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CQ26 LANIEFRRK -7 7HRVILF M) VLRRK - e7)vA VB,

AND 2015/06/01:2022/01/31[Date - Publication]

CQ: U TLRIRRIE. FI7A 74 OABELEES., RERSVE. BREERDK
EICHEAD
T—RZ~RX—2X: PubMed
BT : 2022/10/12
RRE : bl
# R X FREX
#1 "Sjogren's Syndrome"[majr] 11455
#2 "dry eye syndromes/drug therapy"[Maijr] 2032
"Ophthalmic Solutions"[MeSH] OR "Rebamipide"[Text
#3 Word] OR "Diquafosol"[Text Word] OR "hyaluronic 22630
acid/therapeutic use"[MeSH]
41 #1 AND #2 AND #3 AND (English[la] OR Japanese[la]) "
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Trials

XA b SS
CQ26 LNIEFARK - 77 HRVYNLF M) TLARRK - e 700 v
CQ: FUDLRRRIE, R4 74 0ARKIEKELRES, RESPLE. BREKRDH
EICHRAY
FT—&X~R—2X: Cochrane
=R 2022/2/16
RERE : g
# EEER XK
#1 sjogren or sjogren's or sjoegren or sjoegren's or Sjégren 1870
#2 ("Dry Eye") OR (xerophthalmia) 3149
#3 #1 or #2 4824
44 ("eye drop" or Rebamipide or Diquafosol or Hyaluronic 1670
Acid)
#3 and #4 with Publication Year from 2015 to 2022, in
#5 254
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XA kI SS

CQ26 LANIEFRRK -7 7HRVILF M) VLRRK - e7)vA VB,

CQ: U TLRIRRIE. FI7A 74 OABELEES., RERSVE. BREERDK
EICHEAD
T—AN—X ! [EHE
BT : 2022/10/12
RRE : bl
# R X FREX
#1 SjoegrenfiE{&Ef/MTH 4932
#2 AREREZIEEIREE/MTH and SH=3¥5& % 1773
S HRFI/TH or (Rebamipide/TH or rebamipide/AL) or
#3 (Diquafosol/TH or diquafosol/AL) or ("Hyaluronic 19698
Acid"/TH or "hyaluronic acid"/AL)
44 #1 AND #2 AND #3 and (DT=2015:2022 and PT=&3%% 13

B <)
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[ Identification of new studies via databases and registers ]

Reports of studies PubMed CENTRAL EhEE Embase PsycINFO® CINAHL  |Others(
included in previous 14 254 13 NA NA NA NA
version of review (n= 4)
v
Total records identified through Additional records identified through
database searching (n = 281 ) other sources (n= 6 )
Records screened (1st Screening) Records excluded
—_—
(n= 281 ) (h= 275 )
Full-text articles assessed for eligibility Full-text articles excluded,
—
(2nd Screening) (n= 6 ) with reasons

1 (n= 3 )

Reports of new included studies

(h=3 )

Reports of total included studies
(h=17 )

v
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Koh S, 2013 Prosoective, Open |15 A(SS12A) K% |3%Y 7 7/ )L S ER [None K5 A4 74 EEHFTE FFHRAYAR L
Label RZMERZA4T4  |& fli (12188) , ¥ 20175 RRER A STk

Y=TAL, TLH
LA xRN fA
fEd & USRS,

BUT, X=X HhRADE
I, BEER

McDonald CC, 2002

randomised,
comparative,
double-blind two-
period crossover
multicentre study

Thirty-nine  (ppSS

sSS)

0.1% sodium

hyaluronate

1.4% polyvinyl
alcohol in
0.6%povidone

Symptoms of
burning and
grittiness  VAS,
rose bengal
stainingBUT, tear
function index

CH 7 ZERTlE%mL
20174 hintR A3 3Tk

Arimoto A, 2014

Thirty patients with

2% rebamipide

RR7Z77%/L, 1

fluorescein staining

LN RDT 7 7HBEADRR

with mild or
moderate aqueous-

deficient dry eye

corneal/conjunctival
fluorescein staining

and Schirmer's tes

SS—27 2, 2D scores DIRAE
(FSS),lissamine 20174 3% BTk
green-staining
scores (LSS), tear
film break-up time
(BUT)

Koh S, 2014 Sixteen eyes in 16  |[3% diquafosol None tear break-up time FFER AR U
(14 S S)patients (BUT), 2017 £ hRER A STk
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Yokoi N, Eye, 2016

Prospective,
randomized, double-
masked,

comparative study

17 dry-eye patients
with SS

Diquafosol sodium
ophthalmic solution

(DQS)

Artificial tear
solution (AT)

The central lower
tear meniscus
radius curvature and
self-evaluated
symptoms of
wetness and
stinging using a

visual analog scale.

BEEILERIE LTV
WA, CEIEIZ LWL D
ns

FERICDQS%Z B 5 FERICATZ &
LTHE L7588 (F7=72L.
Pilot study)

Pharmacol Ther,
2016

(11 with SS and 27
with non-SS)

tetrasodium
ophthalmic solution

time, schirmer- |
test, ocular staining
score, visual analog
scale and ocular
surface disease
index.

Ly

Cagini C, J Ocul Prospective 20 dry-eye patients [Hyaluronic acid Crosslinked surface regularity CQnCE&—E LAV

Pharmacol Ther, randomized study  |with SS hyaluronic acid index and surface v ZhEThOE, R—XF74 L&
2017 asymmetry index DLLE, L COERELB TIEA
Jeon HS, J Ocul Retrospective study |38 dry-eye patients |3% diquafosol Tear film break-up [FEHIOLLBXISRA A |BEFOATICRIG L % H - 72SS.,

non-SSEEA~DDQSDFHE %
#7=study

Yokoi N, Eye, 2015

Prospective study

14 dry-eye patients
with SS

3% diquafosol
ophthalmic solution

The subjective
symptoms assessed,
and ocular signs
including tear
meniscus radius and
the tear film
breakup time, and
ocular-surface
epithelial damage

score.

XD BRI R A
(R

AT % L [30.1%Sodium
hyaluronate /&SN TWW /-8
EA~DDQSD IR % # 7=study

(=72 L. FEER DBV K
Ophthalmic corticosteroids D
RFFAIHY)
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Shoji J, PLOS ONE, |Prospective, cross- |33 healthy Rebamipide Alterations in CQnOo&—x L AW
2020 sectional study individuals and 13  |ophthalmic mucin-related gene v
patients from with [suspension expression
SS-DE

Ramos-Casals M, Previous systematic Artificial tear solution

(Hyaluronic acid&®) OBt
AHERINTLIDH

Ann Rheum Dis, literature review v
2019
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AW

Yokoi N, Eye (Lond),
2016 [1]

The increase of aqueous tear volume by diquafosol
sodium in dry-eye patients with Sjégren's syndrome: a
pilot study.

X

Koh S, Japanese

Journal of

Ophthalmology, 2013
[2]

Long-term results of treatment with diquafosol

ophthalmic solution for aqueous-deficient dry eye.

Koh S, Acta
Ophthalmol, 2014
[3]

Effect of diquafosol ophthalmic solution on the optical
quality of the eyes in patients with aqueous-deficient

dry eye.

Jeon HS, J Ocul
Pharmacol Ther,
2016 [4]

The Efficacy of Diquafosol Ophthalmic Solution in Non-
Sjogren and Sjogren Syndrome Dry Eye Patients
Unresponsive to Artificial Tear.

Yokoi N, Eye (Lond),
2015 [5]

Three percent diquafosol ophthalmic solution as an
additional therapy to existing artificial tears with
steroids for dry-eye patients with Sjégren's syndrome.
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Arimoto A, Cornea,
2014 [6]

Effect of rebamipide ophthalmic suspension on signs
and symptoms of keratoconjunctivitis sicca in Sjogren

syndrome patients with or without punctal occlusions.

McDonald CC, Eye
(Lond), 2002 [7]

A randomised, crossover, multicentre study to compare
the performance of 0.1% (w/v) sodium hyaluronate with
1.4% (w/v) polyvinyl alcohol in the alleviation of

symptoms associated with dry eye syndrome.

TR

Cagini C, J Ocul
Pharmacol Ther,
2017

Tear Film Stability in Sjégren Syndrome Patients
Treated with Hyaluronic Acid Versus Crosslinked
Hyaluronic Acid-Based Eye Drops.

Shoji J, PLOS ONE,
2020

Assessment of mucin-related gene alterations following
treatment with rebamipide ophthalmic suspension in Sj
ogren's syndrome-associated dry eyes.

Ramos-Casals M,
Ann Rheum Dis,
2019

EULAR recommendations for the management of Sjo
gren's syndrome with topical and systemic therapies.

Z DD 5| A
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2015/06:2022/01[dp]

XA b SS
CQ27 RR7Z7REFFATADREE. ARKRLRES. BRERDOWE
CQ:
ICERY
T—RZ~RX—2X: PubMed
BT : 2022/10/13
RERE 1w
# Y X EREX
#1 "dry eye syndromes/therapy"[mesh] 5504
4o "punctal plugs"[mesh] OR ((lacrimal OR punctal) AND 107
(plug* OR occlusion))
43 #1 AND #2 (english[la] OR japanese[la]) AND 47
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date Between Jan 2015 and Jan 2022

XA b SS
co: CQ27 RR7ZT7BFIATADRRE. AREERELKES. BRERKOLRE
ICERY
T—&X~R—X: Cochrane
BT : 2022/10/13
RERE g
# mER X HERE
#1 "dry eye" 3313
#2 lacrimal OR puncta 1410
#3 plug OR plugs OR occlusion 21958
44 #1 AND #2 AND #3 with Cochrane Library publication 26
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T—ZR—R . EHiE
Bt : 2022/10/13
RRAE s
# R X HEREL
#1 AREKEZIRAEIREE/TH or EREKEZIRAEIZEE/AL 14877
#2 BB 57 /THor R 75 7' /AL 404
#3 #1 AND #2 AND (DT=2015:2022 PT=5& kR <) 46
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[ Previous studies ] [ Identification of new studies via databases and registers ]
Reports of studies PubMed CENTRAL EFE Embase PsycINFO® CINAHL [Others(
included in previous 47 26 46 NA NA NA NA
version of review (n= 1)

v
Total records identified through Additional records identified through
database searching (n= 119 ) other sources (n= 6 )
Records screened (1st Screening) Records excluded
ﬁ
(n= 119 ) (n= 117 )
Full-text articles assessed for eligibility Full-text articles excluded,
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patients with dry
eye

Schirmer test, tear
breakup time and
fruorescein/Rose
bengal test were
performed

effect of autologous
serum (AS) eye drop
with AS and

punctual plugs

Xk HRTHA P | C 0] Bro% axvh
Qiu W, 2013 Randomized 42 pSS Punctal plugs artificial tears Ocular Surface pplE ATRAZ & V) IREE % RE
Controlled Trial Disease Index Y, AREEEERETSA
(OSDI), BUT, STI RElED Y
20175 kiR B AR STHR
LiuY, 2015 observational study (56 eyes of 28 pSS  [No intervention No normal control |Comparison the

Hackett KL, 2015

review article

Small sample size for punctual
plugs
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R X Qiu W, Rheumatol Int, 2013 [1]

Punctal plugs versus artificial tears for
treating primary Sjégren’s syndrome
with keratoconjunctivitis SICCA: a
comparative observation of their

effects on visual function.

Liu Y, Cornea, 2015 [2]

Effectiveness of autologous serum eye
drops combined with punctual plugs for
the treatment of Sjégren's syndrome-

related dry eye.

TR Hackett KL, Rheumatology, 2015

A systematic review of non-
pharmacological interventions for

primary Sjogren's syndrome.
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AND 2015/06:2022/01[dp]

XA b SS
CQ: 28 CQ28 X7AA FIERREOHEICERD
T—RZ~R—2X: Pubmed
BT : 2022/10/13
R} 1w
# Y X EREX
#1 "Sjogren's Syndrome/therapy"[majr] 1223
"Salivary Gland Diseases"[majr] OR "Thyroid
#2 Diseases"[majr] OR "Parathyroid Diseases"[majr] OR 353918
"Prostatic Diseases"[maijr]
#3 steroids[mesh] OR "Adrenal Cortex Hormones"[Mesh] 993293
44 #1 AND #2 AND #3 AND (english[la] OR japanese[la]) 37
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4
AND 2015/06:2022/01[dp]

XA KL SS
CQ: 28 CQ28 X7AA FIERREOHEICERD
FT—4XZ~_—2: Cochrane
Bt : 2022/10/13
BREE LA
# EEAY S HREL
1|"Sjogren's Syndrome/therapy"[maijr] 950
"Salivary Gland Diseases"[majr] OR "Thyroid
2|Diseases"[majr] OR "Parathyroid Diseases"[majr] OR 43040
"Prostatic Diseases"[maijr]
3|steroids[mesh] OR "Adrenal Cortex Hormones"[Mesh] 34797
#1 AND #2 AND #3 AND (english[la] OR japanesella]) )
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XA ML SS
CQ: 28 CQ28 =7 oA FIIRHEEDHEICHERAN
T—RAR—R: [EhiE
BTt - 2022/10/13
RRE O
# RER HEREX
#1 SjoegrenfiE{&EE/MTH 4932
4 (MR AR 2/ TH or MERAR25/AL) or CREA/TH or SRR % 16308
/AL) or (B&/AL and $5Z/AL) or J&&/TH or ME&R/TH)
Steroids/TH or steroids/AL) or (BRI K& RILE >V /TH
3 ( e / /AL) or (BB KB / 300463
or BIBRERILE /AL
44 #1 AND #2 AND #3 AND (DT=2015:2022 PT=&Z % 16
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[ Previous studies ]

Reports of studies

included in previous

version of review (n

5)

[ Identification of new studies via databases and registers

)

PubMed

CENTRAL

EetE

Embase

PsycINFO®

CINAHL

Others(

37

2

16

NA

NA

NA

NA

v

Total records identified through

database searching (n= 55 )

Additional records identified through

other sources (n= 0 )

l

Records screened (1st Screening)

(h= 55 )

Records excluded

l

(2nd Screening) (n= 6

Full-text articles assessed for eligibility

ﬁ
(n= 49
Full-text articles excluded,
ﬁ
) with reasons

1

(h= 6

Reports of new included studies

(n=0

Reports of total included studies

(n=5
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[SR-3 ZRR7Y—=v7EN—EXK]
SRR HRTHA P | C 0] Bro% axvh
Miyawaki S, 1999 Prospective, Open |20 pSS female Initial PSL10-30mg, [None Saxson, lg, SS-A/B, 2017 2 hird% A 3k
label, one arm Maintenance PSL5- RF,subjective oral
7.5mg symptom, side
effect
Fox PC, 1993 RCT 24 pSS PSL30mg every Piroxicam or ANA, RF, SS-A/B, 2017 ARER A 3Tk
other day placebo salivary focus score,
ocular stain, salivary
flow, Schirmer,
symptom
Pijpe J, 2007 Prospective, Open |60 SS PSL5-7.5mg and/or |Not receive PSL and |salivary flow, 20175 kiR B AR STHR
label DMARD, HCQ DMARD sialochemical
analysis, laboratory
values, dry mouth
VAS
Reksten TR, 2011  |Retrospective 141 pSS + 99 HC PSL5mg (range 2- [Without PSL Cytokine, 20175 AiREE R Sk
50mg) autoantibody,
salivary flow,
extraglandular
manifestation
Ichikawa Y, 1979 Retrospective 34 SS Initial PSL 5-60mg  [Without PSL salivary flow, tear 20175 AREE Sk
(12+12mg) , volume, symptom,
maintenance PSL ESR, SE
2.5-20mg (7.0
5.1mg)
Priori R, 2020 narrative review 18442 SS glucocorticoid NG EAL 53N narrative reviewd 7z
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study

systemic GC

score, death,
lymphoma

Xk HETHA > P I C 0 [EZ9N ax>rt
Ramos-Casals M, |[systematic SS topical N:E] SEA L Bk BRAERICH T 2GCaE&RE5DT
2020 literatures review GC/muscarinic HAaL

agonists
Price EJ, 2017 systematic SS topical N:E] SEA L Bk BRAERICH T 2GCaEH&R 5D
literatures review GC/muscarinic HAL
agonists
Torres-Ruiz J, 2018 |retrospective cohort [17 pSS systemic GC and/or [p SS without ESSDAI, FERDEkE [FRH: GC & RZIMFFIAFHB T WL
study immunosupressunts |systemic GC and/or BEMDHLEATWS, FERD
immunosupressunts WEDATOFHEA SN T LA
Sy A, 2015 T —h dry eye disease systemic GC L] EEAL S T4 PMSSUADHDHLET,
expert opinion® 7 > —
Gheitasi H, 2015 retrospective cohort |730 pSS systemic GC p SS without Disease activity [ZZ4N BRAEIR D A TDEHE AR L
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AW

Fox PC, Clin Exp
Rheumatol, 1993 [1]

Prednisone and piroxicam for treatment of primary Sjo

gren’'s syndrome.

Miyawaki S, Intern
Med, 1999 [2]

Efficacy of low-dose prednisolone maintenance for
saliva production and serological abnormalities in

patients with primary Sjégren’s syndrome.

Pijpe J, Ann Rheum
Dis, 2007 [3]

Progression of salivary gland dysfunction in patients

with Sjogren’s syndrome.

Ichikawa Y, Ryumachi,
1979 [4]

Effect of steroid hormone on the salivary and lacrimal
secretions in Sjogren's syndrome (author's transl).

Reksten TR, Int
Immunopharmacol,
2011 [5]

Implications of long-term medication of oral steroids
and antimalarial drugs in primary Sjégren's syndrome.

Int Immunopharmacol.
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TR

Price EJ,
Rheumatology
(Oxford), 2017a

The British Society for Rheumatology guideline for the
management of adults with primary Sjogren's

Syndrome.

Ramos-Casals M, Ann
Rheum Dis, 2020

EULAR recommendations for the management of
Sjogren's syndrome with topical and systemic

therapies.

Price EJ,
Rheumatology
(Oxford), 2017b

The British Society for Rheumatology guideline for the
management of adults with primary Sjogren's
Syndrome.

Torres-Ruiz J, Clin Exp
Rheumatol, 2018

Use and withdrawal of immunosuppressors in primary

Sjogren's syndrome.

Sy A, O'Brien KS, BMC
Ophthalmol, 2015

Expert opinion in the management of aqueous Deficient
Dry Eye Disease (DED).

Gheitasi H, Int
Immunopharmacol,
2015

How are we treating our systemic patients with primary
Sjogren syndrome? Analysis of 1120 patients.

Z DD 5| A
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MA|ZVaaLFaq FLBEE
TIMALZTEICRIKICE LD S
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1t %2 |H4a |dik 2 |7 8 |7 (&) | (®)
v b “ “ TR
Fox PC,
1993 RCT -1 -1 0 -1 -1 0 -1 0 0 -0.1{ml/mi -0lmI/miNA [NA [NA
aAXVE (BRYETBHRILICEAN
b )
Pirox [Pirox BT BT
Sy icam |icam i i
£ |NIH BT |#c o) o)
RCT7AE \ \ s . )
BIh s ko [RT % (RisE WE WE SDREED 1= HEE
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ReBBMIUIROLNAED - T,
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AND 2015/06:2022/01[dp])

XA b SS

CQ: 28 CQ29 X784 FIEBNREOHEICERH

T—RZ~R—2X: Pubmed

BT : 2022/10/13

R} 1w

# Y X EREX

#1 "Sjogren's Syndrome/therapy"[majr] 1223
#2 extra-glandular[tiab] OR extraglandular[tiab] 923
#3 steroids[mesh] OR "adrenal cortex hormones"[mesh] 993293
44 #1 AND #2 AND #3 AND (english[la] OR japanese[la]) )
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date Between Jan 2015 and Jan 2022

XA b SS

CQ: 28 CQ29 X784 FIEBNREOHEICERH

T—R~R—2X: cochrane-CENTRAL

BT : 2022/10/13

R} 1w

# wER X HERE

#1 sjogren OR sjogren's OR sjoegren OR sjoegren's 950
#2 extra-glandular OR extraglandular 28
#3 steroid OR steroids OR "adrenal cortex hormone" 34797
41 #1 AND #2 AND #3 with Cochrane Library publication )
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<)

XA b SS

CQ: 28 CQ29 X784 FIEBNREOHEICERH

T—RR—X: [EFiE

Bt : 2022/10/13

R} g

# R X HEREL
#1 SjoegrenfiE{&EE/MTH 4932
#2 R4/ AL 24591
43 (Stiarmds/TH or steroids/AL) or (BIBRER/ILE/TH 300463
or BIEREFILEV/AL)

41 #1 AND #2 AND #3 AND (DT=2015:2022 PT=%:% 5% 9
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[ Previous studies ]

Reports of studies

included in previous

version of review (n

4)

[ Identification of new studies via databases and registers ]
PubMed CENTRAL EAiE Embase PsycINFO® CINAHL |Others(
1 1 9 NA NA NA

v

Total records identified through

database searching (n= 11 )

Additional records identified through

other sources (n = 8 )

l

Records screened (1st Screening)

(n= 19 )

Records excluded

l

(2nd Screening) (n = 14

Full-text articles assessed for eligibility

ﬁ
(n= 5
Full-text articles excluded,
ﬁ
) with reasons

1

(n= 14

Reports of new included studies

(n=0

Reports of total included studies

(h= 4

© —MxHEEA BARY 7 FF %, 2025. Printed in Japan



Y=L VEREENA K54 2202558
[SR-3 ZRkRIVU—z=vTBo—8EX]

study

GC

Xk HRTHA P | C 0] Bro% axvh
Li H, 2014 Prospective, open |14 pSS (14FOM) PSL (variable None Optic neuritis, visual 2017 2 hird% A 3k
label, one arm doses) £ acuity
Immunosuppressant
Maripuri S, 2009 Retrospective 24 pSS (21F3M) PSL (variable Without PSL Renal function 20175 i3 B 3k
doses) £
Immunosuppressant
Katayama I, 2010  |Retrospective 120pSS (100F20M) |PSL (variable Without PSL Resolution time of 2017 £ kiR % A 3Tk
doses) AESS
Shi JH, 2009 Retrospective 14pSS(13F1M) PSL (0.5mg/kg/day) |None HRCT 2017 kR B A 3Rk
+
immunosuppressant
Priori R, 2020 narrative review 18442 SS glucocorticoid N EEA L narrative review® 7= %
Ramos-Casals M, [systematic SS systemic GC ANER eI D AXFITHA R Z7 A H#EREDOH
2020 literatures review
Price EJ, 2017 systematic SS systemic GC N:E] foEA L AXFICHA R o HERBDH
literatures review
Torres-Ruiz J, 2018 |retrospective cohort |155pSS systemic GC and/or [p SS without ESSDAI, fER D eE BERIE TOERZEOLRA L
study immunosupressunts |systemic GC and/or
Gheitasi H, 2015 retrospective cohort [1120pSS systemic GC p SS without Disease activity BERIBRTOEREBEDLRA L
study systemic GC score, death,
&R, 2016 BARMETHRMARX  |58p SS 257033 F3 |5 0330 F3 (&AL BEINZRTOREROLRA L
1 P& 1 F&RELL
Lucy LC, 2020 meta nanalysis 22 SS trials systemic GC without GC EREE GCT D LLER L BRIE IR D A
Mirouse A, 2019 retrospective cohort |57SS systemic GC 2022/11/15without |TJ/SJ number SR IHIF TOLLE
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2018

study

Xk HRTHA P I C 0 578 aXyk

Delia R, 2016 retrospective cohort |25SS with ILD systemic GC without GC SEA L BEMIGEICET 25HER L
study

Roca F, 2017 narrative review SS with ILD systemic GC without GC TEAL narrative review® 7- &

Evans, 2016 case series 12SS with TIN systemic GC without GC EAL qy—y—x

Shen'Y, 2017 retrospective cohort |70 with TIN systemic GC GC+ CYC eGFROHE XEREE AT E Y]
study

Guillermo CA, 2016 |case series 14 SS with CNS systemic GC without GC SRR D EE r—23)—x

A. Flores-Chavez, |[retrospective cohort [1580 SS systemic GC EEAL EROUE MEBEOFRELL
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Rheumatol, 2020

XA Li H, Chin Med J Application of immunosuppressant facilitates the

(Engl), 2014 [1] therapy of optic neuritis combined with Sjégren’s
syndrome.
Maripuri S, Clin J Renal involvement in primary Sjégren’s syndrome: a
Am Soc Nephrol, clinicopathologic study.
2009 [2]
Katayama |, Mod Annular erythema associated with Sjégren’s
Rheumatol, 2010 syndrome: review of the literature on the management
[3] and clinical analysis of skin lesions.

Shi JH, Respiration, |Pulmonary manifestations of Sjégren’s syndrome.
2009 [4]

TEBim Priori R, Clin Exp What about glucocorticoids in primary Sjogren's

syndrome?

Ramos-Casals M,
Ann Rheum Dis,
2020

EULAR recommendations for the management of
Sjogren's syndrome with topical and systemic
therapies.

Price EJ,
Rheumatology
(Oxford), 2017

The British Society for Rheumatology guideline for the
management of adults with primary Sjogren's
Syndrome.
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Torres-Ruiz J, Clin

Exp Rheumatol,

Use and withdrawal of immunosuppressors in primary

Sjogren's syndrome.

2018

Gheitasi H, Int How are we treating our systemic patients with
Immunopharmacol, [primary Sjogren syndrome? Analysis of 1120 patients.
2015

EXBERRL, AL RE,
2016

HREBICHET B = — 7 L VIEREEDERRDREAT.

Lucy LC, Arthritis
Care & Research,
2020

Meta-Analysis of Treatment for Primary Sjégren's
Syndrome.

Mirouse A,
Autoimmune
reviews, 2019

Arthritis in primary Sjoégren's syndrome:
Characteristics, outcome and treatment from French
multicenter retrospective study.

Delia R, Reumatol
Clin, 2016

Sjogren's syndrome-associated interstitial lung
disease: A multicenter study.

Roca F, Autoimmun
Rev, 2017

Interstitial lung disease in primary Sjégren's syndrome.
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Evans RDR, BMC
Musculoskelet
Disord, 2016

Tubulointerstitial nephritis in primary Sjégren
syndrome: clinical manifestations and response to

treatment.

ShenY, AmJ
Nephrol, 2017

Combination Cyclophosphamide/Glucocorticoids
Provide Better Tolerability and Outcomes versus
Glucocorticoids Alone in Patients with Sjogren's

Associated Chronic Interstitial Nephritis.

Alegria GC, RMD
Open, 2016

Epidemiology of neurological manifestations in Sjo
gren's syndrome: data from the French ASSESS
Cohort.

Flores-Chavez A,
Clin Exp Rheumatol,
2018

Severe, life-threatening phenotype of primary Sjo
gren's syndrome: clinical characterisation and
outcomes in 1580 patients (GEAS-SS Registry).

Z D5 Bis
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LiH, 2014 |25k — MHF
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Maripuri S,| 23 75—
-2 -2 -2 -1 -2 -2 0 0 0 0 0 -1 -2 2| 4 NA|INA] 20 | NA|NA|[NA|NA N A
2009 %
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DE RS - F ¥ &8 |F ) (f&)
Li H, 2014
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2009
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S —T L UREREEHA K74 > 2025F kK
[SR-1 F—gR—BHTHER]

AND 2015/06:2022/01[dp]

XA b SS
CQ 30 CQ30 HEIMFIFIIBREEDOHEICERAN
T—RZ~RX—X: PubMed
BT : 2022/10/13
R} 1.
# BB X HRER
#1 "Sjogren's Syndrome/therapy"[majr] 1223
"Salivary Gland Diseases"[majr] OR "Thyroid
#2 Diseases"[majr] OR "Parathyroid Diseases"[majr] OR 353918
"Prostatic Diseases"[maijr]
43 "Immunosuppressive /.Agents” [Pharmacological Action] 357793
OR "Immunosuppressive Agents"[Mesh]
44 #1 AND #2 AND #3 AND (english[la] OR japanese[la]) 20
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S —T L UREREEHA K74 > 2025F kK
[SR-1 F—gR—BHTHER]

date Between Jan 2015 and Jan 2022

XA b SS

CQ: 30 CQ30 HmEMHHIIRBEEDHEICERADL

FT—X~_—2: Cochrane-CENTRAL

BT : 2022/10/13

R} 1.

# BREA SCHRER

#1 sjogren OR sjogren's OR sjoegren OR sjoegren's 950
#2 Salivary OR Thyroid OR Parathyroid OR Prostatic 43040
#3 immunosuppressive OR immunosuppressant 15381
" #1 AND #2 AND #3 with Cochrane Library publication 3
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S —T L UREREEHA K74 > 2025F kK
[SR-1 F—gR—BHTHER]

XA ML SS

CQ:30 CQ30 #EMEFIIIBFZEOHEICHEAN

T—AR—R: [EdE

BTt - 2022/10/13

RRE O

# BRR HERER
#1 SjoegrenfiE{&&f/MTH 4932
4 (MR BR 2/ TH or MERAR25/AL) or CREA/TH or SRR % 16308
/AL or (BR/AL and %% /AL) or J&#&/TH or MEi&R/TH

#3 IR/ TH or B HNEHI/AL 171134
41 #1 AND #2 AND #3 AND (DT=2015:2022 PT=% 8% 16

<)
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[SR-2 X#kg®m70—Fv— K]

[ Previous studies ]

Reports of studies

included in previous

version of review (n

5)

[ Identification of new studies via databases and registers ]
PubMed CENTRAL EAiE Embase PsycINFO® CINAHL |Others(
70 3 16 NA NA NA

v

Total records identified through

database searching (n= 89 )

Additional records identified through

other sources (n= 0 )

l

Records screened (1st Screening)

(nh= 89 )

Records excluded

l

(2nd Screening) (n = 27

Full-text articles assessed for eligibility

ﬁ
(n= 62
Full-text articles excluded,
ﬁ
) with reasons

1

(h= 26

Reports of new included studies

(n=1

Reports of total included studies

(n=6
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[SR-3 =XV U—=vihn—EX]

1R B E 360

SDAHET (ERAREVE
2 52whs 06— 12641 )
2Jwhs MR E/IRRE
¥Ehn

Xk HERTHA > P | G 0 5278 aXv b
Nakayamada S, 2009 |Prospective, Open 74 SS (40 mizoribine- |mizoribine 150mg untreated Salivary secretion, 20175 hiR ¥ A SCHER
label treated vs 34 daily Serum IgG,
untreated patients) histological
classification of
salivary gland
Nakayamada S, 2007 [Prospective, Open 59 SS mizoribine 150mg None Salivary secretion, 2017 4 hiR4% A STk
label, One arm daily VAS
Drosos AA, 1986 RCT, double-blind 20 SS cyclosporin 5mg/kg |placebo Parotid flow, 2017 4 hiR4% A STk
daily Schirmer's test,
Lymphocytic
infiltration of salivary
gland
Skopouli FN, 1996 Prospective, Open 17 SS methotrexate None Subjective xerostomia 2017 F AR EE A 3Tk
label, One arm 0.2mg/kg weekly and xerophthaimia
Price EJ, 1998 RCT, double-blind 25 SS azathioprine 1mg/kg |placebo Schirmer test, Saliva, 2017 £ kiR A STk
daily Focus score, VAS,
lgG, ESR
Shao Q, 2021 randomized, placebo |66 pSS patients oral iguratimod for 24 |placebo ESSPRI, Mental CENTRAL &K Y
- controlled clinical weeks discomfort VAS score,
trial PGA, Schirmer’s test,
ESR, and IgG
improved
Tsuboi H, 2016 Intervention Study  |B3EIY V< F(RA)&H | 7/3%t 7 F(ABT) 52 | A& L 782+t 7 M (ABT)D placebon 7z Ly
(before-after study) [ZXRME> = —7'L VHE |weeks At e ek
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(0.05—0.1%)

ocular staining
scores were
significantly reduced
at 1 and 3 months
after switching

XHR MRETHA >~ P [ C 0] 557N ax> b

de Wolff L, 2022 randomised, double- |pSS Abatacept extension |# L TNZ+ T ~(ABT)D 24wLAFE 13RI TRER S L
blind, placebo- phase from week 24 BEhMEESSDAIL, K54 72 placebor Ly, AR
controlled (placebo®¥ to 48 74 BEERISE TIE24wE TOLBIER A A
ld24w x CLARE48E £ Lo  (fbEET|EED)
Tabatacept%trial&
mEEL8I1KE)

Wang ZZ, 2021 Systematic Review SS A total of 12 studies |placebo &£ (Placebo Placebo Response ModelfE
(searched for reports involving 450 subjects Response ModelfERk BAEBHE LTWS o
on randomized ZEMELTVLS)
placebo-controlled
trials for Sjogren's
syndrome which used
the change from
baseline in ESSDAI
score as the primary
outcome)

Kim J, 2021 Intervention Study 40 pSS CsABEXRAvF TR L 0SDI and SICCA placeboAd 7 Ly

Moawad P, 2022

Randomized
Controlled Trial

60 SS (30431/30%1)

Tacrolimus 0.03%
eyedrops vs
cyclosporine 0.05%
eye drops

placebo(H fR)

Z2RYLR/>oRA
ARV EHICHERD
77 R &Y RERAEE
ERR/ALRKRRR
HEAWE

FR:EEEE 35K
R:77€R ->77€KRE
EEBELTBERERIITELT
W3 Hoon, BERER
palacebo & D LA E AN
TWLWiRWn
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XHR MRETHA >~ P [ C 0] 557N ax> b
Cubuk MO, 2021 Retrospective Sjogren's syndrome  |topical cyclosporine A| 7' Z R4 L SSEf L nonSSEET R placeboAd 7 Ly
comparative study and Non-Sjogren's (CsA) (0.05%) AT7AICH{TBoA

blind, placebo-
controlled trial.
(Phase I, Clinical

pSS vs placebo (Total
189)

TT IR LARY
WEEIAL

syndrome eyedrops 2R v SRR EE
nonSSEED HH L W 5D
EHY
Baer AN, 2021 Randomised, double- [moderate-to-severe |Abatacept placebo ESSDAI and ESSPRI TNEE T M EEYFRRE

7=, CQ32, CQ33 (£

YFHRF) TEHE

observational study

wE

Amlani B, 2020 Retrospective cohort |19 subjects who had |Azathioprine and 7R L mycophenolate placeboh 7 Ly
study pSS-ILD (pSS- mycophenolate therapyldpulmonary
associated Interstitial [therapy function test (PFT) T
lung disease) WEH Y
Azathioprine |3 Zh R 74
L
Machado AC, 2020 Prospective 11 pSS Abatacept TZeREL ESSDAI, salivary flow placeboAd 7 Ly

van der Heijden EH,
2019

Clinical Trial

6 healthy individuals
and 9 pSS

leflunomide (LEF)
and
hydroxychloroquine

(HCQ)

T7HuREL

LEF and HCQ [IRF#%
5 CpSSOREEME %
mzohsd

placeboh % Ly

Chu LL, 2020

Meta-Analysis (32
trials; 19 diffential

medications)

L

3k

3k

BREEREEIEHTH
FZAT74 (2/22
trials) K74 <o X
(4/22 trials) , R
R OWEIE DT D
(3/16 trials) SRR
WEREZRD-HRE
%L

BEEDFHMELEN D
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(before-after study)

rituximab (RTX) and
24 healthy controls
(HC)

therapy

123 BRI~ IL /X —
THRBDIEZE

XHR MRETHA >~ P [ C 0] 557N ax> b
Felten R, 2019 Systematic review pSS TRENE S & OTIRSE |4 L B2 SHRICEIT B EEMEH AR L
s 7=
Hernndez-Molina G, |Multicenter Study 191 pSS prednisolone, T7eRiL m~ 7 VU T7EREEEY PLiEb 7 S ERIIRAY At}
2018 immunosupressors fh CIREMICEHED H
and antimalarials 26 LNy,
Letaief H, 2018 Meta-Analysis; 300 pSS B-cell targeted placebo 4 controlled Buohf=5|BmxXHrnwin
Systematic Review therapies (rituximab, randomised trials of H2015FELURIOH DD T
belimumab, rituximab treatment o,
epratuzumab, vs. placebo
baminercept) rituximab (ZBZ Tl
B, fBDIRELH-
7Zrandomized
controlled study® &
ErH B,
Torres-Ruiz J, 2018  |Clinical Trial; 155 pSS glucocorticoids and  |FE#7A L AL SERICET 2EFEMEEH L AL
immunosuppressors T=H((EREFICE T 351
(azathioprine (AZA) EZDEBHICOVWTORE
and methotrexate NEBRERTHD-0)
(MTX))
Moerman RV, 2017 Intervention Study 31 pSS rituximab 7o RiEL the 28-joint Disease SHREEATEY A=
(before-after study) (RTX)(n=18) and Activity Score
abatacept (DAS28) |+ BEEFAEIA D
(ABA)(n=13) SEISTEIC B B
Verstappen GM, 2017 |Intervention Study 24 pSS treated with  |B cell depletion TZeRHL pSSEEICT LREMER PUEEE=Y N SRR f-o)
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(open label)

cyclosporine A (CyA)

XHR HERTHA > P [ C 0 557N axyk
Haacke EA, Clin Exp |Intervention Study 15 pSS patients Abatacept T7eRiL Abataceptix 5% D E PLiEb 7 S ERIIRAYAl-2)
Rheumatol, 2017 (before-after study) TRRIZEH T Bgerminal

centresDiE 4
Kedor C, 2016 Clinical Trial, Phase 11|30 pSS patients low-dose T7HuREL EEREORELZRD D placebo’ % LA 7= 8

Il;  Multicenter
Study;

patients 28w, 19
patients 52w)

<HE (28w / 52w)

Tsuboi H, 2016 Clinical Trial; Open- |36 secondary SS Abatacept TR L 52w SDAHET, MER placeboA % W 7= &
labeled, Prospective, |associated with RA DWE - REROWE &
Observational HICEEm
multicenter study
Quartuccio L, 2016 open-label 52-week |13 SS patients Belimumab 7RG L 52w ESSDAI placeboh A& L 7=
(BELISS study) score. RF. IgM#'tE
fn
Seror R, 2015 Intervention Study 15 pSS patients Belimumab TZeRiHL blood B lymphocytes placeboh’ % L 7=
(before-after study) 4 blood and
salivary NK cell
numbers &4
De Vita S, 2015 Clinical Trial, Phase |30 pSS patients (28 |Belimumab 7R L ESSDAI and ESSPRI placeboH L 7=

Moscovici BK, 2015

Prospective double-
blind randomized
study.

48 eyes of 24 patients
with dry eye related
to SS

0.03% tacrolimus (14
patients)

vesicle (10 patients)

Fluorescein and Rose
Bengal scores (£7H
% /90R%EHICH
#. Schirmer | and
BUTIZREREE F o4
TABT28HZRICHE
ERDHDHL LWINHH
EMNEERESRL

RSB EIZOWT
placebo & LLER L 7= #E 5HAEAT
BERAPERINATULARL,
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patients, ®GCS in
475 (42%, at doses
>20mg/day in 255-
23%), ®
immunosuppressive
agents in 148 (13%),
IVIG in 25 (2%) and
RTX in 35 (3%)

patients.

hydroxychloroquine
(HCQ) and/or low
dose glucocorticoids
(GCS) (<20mg/day),
high dose GCS
(>20mg/day)

@ use of second-line
therapies
(immunosuppressive
agents, intravenous
immunoglobulins
[IVIG] and/or
rituximab [RTX]).

XHR MRETHA >~ P [ C 0] 557N ax> b
Gheitasi H, 2015 Retrospective cohort |Total 1120 pSS @ no systemic no systemic fEJR (ESSDAI A D LML T, MR
study @HCQ in 282 (25%) [therapies, @/® therapies, score) DWE A TEAR L,

Pontarini E, 2015

Open-label trial

10 pSS patients

Belimumab

ToeREL

(BAFF-R) expression
before or after 24 and
52 weeks of therapy
with belimumab

placeboh¥ 7 L
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[SR-4 BIAX#ELY R }]

AW

Nakayamada S,
Rheumatology
(Oxford), 2009 [1]

Usefulness of initial histological features for stratifying

Sjogren’s syndrome responders to mizoribine therapy.

Nakayamada S, Mod
Rheumatol, 2007
[2]

Effi cacy and safety of mizoribine for the treatment of
Sjogren’s syndrome: a multicenter open-label clinical

trial.

Drosos AA, Ann
Rheum Dis, 1986
[3]

Cyclosporin A (CyA) in primary Sjogren's syndrome: a
double blind study.

Price EJ, J
Rheumatol, 1998
[4]

A double blind placebo controlled trial of azathioprine in
the treatment of primary Sjogren's syndrome.

Shao Q,
Scandinavian
journal of

rheumatology, 2021
(5]

Efficacy and safety of iguratimod on patients with
primary Sjogren's syndrome: a randomized, placebo-

controlled clinical trial.
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Skopouli FN, Clin
Exp Rheumatol,
1996 [6]

Methotrexate in primary Sjégren's syndrome.

TERF®

Tsuboi H, Mod
Rheumatol, 2016

Effectiveness of abatacept for patients with Sjogren's
syndrome associated with rheumatoid arthritis. An
open label, multicenter, one-year, prospective study:
ROSE (Rheumatoid Arthritis with Orencia Trial toward
Sjogren's syndrome Endocrinopathy) trial.

de Wolff L, Semin
Arthritis Rheum,
2022

Long-term abatacept treatment for 48 weeks in
patients with primary Sjogren's syndrome: The open-
label extension phase of the ASAP-III trial.

Wang ZZ, Front
Immunol, 2021

Development and Application of the Placebo Response
Model in Clinical Trials for Primary Sjogren's
Syndrome.

Kim J, J Ocul
Pharmacol Ther,
2021

Efficacy of Switching from Cyclosporine A 0.05%
Anionic Emulsion to Cyclosporine A 0.1% Cationic
Emulsion in Patients with Dry Eye Associated with
Sjogren's Syndrome.
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Moawad P, Eur J
Ophthalmol, 2022

Evaluation of the effect of topical tacrolimus 0.03%
versus cyclosporine 0.05% in the treatment of dry eye

secondary to Sjogren syndrome.

Cubuk MO, Int
Ophthalmol, 2021

Topical cyclosporine a (0.05%) treatment in dry eye
patients: a comparison study of Sjogren's syndrome

versus non-Sjogren's syndrome.

Baer AN, Ann
Rheum Dis, 2021

Efficacy and safety of abatacept in active primary
Sjogren's syndrome: results of a phase lll, randomised,

placebo-controlled trial.

Amlani B,
Sarcoidosis Vasc
Diffuse Lung Dis,
2020

Treatment of primary sjogren's syndrome-related

interstitial lung disease: a retrospective cohort study.

Machado AC, Clin
Rheumatol, 2020

Effectiveness and safety of abatacept for the treatment

of patients with primary Sjogren's syndrome.

van der Heijden EH,
Expert Rev Clin

Immunol, 2019

Additive immunosuppressive effect of leflunomide and
hydroxychloroquine supports rationale for combination
therapy for Sjogren's syndrome.
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Chu LL, Arthritis Meta-Analysis of Treatment for Primary Sjogren's

Care Res, 2020 Syndrome.

Felten R, The pipeline of targeted therapies under clinical
Autoimmun Rey, development for primary Sjogren's syndrome: A
2019 systematic review of trials.

Hernndez-Molina G, [Do antimalarials protect against damage accrual in
Clin Exp Rheumatol, |primary Sjogren's syndrome? Results from a Latin-

2018 American retrospective cohort.

Letaief H, Joint Efficacy and safety of biological DMARDs modulating B
Bone Spine, 2018 cells in primary Sjogren's syndrome: Systematic review

and meta-analysis.

Torres-Ruiz J, Clin  [Use and withdrawal of immunosuppressors in primary

Exp Rheumatol, Sjogren's syndrome.
2018
Moerman RV, J Detailed Analysis of the Articular Domain in Patients

Rheumatol, 2017 with Primary Sjogren Syndrome.

Verstappen GM, J B Cell Depletion Therapy Normalizes Circulating
Rheumatol, 2017 Follicular Th Cells in Primary Sjogren Syndrome.
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Haacke EA, Clin Exp [Abatacept treatment of patients with primary Sjogren's
Rheumatol, 2017 syndrome results in a decrease of germinal centres in

salivary gland tissue.

Kedor C, Clin A phase Il investigator-initiated pilot study with low-
Rheumatol, 2016 dose cyclosporine A for the treatment of articular

involvement in primary Sjogren's syndrome.

Tsuboi H, Mod Effectiveness of abatacept for patients with Sjogren's
Rheumatol, 2016 syndrome associated with rheumatoid arthritis. An
open label, multicenter, one-year, prospective study:
ROSE (Rheumatoid Arthritis with Orencia Trial toward
Sjogren's syndrome Endocrinopathy) trial.

Quartuccio L, Clin  |Efficacy of belimumab and targeting of rheumatoid

Exp Rheumatol, factor-positive B-cell expansion in Sjogren's syndrome:
2016 follow-up after the end of the phase Il open-label
BELISS study.

Seror R, Arthritis Low numbers of blood and salivary natural killer cells
Res Ther, 2015 are associated with a better response to belimumab in
primary Sjogren's syndrome: results of the BELISS
study.
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De Vita S,
Rheumatology, 2015

Efficacy and safety of belimumab given for 12 months
in primary Sjogren's syndrome: the BELISS open-label
phase Il study.

Moscovici BK, Cont
Lens Anterior Eye,
2015

Treatment of Sjogren's syndrome dry eye using 0.03%
tacrolimus eye drop: Prospective double-blind

randomized study.

Gheitasi H, Int How are we treating our systemic patients with primary
Immunopharmacol, [Sjogren syndrome? Analysis of 1120 patients.

2015

Pontarini E, Treatment with belimumab restores B cell subsets and

Rheumatology, 2015

their expression of B cell activating factor receptor in
patients with primary Sjogren's syndrome.

Z D5 Bis
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CQ30 BHIEIIBRREOREICE
BEHA RS54 Q30 SeEEHIGIR LB
A
R SSOERE * FEBOFEE S (-2) "L "R/ (D) " ME (0) D3RR
Feoir'm (2) " (D L ME (0) "O3RBTIET Y ARKICRIRE T
BN (S oaxBY >, THFF
A TYU A TSFER) BETTRALILICHRICE DD
P 5
77 NAL L A
WNATFTRYRG*
=17 | &
fERIER SR EIRNA T FEBIR A/
AR NA | g e Z Dt FEE > YRy AN (77 b H LK)
R AT R
TR | 7R
i oy 77 2R HEa
» v | e | bAh (7 TV |3 A A e |PIR
. [ARTYA >— |BER |8 xe& =R |, _
Mea—FK C AN ITT |4F& (7 b By |Bo (%) |[BEn (B2 (%) BiE (SHEXME
Y Lx (b |t o » (&
1t . e (hA L 5 ¥ & T (f&)
S - 5)
Drosos AA, 10(0.| 1.14 10(0.] 1.06
ml/5 ml/5
1986 RCT 62+ + ) 62+ + ~ [NAINA |NA
min min
0.66) | 1.28 0.67) | 1.08
Price EJ, 12 13
0.2+ [ ml/5 0.3+ | ml/5
1998 RCT 0.2+ I (= ~ [NA INA |NA
0.09 | min 0.1 | min
0.05) 0.1)
Shao Q, 0.1(- ml/15 0.15(- ml/15
2021 RCT 19 | 0.18 36 [ 0.23 NA |NA [NA
m m
0.22) 0.36)
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CQ30 EINHIER IZREE DRE(IC
BAA FTA Y }EﬁQﬁ\ SR IR E DR EICH
& SSOIEE *KBEAOFEIR"ES (-2) " "H/EL (D " E (0) "D
FEHEFE (2) " " (1) " ME (0) "O3EBTIET Y AREICRIRES €5
GEISE (73R Y v, PTHFA
A FYy ATSFEF) BTYIRALZEICBRICE LD D
Xf B Fixs
7T MALA RED W
NAFTRYRG*
=T | BH
BRI BIR/NA AN
BT nA | 34 AR Z Dt JEE M YRIANE (7Y A LK)
2 A7 R
TR | TR
|2 fz ii 7 HE [N SN PR\
7 3 o QR:S
WETHA v— |8 B & | N ‘ . B _
MR- F 7’“7 PN ff ff ITT |&F |9k L (O L L (CD (E'E EE |(EERR
1t B2 |HA N & ¥ & F X (&)
W E2))
Drosos AA, 10(7.15.0= [mm/5| 10(4.|5.2%= [mm/5
RCT NA NA NA
1986 4+ | 51 | min | 8% | 10.6 | min
Price EJ, 12 13
4.0£ [mm/5 3.2+ |[mm/5
1998 RCT (3.3% (G A 7] NA | NA NA
1.1 min 3.0 min
1.1) 3.2)
Sh 3(- 2(-
ao Q, 0.3( mm/5 1.2 mm/5
2021 RCT 19 0.3 36 0.6 NA 0.9 NA
m m
0.8) 2.3)
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LEHA LS4

CQ30 HEIMHEIIBREDLEICH

A
e * SEEOFELS (-2) ", "/ (1) " E (0) D3RR
RES SSOBMRE LEBIETE (2) " (1) " E (0) "OIBBETI Ty AR KR E €5
REMFE (TYFATYY, A75F )
A . BFYRALIEICAHEICE L DD
EF)
Xf B FE®E
77 MAL B EER
NATFTRYRG*
=217
B 5IE 22 BRNA T FEBLR A /S
Ry 2 ZoM e YRHAE (D b5 LK)
R A4 TR
7R
METYA |5 |av (8 77 |BR B |20 |FE& 7T |FE |HEB |HE A [P HhE |BhER
HEa—F ITT TR |NA [ % % EHEXM
* v £ |o— |t ba w7 BB o |® O O o e K M N R ot v
Price EJ, 12
13 72.8
1998 78t | mm | (76.6 mm
RCT -1 -1 0 0 0 = -1 (77.4 + NA | NA NA
4.2 |(VAS)| = (VAS)
+5.1) 10.9
10.7)
Shao Q, 05 PGA - | PGA
2021 “ | vas 1.1(- | VAS p=0.
RCT 1l -1 = 19 | 1.0, 36
(24W 2.3, | (24w 039
0.8)
) 1.4) )

axXv b (BYTEENICEA)
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[4-5 FHES—F AARE]

PEHAILEZA4Y

CQ30 HEMHRIIWRENHEICH
R

W& SSOEEE * BEEOTHELE (-2) "\ "B/ (1) "L E (0) D3RR
Feolr's ((2) " " (1) " ME (0) "O3RETIET Y AREKRICRBREES
AA GBEIMEE (o EY Y, A75F
EFR) ETYRALIEICREICE L DD
ot a5
T RAL B
NRATRYRH*
=T | B
ERHR TR BT
=E e || |PEEES Zok B Y2IAEK (7 b5 LK)
R A7 R
VS TR
7y @R
ay E)) R
5y b w7 |2 7Y HE | L NEEIIN MR
HRETFHA = T o |Ee gr [0 : : = _
HEa—F 7’”7 gu | ff ff LUV S LA L O W o PN e W L COT e e D (E'E BiE |sERE
t | w4 |Ha |diE A g |7 g |7 ‘ (18)
AN e | 7R 5
Drosos AA,
RCT 10 5 50 10 4 40|RR 0.1 [-0.33 - 0.53]
1986
Shao Q, RES
2020 fiEE
iz
RCT 2Ly
<3
e
L

axXv b (ZYTHEMICEA)
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[4-6 MMl —F RBFRE]

None

I (BETIRIVISREA)

BRITAES1Y CQ30 HEMHEIMBEENHEICHRAN,
*IATRAYRY, FEESE
W& BRA D OFHEIE B (-2) ", " H/EEN (-1) ", "IE(0) " DIERFE
FEDIZE(-2)"."H(-1)", "E(0)" DIRFETIE 7o RBIKICRBREE D
o FRE
Tt A RIEE (78 (+2) 7 " (+1) ", “{E(0) " D IERBE
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