE: 24w Tprimary end pointEZER K (LI H B =
72 L(TCZ 52.7% vs PC 63.6%).
W | e O TCZEBEESSOERAREL A L,

' Week

ESSDAI

V\" 1 :‘ V'-' 1 I.: \'.’ J A" Y "
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e Phase lll, ZEE®H I > X Lt 75 R LERE (135 E60/ER)

P : pSS (2016 ACR/EULARE#E), ESSDAI =5(h~ZEES)M), 1654
| : ABA 125mg/w sc 169 days— open-label extension 365 days

C : Placebo /w sc— open-label extension 365 days

O : Primary end point; day 169(Z% 17 3ESSDAIDbaseh H DZ1L,
 Secondary key end point; QESSPRIDZ AL, @QSWSF (stimulated whole salivary flow)

« ZDfbdDsecondary end point; DAS28, Physician GAS, PRO (PGAZ: &),
Shirmer’s test, tear break-up time, OSS (ocular staining score)

- IRRIEH; CRP, fE&, I1gG/A/M, IgM-RF, k/N&E$H, B2MG, CXCL13, FACS7>iH]



FSSDAL (EULAR Sjogren’s syndrome disease activity index)

[Ann Rheum Dis 2010; 69: 1103-9.]

- 120FMIEE (RI) : 2ERIRRE, U >V NEiERB K OV >/ V&, BRIE
W, BEIEAER, BB, MR E, BIRA, BiER, REMREES, FiX
IR, Aﬁzlﬁ%, EYFRIFTR

c BN T DEAXICHE CEE) lia L 0, {KE8IME 1, BEE 2, 558
% 3) % H TT%EBZGD S L, A A BE LTS (0~1235).

e bR A BREEFENE (LDA), 5~132 hEHEEREFEE (MDA),
1450 FA 55858 (HAD) &9 5.

« ESSDAINZE U EHET I 3584220 b2HEL T 5.
« REA (12 Bl E) ZF LA RAERARTERIZ CEEIMEARL) & § 5.
« U — L VIEEEEICHFELAWDDIZEKICED L.




FSSPRI (EULAR primary Sjvgren’s syndrome patient index)

[Ann Rheum Dis 2015; 74: 859-66.]

e BEIAICIODOEMICEZTHHL, EHYSMNESSPRIDEB R & 5,

c b Rme BENTFATETHRELEL, IRULEDETH L WIEEHMEDISNUA LD
BETz2zE2HROHLIAELT S.
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—+ o P e | A4 Table 1 Baseline patient demographics and disease characteristics
 — — T
/) N * /0N :Ié %“

Abatacept Placebo Total
IZI ] Characteristic (n=92) (n=95) (n=187)
Age, years 512(123) 5290135  S52.0(129)
Wweight, kg NAIBE)  675(173)  69.4(180)
. P ale, n (%) 92.4) (96.8) {94.7)
ESSDAI=5Dprimary Sjogren’s o e @G wes e
N Disease duration, 5.0{5.0) 51(53) 5.015.2)
syndrome [2016 ACR/EULARE #£ ] e e T T T
ESSPRI total 66(2.1) 65 1.9 6.5 (2.0)
— < N —— = — 1AL swsr,mu.-n:m 1.1{0.9) 0.9 (0.9) 1.0 (0.9)
187A "/ /52 .[A’ﬂf,_) 168/\ == E*ﬁi_) SWISE 0.1 mLimin, 1 (%) B4 (91.3) s6lo0s)  170{%09)
. Concomitant treatmeett at day 1, n (%)
165\ open-labelFE et .
. Topical eye preparation 13{14.1) 14{14.7) 27(14.4)
A BA%# . 9 2 A Parasympathomimetics 15(163) 21(22.9) 36{193)
Hydroxychicroguine 37 {402) 361{379) 73{39.0)
. Oral corticosteroids® 222349 22(132) 44 (235)
Placebo%i 95A Comfmltamlreatrrﬁnpdortodzyl,n['h)
B mﬂ;l :1“:; 49{533) 37{38.9) &5 (46.0)
NP2 i/;j ESS DA| 9 4 (S D 4 3) Topical eye preparation 17 (183) 16 {16.8) 33{175)
) ) Parasympathomimetscs 17 {183) 22{232) 39{20.9)
. Hydroxychioroguine 48 (522) 45(47.4) 93{49.7)
LL:[:";] FSSPRI 6.5 (SD 20) Methatrexate 027 isisa) 35087
Oral corticosteraids 32{343) 27(28.4) 5931 5}
Data are mean (SD) unless otherwise stated.
*<10mg/day prednisone equivalent.

ESSDAI, EULAR Sjogren’s Syndrome Disease Adnity Index; ESSPRI, EULAR Sjogren’s
Syndrome Patient Reported Index; SWSF, stimuiatad whole salwvary flow.



Primary end point : ESSDAID Z 1t

Adsted mean cifferance

[abatacept - placabo] (85% CI)

ESSDAI, adjusted mean CFB (SE) at Day 169 ~3.2 (0.68) ~3.7 (0.66) 0.5(-0.7, 1.6) 0.4421
ESSDAI, adjusted mean CFB (SE) at Day 365 -3.8 (0.59) ~4.4 (0.56) NA NA
o -
X ,
g ™ |
g 2 3
s g SF S S o s s ) i N R, e
§ g 5 Placebo |
—6 L T 1 B Al Al A L} T Bl Al L
1 29 57 85 13 M 169 197 225 53 -8 309 337 365
Days
Abatacept. n 92 89 85 85 83 82 81 76 78 77 75 72 70 65
Placebo,n 95 92 90 890 88 89 88 85 83 84 83 B2 B1 75

« ESSDAIZ 1L (Day 169) ABAZE -3.2, Placebo®f -3.7 (p=0.442)

c BEEELL



Key secondary end point : ESSPRID Z 1

Anusted mean differance

[abatacept ~ placebo] (95% CI)

ESSPRI, adjusted mean CFB (SE) at Day 169 -1.26(0.313) -1.52 (0.301) 0.26 (~0.27, 0.80) 0.3367
ESSPRI, adjusted mean CFB (SE) at Day 365 -1.40 (0.290) -1.50 (0.274) NA NA
05

Adjusted mean change
from baseline (85% CI)
|
o c.bu =)
$——"

-1.5 4 - Abdim
~o- Placebo
--& - Placebo switch

~2.0 T T T T T T T T + T 1
1 28 57 85 13 41 169 197 225 253 281 309 337 365
Days
Abatacept,. n 92 90 87 85 83 82 81 76 77 77 75 72 70 62
Placebo,n 95 92 93 90 88 89 88 85 83 84 83 82 81 75

« ESSPRIZ 1t (Day 169) ABAZE -1.28, Placebo®f -1.52 (p=0.337)
c BEEENL



Key secondary end point « SWSF (g rrazzies)

Adjusted mean differencs

|abatacept - placebo] B5% CI)

SWSF (mlU/min), adusted mean CFB (SE) at Day 169 0.051 (0.0769) 0.105(0.0744) -0.053 (-0.226, 0.119)
SWSF (mL/min), adusted mean CFB (SE) at Day 365 0.123 (0.801) 0.098 (0.0766) NA
04
0.3
gg Double-blind . P|aceb0
0.2
53
§ 2 0.1
E= 0
8§ = iiatnont ABA
§ g -0 =&~ Placabo
3‘ g_ <o+ Placebo switch
-02 T T T 1
1 85 169 253 365
Days
Abatacept,.n 92 86 81 77 70
Placebo,n 95 93 87 84 78

« SWSF (Day 169) ABAZE 0.051 mi/min, PlaceboZf 0.105 mi/min (p=0.584)
c BEEENL



ME/T A=K —

A laG (/L)
197 Double-blind Placebo Open-iabel
05+
0 /r T T ey T T T T T T 1
113 141 189 197225 253 281 300 337 365

-1.0+

wee Abatacept
e Placebo
2.0~ e Placebo switch

Baseline mean: abatacept, 17.1; placebo, 17.8

)
.
o

1

Adjusted mean change
from baseline
&
o
1

g8 IgA (mg/L)
Lol Double-blind Open-label
&  100-
By w0
§§ 0 Y T T T T T TR | b d T T - T——— X !
A .l 113 141 169 197 225 253 281 309 337" 366
E
e 100 -
= = Abatacept
§ ey IgA
200 = rwne Placebo switch

Baseline mean: abatacept, 2652 4; placebo, 3052.2

D

lgM-RF*
% R Double-blind Placebo Open-label

O ' - 1 T T 1 1 1] ] |}
58 1 141 169,197 225 253 281 309 337 385
i
e 00— B
2 000 G | e i

w— Placebo
20 - enns Placebo switch

Basaline mean: abatacept, 50.1; placebo, 50.5

Days

Placebo

Kappa light chain (mg/L)

0 T T Ll L T L)

g . 13 141 169. 197 225 253 281 308 337 365
o sl [ ht h [

g . klight chain

-3
ES ABA
g8 L
% = — Abatacept @< ON. 0 | e v
’ -6 - swses :acebo switch Doublo-blin;ays Open-label

Baseline mean: abatacept, 29.1; placebo, 35.2

« ABAZETIgG, IgA, IgM-RF, «light chain B & (Z{EfE (day 169).
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ME/ T X

» ABAZFTC4E1E (day 169).

18 C4 complement (g/L)
g, 0%?2 ] Double-blind Open-label
g 8 0.01 4
E 0.005 ' ' X
ED 0 'V/'\ T v - -
BE 00054 1 29 57 85 3 141 169
g= -
§on = e
. S ac
0,02 </ 1eees Placebo switch A Placebo C4
S

Baseline mean: abatacept, 0.2; placebo, 0.2

F CXCL13 (pg/mL)
30— Adjustad mean 452 (-56.4,-34.0) -37.1 (-49.0,-252) 314102, 16.5) \ —
differance vs placebo:  p<0.0001 p<0.0001 p=0.6446 ° A B A% KN X I_ 1 3 ﬁ —‘"—E 6 E
— 5 Placebo CCXC SN R |
£_ 10 -2.2.145) ;
B S =
2& 0 f T T : T R, TR 7 T T ] T ] a
52 & 29 57 85 113 141 169 @7, 225 253 281 309 337 385 .
T ]
% E 300 -a83 Rl SO -355
2 1 (-47.6,-30.5) (47.4,-29.2) (-45.7, -25.4)
2 40 - Abatacept -3 -38.7
— Placebo 484, -20.0)

o5 o » WY eXCL13
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ay 169 CABAX 53 T,
D4+ effector memory T,
n1, Treg, Tth, ICOS+TthA

acebo & V) A L 7=,

CD4+ effector memory

2 Placebo
5 OMorenco vs pRICELO: 4685 070 0.1 41 2.4)
4
-5.3.0.5
0
T R e T ]
5 -36) o
-6.7) .
1
o -120
+163.-7.7)
15
— Avscorn ABA
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20 d e Placebo switch Doubie-tiird
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Y s e, e e—
9 -24
2] 293 - (4.4, -05)
22
34 39,05
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7 8 [N Placebio switcl Doubde-bitnd
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Table 3 Summary of patients with adverse events* reported in the double-blind period and in the cumulative abatacept-treated population

Double-blind treatment period

Cumulative abatacept-treated

Abatacept Placebo populationt

(n=92) (n=95) (n=178)
Deaths 0{0) 1{1.1) 1 (0.6}

Serious adverse events 9(9.8) 3(32) 20(11.2)
...C.a.rai;alw."""""""""""""""""""""..1.(.171.)."""""""""""."""" 2001)
Gastrointestinal disorders 1(L.1) 1(1.Y) 110.6)
Immune system disorders 2(22) 0 2(1.1)
Infections and infestations 1L 1(11) 3(1.0)
Musculoskeletal and connective tissue disorders 2(22) 0 4(2.2)
Hepatobiliary disorders 1{L1) 0 2(1.1)
Neoplasms 11 0 3(1.7)
General disorders 0 0 2(1.1)
Blood and lymphatic system disorders 0 0 1(0.6)
Product issues 0 0 1(0.6)
Respiratory, thoracic and mediastinal disorders 0 0 1(0.6)
Study drug-related serious adverse events 3(333) 1{1.1) 6(3.4)
Discontinuations due to serious adverse events 2(2.2) 1{1.1) 4(2.2)

Adverse events 79 (85.9) 68 (71.6) 127(71.3)

Study drug-related adverse events$ 42 (45.7) 24 (253) 67 (37.6)
Discontinuations due to adverse events 3(33) 2{2.1) 5(2.8)

*Adverse events reported up to 56 days post-last abatacept dose. Serious adverse events include hospitalisations for elective surgical procedures, Study drug-related adverse
event or serious adverse event is defined as an adverse event or serious adverse event with a related or missing relationship to study medication.

1The cumulative abatacept-treated population were followed from the first day of abatacept treatment in the study up to 56 days after the last abatacept treatment in the study,

$Adverse events related to abatacept were not driven by any specific system organ class.
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