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BRI ss
cQ CQ26 LNSERRRK-CU7RVILVARRK-E7IIVAVERERRE, FSAT7AOARELRES, REsvE BREROBEIZEAN
T—ER—Z PubMed
Bt 2015/9/25
BRE S
# RN X
#1 Search ((“ocular dryness”) OR Dry Eye Syndromes[MH] OR mucins[MH]) 32,807
#2 Search Rebamipide OR diquafosol OR “Hyaluronic Acid”[MH] OR “Cyclosporins”[MH] 53,291
#3 Search ((“2000/01/01”[DP] : “2015/05/31”[DP]) AND (English[Lang] OR Japanese[Lang]) AND humans[MH]) 6,462,191
#4 #1 AND #2 AND #3 240
#5 #4 AND (Randomized Controlled Trial[PT] OR Multicenter Study[PT]) 81
24k Ss
cQ CQ26 LN\SERRRK-CU7HRVILRBRR-E7IAVEBRRRIE, FSATAOABELERES, RESPE BEEROBEIZHEAL
F—ER—R Cochrane
B ft 2015/7/24
BRE H
# BrERR XHR%
#1 #1 Sjégren’ s (Syndrome or disease) 341
#2 Rebamipide or Diquafosol or (Hyaluronic Acid) or mucin 356
#3 | (dry eye) or Xerophthalmia 1,346
#4 | #1 and #2 and #3 5

F14kIL SS
cQ CQ26 L/ASEFERK-COT7RVILERE-E7ILOVEERRERIEL FSAT7/DAKELEREEE, RESVE, BEEROREIZEAL
FT—ER—R EfiE

Bt

2015/7/24




BREE Fh

# RN SCERER

#1 | (Si6gren FEIREE/TH or L x—/ L UfEIREE/AL) 10,456
#2 | (FSA474/AL or BREREZIZIE/TH) 2,320
#3 | AIZRE/TH or REBIKE/TH or FEEESE/TH 32,584
#4 (Rebamipide/TH or L'/ASEK/AL) or (Diquafosol/TH or 477k JL/AL) or (“Hyaluronic Acid”/TH or E7 LA EE/AL) 8,439
#5 #1 and #2 and #3 77
#6 #4 and (PT=]RZE 5% PDAT=2000/1/1:2015/05/31) 10
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NGGC

NA

NIGE

NA

PubMed GCochrane [E#FME EMBASE WHO

87 5 10 NA

NA

PsycINFO®

NA

CINAHL  Others( )

NA NA

Total records identified through

database searching (n = 102 )

Additional records identified through

other sources (n =

Records screened (1st Screening)

(n= 102 )

Full-text articles assessed for eligibility

(2nd Screening) (n= 32 )

Studies included in qualitative synthesis

(h= 4 )

Studies included in quantitative synthesis

(meta—analysis) (n= 0 )

Records excluded

(n= 70 )

Full-text articles excluded,
with reasons

(n= 28 )
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343 RRTHIY P I c (o] 5358 aAVk
20.3% Schirmer [ test, break—up time C A TS5tRTH
One hundred and
(10.4% hyaluronic acid (HHA)eye hydroxypropylmethylcellulos | (BUT), ocular surface staining LY, SS &R TIEA
lester M, Eye (Lond), 2000 RCT thirty—five patients with a v
drops e plus 0.1% Dextran 70 with 1% Bengal Rose, or 2% LVN(KCS DH) =8
diagnosis of KCS
(HPMC) eye drops fluorescein B&4ot
ocular surface damage(stinging,
burning, foreign body sesation,
multi-centered, double, heaviness of the lids, hypotonic 7/
Milazzo G, Adv Exp Med (Dhypotonic  containing sodium (@isotonic containing sodium
masked, crossove clinical 158 dry syndrome photophobia, global ocular v isotonic M ELERD 1=

Biol, 2002

traial conducted

hyaluronat

hyaluronat

symptoms, Thut, fluorescein
stain, rose bengal stain,

anesthetized shirmer test)

HERS

McDonald CC, Eye (Lond),

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,

C N TSR THL
=& BRot

Aragona P, Br J

Ophthalmol, 2004

Randomized Controlled Trial

86 dry eye (1) history of
dry eye for at least 2
months12; (2) tear film
abnormalities (that is, tear
break up

time <10 seconds, and/or
anaesthetised Schirmer’ s
test <5.0

mm in one or both eyes);
(3) ocular surface damage
(rose

bengal and/or fluorescein

test score >3))

sodium hyaluronate,eye drops

Placebo (saline)

symptomscore, anestetised
schirmer test, BUT, rose bengal

stain, fluorescerin stain

SS THULWKSA




Stonecipher K,Curr Med Res

Opin, 2005

5884(84%femalevoluntarily)

0.05% CSA

None

symptom severity, symptom

impact on daily activities

C MNTS5ERTH
=&k

Brignole F, Graefes Arch Clin

prospective, randomised,

masked-observer,

symptoms(VAS), cornea

assessed with fluorescein and

C MISERTH

22 dry eye 0.18% sodium hyaluronate 1% carboxymethylcellulos lossamine green , BUT, corneal LY, SS LIS DEEHI
Exp Ophthalmol, 2005 parallel—group, single—centre
topography, schirmer, flow HET-HERSN
study
cytometry(CD44, HLA DR)
Samarkos M, Curr Allergy E7ILAVEE, EOAILEY, EEA
LEa1— SS LEa1—D1=5Hx4st

Asthma Rep, 2005

Jo, oBaRRYr A, BEIME

Trattler W, Clin Ther, 2006

5367—3145 (SS (& 194)

0.05% CsA

None

how frequently they used the
medication, how rapidly their
symptoms were relieved, and
whether they intended to

continue using cyclosporine.

Trobh LA ESE
W= BRNEEIC
LHEE)DT=ORK
st

Schechter, J Ocul

Pharmacol Ther, 2006

single—center, randomized

open-—label clinical trial

52clinically diagnosed dry

ey

ketorolac 0.4% and cyclosporin—A

cyclosporin—A

corneal staining, Schirmer’s

scores, and tear break—up time

cyclosporin-A &
ketorolac 0.4%&H

DLLE Df-HRR

Johnson ME, Graefes Arch

Randomized , double-masked

non—invasive break—up

SS THLY, 7O
LHB—BLEL =

Controlled Trial; Research Thirteen moderate dry eye 0.1% and 0.3% Sodium hyaluronate | 0.9% saline
Clin Exp Ophthalmol, 2006 time(NIBUT) B&4} (moderate dry
Support, Non-U.S. Gov't
eye)
Prospective, randomized, primary lachrymal disease Schirmer score, primary lachrymal
Jain AK, Ann Ophthalmol
placebo controlled single (APLD; 15 patients and 2% CsA None TBUT(fluorescein), fluorescein disease & SS M 1=&
(Skokie), 2007
masked, cross—over study SS; 15 patients dye dilution time(FDDT), RB B4
Schirmer scores, Tear volume,
TST+T35E

Roberts CW, Cornea, 2007

30 dry eye

10.05%CsA, plugs, +plugs

@plugs, @+plugs

ocular surface staining(rose

bengal staining)

D LLE DO R4




Rolando M, BMC Ophthalmol,

2007

open—label, randomised,

single—centre clinical study.

thirty dry eye(SS 3)

@0.5%, 1% TSP

20.2% hyaluronic acid (HA)

visual analogue scale,

conjunctival staining

tamarind seed
polysaccharide
(TSP)ED LB xR
Diz& SS LIS H
ZUMEFI DT
5t

Prabhasawat P, Br J

Ophthalmol, 2007

randomised, double—blind,

controlled, exploratory study

10 dry eye due to LTD

(10.18% sodium hyaluronate,

20.3%

hydroxypropyl-methylcellulo

se (HPMC)/0.1% dextran

Non—-invasive tear film break—-up
time(NIBUT), FBUT, fluorescein,

rose vengal, schirmer test

SS THLY, F5+R
ED LB
(sodium,HPMC,dext
ran) TIEAELV=HR
4t

Troiano P, Cornea, 2008

cross—over, randomized,

balanced, single—blind study

dry eye syndrome 28

subjects

0.4% hyaluronic acid eye drops 300
mOsm/L ,0.4% hyaluronic acid eye

drops 150 mOsm/L

symptoms,rose bengal,

hyperaemia score

SS THLY, TSR
Tl&< 300 A 150
mOsm M LLE D 1=
SRS

Johnson ME, Optom Vis Sci,

randomized, double-masked

Sixty—five subjects with

tear break—up time without

(NIBUT) and with (TBUT)

SS THLY, FS5+R

0.3%Carbomer 0.18%SH fluorescein, and corneal and 73<(SH & carbomar)
2008 study dry ey
conjunctival staining with =4t
fluorescein and lissamine green,
symptoms (ocular dryness,
foreign body sensation,
photophobia and burning) and
Chen M, J Ocul Pharmacol multicenter, randomized, 233 dry eye(moderate to
0.05%cyclosporine vehicle signs (conjunctival hyperemia, SR M SS A LA

Ther, 2010

double-blind

severe)

Schirmer test, tear Break—up
time (BUT), and corneal punctate

fluorescein staining)




Baiza—Duran L, Br J

multicentre, randomised,

double-masked,

symptoms and conjunctival

hyperaemia, TBUT, ocular

183 patients 1%, 0.05%CsA vehicle surface,condition, rpse bengal SS (F—f
Ophthalmol, 2010 vehicle—controlled, clinical
staining , fluorescein staining,
trial
schirmer test
symptom scores, Schirmer test
single—center,
scores, tear breakup time(TBUT),
Rao, J Ocul Pharmacol investigator-masked, 74(&§%, 41CsA)—58 (58
0.05%CsA artificial tear and Ocular Surface Disease TR M SS M A
Ther, 2010 prospective, randomized, ™)
Index scores(OSDI), Number of
longitudinal trial
goblet cells
0SDI(Ocular Surface Disease 310 ADS55 SS (X5
Three hundred ten
Miller KL, Arch Ophthalmol, open-—label nonrandomized Index, clinician global impression A, PoMALAGE
patients(82.3% white and Restasis(0.05%CSA) none
2010 observational study (CGI) and a subject global SEELY, STEEANALY
81.6% femal)
assessment(SGA) =845
Schirmer I ,tear film break—up
artificial
prospective, randomized, Forty—two eyes of 42 time (BUT), crneal fluorescein
tears(0.3%hydroxypropyl
Demiryay E, 2011 partially masked patients,dysfunctional tear | CsA 0.05% staining, conjunctival lissamine &M SS MhABH
methylcellulose
study(patients [& no masked) | syndrome green staining , goblet cell
0.1%dextran70)
density
SS THLY, Z<ILHR
prospective, multicenter, ocular symptom scores, Schirmer
Byun YS, Korean J 392 Korean patient dry eye DARFE, NS
open-—label, surveillance CsA 0.05% none score, conjunctival staining,

Ophthalmol, 2011

study

—362 A

adverse event

SUETEEIGA
DI=HERS




Prabhasawat P, Cornea,

2012

prospective, randomized,
double—masked,
parallel-group controlled trial

enrolled

70 patients with
symptomatic MGD and
unstable tear film [tear
breakup time (TBUT) <8

seconds]

0.05%CsA

0.5% carboxymethylcellulose

70 patients with symptomatic
MGD and unstable tear film [tear
breakup time (TBUT) <8
seconds], 70 patients with
symptomatic MGD and unstable
tear film [tear breakup time
(TBUT) <8, Schirmer I

tesseconds]

StERAS CMC D=8
)8

Cheema A, J Ayub Med Coll

multi—centre, open—label,

uncontrolled clinical trial

250 diagnosed patients of
Dry Eye and at least 1 of
the tests (Tear Film

Break—up time (TBUT) <

sodium hyaluronat

none

ocilar symptoms and signs, Film

Break—up time (TBUT) ,

SEBMELY, SST

Abbottabad, 2012 or = 10 second, Schirmer’s Schirmer's test, corneal (TR = BRo
carried out
test < or = 6 mm/5 min, stainingfliorescein, rose bengal)
and positive corneal
staining)—237
tear volume, tear film break—up
time (BUT), fluorescein and rose BN TSERTHE

Kamiya K, Eye (Lond), 2012

randomized, multicenter

study.

64 eyes of 32 patients (dry

eye or SS)

sodium hyaluronate +3%diquafosol

sodium hyaluronate

bengal vital staining scores,
subjective symptoms, and

adverse events

Ly, SS USAELED
=45

Sullivan BD, Cornea, 2012

prospective, observational

case series study

Fifty—two subjects( (n = 16
mild/moderate, n = 36
severe; age, 47.1 +/- 16.1

years))

0.05% cyclosporine A

none

Bilateral tear osmolarity,
Schirmer, tear film breakup time
(TBUT), staining, meibomian
grading, and Ocular Surface

Disease Index

SEEAELY, SS T

TR




Aragona P, Acta Ophthalmol,

double-masked, controlled,

Symptom score questionnaire,

tear break—up time (TBUT),

BT TR TR

40 N &M DTS SS 0.15%7I)LOVER+ TS /B 0.15%E7 )L O g corneal fluorescein stain, W, PE/EEOME
2013 clinical study
Shirmer’s I test and confocal = HH=DERS
microscopy
FSA7 A X EBEETE (12 18
Koh Shizuka, Japanese B), YILY—TRE, ZILALE
15 A(SS12 N) KARZ RHEEAVELY, SS A
Journal of Ophthalmology, Prosoective, Open Label %O TRV ILAERR none A AN-AES S UEIRRE

K574 12 ATH
2013 E, BUT, A=RARDES,
EER
@diquafosol 3%, Q) OSDI, SchirmerI test, BUT,
BN TSR TR

Hwang HS, Cornea, 2014

Randomized, parallel-group,

case—control study

150 patients with dry eye

syndrome

10.1%sodium hyaluronate

diquafosol
3%+preservative—free sodium

hyaluronate0.1%

fluorescein and rosebengal
staining, goblet cell density,

impression cytological grade

LY, SS THLV=8

239}

Koh S, Acta Ophthalmol,

Sixteen eyes in 16 (14S

S)patients with mild or

tear break-up time (BUT),

XTEHELY, SS

3% diquafosol None corneal/conjunctival fluorescein s LsrEEEn
2014 moderate
staining and Schirmer’s tes 5= 4
aqueous—deficient dry eye
fluorescein staining scores
Thirty patients with SS (FSS),lissamine green—staining A NOWEE -]
Arimoto A, Cornea, 2014 2% rebamipide REmIS574L, 12,22
—27 scores (LSS), tear film break-up |ADNRDEIE

time (BUT)

Gong L, Br J Ophthalmol,

2015

A randomized, parallel—-group
interventionalclinical

study

497 patients with dry eye
(Schirmer's test, 5 mm;
fluorescein and RB score,

3 points)

3% diquafosol

0.1% sodium hyaluronate

fluorescein staining scores and
rose benga and tear film breakup

time

3% diquafosol or
sodium hyaluronate
DL, SS Th
WAETREIEH YRS
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Koh Shizuka, Japanese Journal of Ophthalmology, 2013 [1]

Long—term results of treatment with diquafosol ophthalmic solution for aqueous—deficient dry eye(KDRZERSA T AT EHUHOTHRYILA

RikERALVERORIARE)

McDonald CC, Eye (Lond), 2002 [2]

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

R AR alleviation of symptoms associated with dry eye syndrome.
Effect of rebamipide ophthalmic suspension on signs and symptoms of keratoconjunctivitis sicca in Sjogren syndrome patients with or without
Arimoto A, Cornea, 2014 [3]
punctal occlusions.
Koh S, Acta Ophthalmol, 2014 [4] Effect of diquafosol ophthalmic solution on the optical quality of the eyes in patients with aqueous—deficient dry eye.
lester M, Eye (Lond), 2000 Improvement of the ocular surface using hypotonic 0.4% hyaluronic acid drops in keratoconjunctivitis sicca.
Milazzo G, Adv Exp Med Biol, 2002 Efficacy of sodium hyaluronate eye drops of different osmolarities in the symptomatic treatment of dry eye patients.
Aragona P, Br J Ophthalmol, 2004 Long term treatment with sodium hyaluronate—containing artificial tears reduces ocular surface damage in patients with dry eye.
Stonecipher K,Curr Med Res Opin, 2005 The impact of topical cyclosporine A emulsion 0.05% on the outcomes of patients with keratoconjunctivitis sicca.
Brignole F, Graefes Arch Clin Exp Ophthalmol, 2005 Efficacy and safety of 0.18% sodium hyaluronate in patients with moderate dry eye syndrome and superficial keratitis.
Samarkos M, Curr Allergy Asthma Rep, 2005 Recent advances in the management of ocular complications of Sjégren’ s syndrome.
Self-reported compliance with topical cyclosporine emulsion 0.05% and onset of the effects of increased tear production as assessed through
Trattler W, Clin Ther, 2006
patient surveys.
Schechter, J Ocul Pharmacol Ther, 2006 Ketorolac during the induction phase of cyclosporin—A therapy.
Johnson ME, Graefes Arch Clin Exp Ophthalmol, 2006 Effectiveness of sodium hyaluronate eyedrops in the treatment of dry eye.
TR Jain AK, Ann Ophthalmol (Skokie), 2007 Effect of topical cyclosporine on tear functions in tear—deficient dry eyes.

Roberts CW, Cornea, 2007

Comparison of topical cyclosporine, punctal occlusion, and a combination for the treatment of dry eye.

Rolando M, BMC Ophthalmol, 2007

Establishing the tolerability and performance of tamarind seed polysaccharide (TSP) in treating dry eye syndrome: results of a clinical study.

Prabhasawat P, Br J Ophthalmol, 2007

Performance profile of sodium hyaluronate in patients with lipid tear deficiency: randomised, double—blind, controlled, exploratory study.

Troiano P, Cornea, 2008

Effect of hypotonic 0.4% hyaluronic acid drops in dry eye patients: a cross—over study.

Johnson ME, Optom Vis Sci, 2008

Carbomer and sodium hyaluronate eyedrops for moderate dry eye treatment.

Chen M, J Ocul Pharmacol Ther, 2010

A comparison of cyclosporine 0.05% ophthalmic emulsion versus vehicle in Chinese patients with moderate to severe dry eye disease: an

eight—week, multicenter, randomized, double—blind, parallel-group trial.

Baiza—Duran L, Br J Ophthalmol, 2010

A comparative clinical trial of the efficacy of two different aqueous solutions of cyclosporine for the treatment of moderate—to—severe dry eye

syndrome.

Rao, J Ocul Pharmacol Ther, 2010

Cyclosporine 0.05% to improve visual outcomes after multifocal intraocular lens implantation.




Miller KL, Arch Ophthalmol, 2010

Topical cyclosporine 0.05% for the prevention of dry eye disease progression.

Demiryay E, 2011

Effects of topical cyclosporine a plus artificial tears versus artificial tears treatment on conjunctival goblet cell density in dysfunctional tear

syndrome.

Byun YS, Korean J Ophthalmol, 2011

Cyclosporine 0.05% ophthalmic emulsion for dry eye in Korea: a prospective, multicenter, open—label, surveillance study.

Prabhasawat P, Cornea, 2012

A randomized double-masked study of 0.05% cyclosporine ophthalmic emulsion in the treatment of meibomian gland dysfunction.

Cheema A, J Ayub Med Coll Abbottabad, 2012

Sodium hyaluronate eye drops in the treatment of dry eye disease: an open label, uncontrolled, multi—centre trial.

Kamiya K, Eye (Lond), 2012

Clinical evaluation of the additive effect of diquafosol tetrasodium on sodium hyaluronate monotherapy in patients with dry eye syndrome: a

prospective, randomized, multicenter study.

Sullivan BD, Cornea, 2012

Clinical utility of objective tests for dry eye disease: variability over time and implications for clinical trials and disease management.

Aragona P, Acta Ophthalmol, 2013

Effects of amino acids enriched tears substitutes on the cornea of patients with dysfunctional tear syndrome.

Hwang HS, Cornea, 2014

Additive Effect of preservative—free sodium hyaluronate 0.1% in treatment of dry eye syndrome with diquafosol 3% eye drops.

Gong L, Br J Ophthalmol, 2015

A randomised, parallel-group comparison study of diquafosol ophthalmic solution in patients with dry eye in China and Singapore.
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test value
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20 patients with severe
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Mansour K, Cornea, 2007 Randomized Controlled Trial | caused by Sjogren punctum plug(uniocular) none(other eye) v
and debris in de cul-de-sac s
syndrome final
13patients
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Punctal plugs versus artificial tears for treating primary Sjégren’ s syndrome with keratoconjunctivitis SICCA: a comparative observation of their

AR Qiu W, Rheumatol Int 33:2543-8, 2013 [1]
effects on visual function.
Goto E, Am J Ophthalmol
The sparkle of the eye: the impact of ocular surface wetness on corneal light reflection.
151:691-696.e1. 2011
Egrilmez S, Rheumatol Int 31:1567-70. 2011 Clinical efficacy of the SmartPlug in the treatment of primary Sjégren’ s syndrome with keratoconjunctivitis sicca: one—year follow—up study.
Mansour K, Cornea ;26:147-50. 2007 Lacrimal punctum occlusion in the treatment of severe keratoconjunctivitis Sicca caused by Sjogren syndrome: a uniocular evaluation.
FEARHX Sakamoto A, Cornea 23:249-54.2004 Efficacy and retention rate of two types of silicone punctal plugs in patients with and without Sjogren syndrome.

Nishii M, Nihon Ganka Gakkai Zasshi 107:322-5. 2003

[Comparison of extrusion rate for two different design of punctal plugs].
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S4bIL ss
cQ CQG28 RTAARIKIRREDHEIZHRAM
T—ER—ZR PubMed
Bt 2015/7/7
B’RRE SERER/ 1R H
# BERR X
#1 Search Sjégren’ s Syndrome/therapy[MH] 1,544
#2 | Search ((“Adrenal Cortex Hormones”[PA] OR “Adrenal Cortex Hormones”[MH])) 343,471
#3 Search ((SialadenitisflMH] OR DacryocystitisitMH] OR SalivalMH] OR Tears[MH])) 44,653
#4 Search ((“2000/01/01”[PDAT] : “2015/05/31”[PDAT]) AND (English[Lang] OR Japanese[Lang]) AND humans[MH]) 6,344,142
#5 Search (#1 AND #2 AND #3 AND #4) 11
24k ss
ca CQ28 RTAARIXIRBREDHREIZHRAM
F—HAR—Z Cochrane
Bt 2015/7/7
BRE WERER/ TR H
# BrERR R
#1 Sj6gren’ s and (syndrome or disease*) 341
#2 MeSH descriptor: [Adrenal Cortex Hormones] explode all trees 11,520
#3 corticosteroid* or prednisolone 15,599
#4 saliva* or tear* or sialadenitis or dacryoadenitis or sicca 8,628
#5 #1 and (#2 or #3) and #4 Publication Year from 2000 to 2015, in Trials 11

21kIL SS
cQ CQ28 RTOARIEIRBEDHEIZHERAL
T—HR—X Edi




Bt 2015/7/9

BmEE REAER/ 1R H

# N XA

#1 | (Si6gren FEIREE/TH or S x—4 LUEIREE/AL) 10,447
#2 | GIBREHRILEY/TH or RTEAR/AL) or (Prednisolone/TH or FLE=Y' 0> /AL) 162,819
#3 | (EEFRARZE/TH or MERERJ/AL) or GREZ/TH or JRARHK/AL) or BRIFZE/AL or JRH/TH or MEF/TH 11,896
#4 | #1 and #2 and #3 40
#5 | (#4) and (PT=IRZE /) 19 19
#6 | (#5) and (DT=2000:2015)




[4-2 X@#EKIO—Fvr—F] PRISMAFHEHRE

NGC NICE  PubMed Cochrane [EEfE EMBASE WHO PsycINFO® CINAHL  Others( )
NA NA 11 11 15 NA NA NA NA NA
Total records identified through Additional records identified through
database searching (n= 33 ) other sources (n = 9 )
Records screened (1st Screening) Records excluded
—
(n= 42 ) (n= 21 )
Full-text articles assessed for eligibility Full-text articles excluded,
—
(2nd Screening) (n= 21 ) with reasons
(h= 16 )

Studies included in qualitative synthesis

(n= 5 )

Studies included in quantitative synthesis

(meta—analysis) (n= 2 )
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Lee HK. Ophthalmology, NGF, impression cytology, ATO/FEED
RCT 41 KCS patients + 23 HS Topical 0.1% PSL drop 0.1% hyaluronic acid drop (4
2006 symptom, BUT, Schirmer RCT D 1= x4+
Randomized double blind trial
Porpla P. Scand J 12 pSS women with a low Serum and salivary androgen, DHEA 5 DHE
with a cross—over and DHEA 50mg Placebo v
Rheumatol, 2011 serum DHEA-S salivary flow D=HER
wash—out design
Fatigue, depressive mood, mental
60 female patients with DHEA 2 5ED#HE
Hartkamp A. ARD, 2008 RCT 200mg oral DHEA Placebo well being, physical function, pain, v
pSS DF=HERsF
sicca complain, Schirmer
Randomized double blind trial
Resistin in blood or saliva, saliva DHEA 5 DOWMZE
Bostrom EA. JR, 2008 with a cross—over and 37 pSS + 32 HC DHEA 50mg Placebo v
volume DT=HRRS
wash—out design
Randomized double blind trial
Forsblad—d’Elia H. J Clin Sex steroid level, dry mouth, dry DHEA 2 5D#ME
with a cross—over and 23 pSS women oral DHEA 50mg Placebo v
Endocrinol Metab, 2009 eye D=
wash—out design
Pillemer SR. Arthritis Cre Dry mouth, dry eye, Schirmer, DHEA £ 5D
RCT 28 SS female oral DHEA 200mg Placebo v
Res, 2004 Ocular stain, salivary flow D=HER
Aragona P. Eur J symptom VAS, TBUT, Ocular ATOAFHEED
RCT 40 SS 0.1% clobetasone butyrate eyedrop | Placebo v
Ophthalmol, 2013 stain, IOP RCT M= st
IRARZEICHRT B
Dry eye, dry mouth, salivary flow, PSLOE#MEERL
Asashima H. IJRD, 2012 Letter, Case report a SS woman PSL 32mg None v
salivary Na and B2MG 1= Case report M7=
HERSH
ATACMRRERD
Hong S. J of Ocul Pharmacol | Prospective, Open label, one topical nonpreserved 1% mPSL BUT, Schirmer, Ocular stain,
106 eyes of 53 SS None (%4 open label, one arm
Ther, 2007 arm solution symptom
study D=HRRS
Prospective, Open label, one ATOMRETIRE
Izumi M. ARD, 1998 31 SS (24 pSS, 7 sSS) PSL irrigation of parotid gland Saline solution irrigation salivary flow (%4

arm

AUEAD =R




Prospective, Open label, one

Initial PSL10-30mg, Maintenance

Saxson, Ig, SS-A/B,

Miyawaki S. Intern Med, 1999 20 pSS female None RF,subjective oral symptom, side
arm PSL5-7.5mg
effect
ANA, RF, SS-A/B, salivary focus
Fox PC. Clin Exp Rheumatol,
RCT 24 pSS PSL30mg every other day Piroxicam or placebo score, ocular stain, salivary flow,
1993
Schirmer, symptom
salivary flow, sialochemical
Not receive PSL and
Pijpe J. ARD, 2007 Prospective, Open label 60 SS PSL5-7.5mg and/or DMARD, HCQ analysis, laboratory values, dry

DMARD

mouth VAS

Romos—Casals M. JR, 2007

Prospective

254 pSS + 254 control

group

corticosteroid

antiinflammatory agent,
antimalarial agent,

immunosuppressive agent

serum metabolic alteration

REANDEEEH
F-RIEEHEDT=
HERSH

Reksten TR. Int

Cytokine, autoantibody, salivary

Retrospective 141 pSS + 99 HC PSL5mg (range 2-50mg) Without PSL
Immunopharmacol, 2011 flow, extraglandular manifestation
Petrospective 7%
Cordero—Coma M. Ocul N=4 (2 SLE+SS, 1 pSS, 1
Retrospective, Case series PSL + (MTX, CsA, IFX) None symptom of KCS, Schirmer Case series D=
Immunol Inflamm, 2007 RA+psoriasis)
[Z)8
Schirmer, BUT, Ocular stain, LSG Case report M7=
Zandbelt MM. ARD, 2001 Case report SS with neurovasculitis PSL60mg None
histology 39N
Initial PSL 5-60mg (12+12mg),
Ichikawa Y. Ryumachi, 1979 salivary flow, tear volume,
Retrospective 34 SS maintenance PSL 2.5-20mg (7.0+ Without PSL
[Japanese] symptom, ESR, SE
5.1mg)
abacterial prostatitis and swelling of lacrimal gland and Case report M7=
Yasuda S. MR, 2004 Case report PSL 40mg None
PBC with SS salivary gland, dysuria BRoh
_ REMETRAFEHE INR @ Case report
BERE. MNRFEZRE, 2004 SEBIERE PSL 20mg None B THRIERR, 1eG
T5SSD 11 H/LR DT=H RS}
B IGERE. NERESEK, REME TIRAE2H#IC INR @ Case report
FEGIR & PSL 30mg None HETRR%

2003

SSLgHisn- 11 m&!R

DT=HERS
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Fox PC. Clin Exp Rheumatol 11:149-156, 1993 [1]

Prednisone and piroxicam for treatment of primary Sjogren’ s syndrome

Pijpe J. Ann Rheum Dis 66:107-112, 2007 [2]

Progression of salivary gland dysfunction in patients with Sjégren’ s syndrome

(3: D Miyawaki S. Intern Med 38:938-943, 1999 [3] Efficacy of low—dose prednisolone maintenance for saliva production and serological abnormalities in patients with primary Sjogren’ s syndrome
Reksten TR. Int Immunopharmacol 11:2125-2129, 2011 [4] Implications of long—term medication of oral steroids and antimalarial drugs in primary Sjégren’s syndrome
Ichikawa Y. Ryumachi 19:15-22, 1979 [Japanese] [5] Effect of steroid hormone on the salivary and lacrimal secretions in Sjogren’s syndrome (author’s transl)
Lee HK. Ophthalmology 113:198-205, 2006 Topical 0.1% prednisolone lowers nerve growth factor expression in keratoconjunctivitis sicca patients
Porpla P. Scand J Rheumatol 40:387-390, 2011 Failure of oral DHEA treatment to increase local salivary androgen outputs of female patients with Sjégren’ s syndrome
Effect of dehydroepiandrosterone administration on fatigue, well-being, and functioning in women with primary Sjégren’ s syndrome: a randomised
Hartkamp A. Ann Rheum Dis 67:91-97, 2008
controlled trial
Bostrom EA. J Rheumatol 35:2005-2011, 2008 Salivary resistin reflects local inflammation in Sjégren’ s syndrome
Low serum levels of sex steroids are associated with disease characteristics in primary Sjogren’ s syndrome; supplementation with
Forsblad-d’Elia H. J Clin Endocrinol Metab 94:2044-2051, 2009
dehydroepiandrosterone restores the concentrations
Pillemer SR. Arthritis Cre Res 51:601-604, 2004 Pilot clinical trial of dehydroepiandrosterone (DHEA) versus placebo for Sjégren’ s syndrome
Aragona P. Eur J Ophthalmol 23:368-376, 2013 Safety and efficacy of 0.1% clobetasone butyrate eyedrops in the treatment of dry eye in Sjégren’ s syndrome
FEEASIC | Asashima H. Int J Rheum Dis 15:¢31-33, 2012 Extremely high salivary beta(2) —microglobulin and Na(+) levels in a Sjogren’ s syndrome patient
Hong S. J of Ocul Pharmacol Ther, 2007 Recurrence after topical nonpreserved methylprednisolone therapy for keratoconjunctivitis sicca in Sjégren’ s syndrome
Izumi M. Ann Rheum Dis 57:464-469, 1998 Corticosteroid irrigation of parotid gland for treatment of xerostomia in patients with Sjogren’ s syndrome
Romos—Casals M. J Rheumatol 34:754-761, 2007 High prevalence of serum metabolic alterations in primary Sjégren’ s syndrome: influence on clinical and immunological expression
Cordero—Coma M. Ocul Immunol Inflamm 15:99-104, 2007 Systemic immunomodulatory therapy in severe dry eye secondary to inflammation
Reversibility of histological and immunohistological abnormalities in sublabial salivary gland biopsy specimens following treatment with
Zandbelt MM. Ann Rheum Dis 60:511-513, 2001
corticosteroids in Sjégren’s syndrome
Yasuda S. Mod Rheumatol 14:70-72, 2004 Abacterial prostatitis and primary biliary cirrhosis with Sjogren’ s syndrome
HEE. DMREZE 67:1351-1354, 2004 REYHETIRERZRZEICE RSN Sjogren FEIRFFD 1 45
EWERTE. /DMRRIERK 56:337-341, 2003 REME TIREDREIBETS NI Sjsgren FEIREED 11 K 2
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Prednisone and piroxicam for treatment of primary Sjégren’ s syndrome
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BRE I (A AEFREFGS) /HH GRIRXK)
# BERR X
#1 Search Sjégren’ s Syndrome/therapy[MH] 1,544
#2 | Search ((“Adrenal Cortex Hormones”[PA] OR “Adrenal Cortex Hormones”[MH])) 343,471
#3 Search ((SialadenitisflMH] OR DacryocystitisilMH] OR SalivalMH] OR Tears[MH])) 44,653
#4 Search ((“2000/01/01”[PDAT] : “2015/05/31”“[PDAT]) AND (English[Lang] OR Japanese[Lang]) AND humans[MH]) 6,344,142
#5 Search (#1 AND #2 NOT #3 AND #4) 150
B4 Ss
(o]e] CQ29 RTRAAFIZIRIMREDHEIZHRAS,
F—ER—R Cochrane
B ft 2015/7/9
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# BrERR R
#1 Sj6gren’ s and (syndrome or disease*) 341
#2 MeSH descriptor: [Adrenal Cortex Hormones] explode all trees 11,520
#3 corticosteroid* or prednisolone 15,599
#4 saliva* or teark or sialadenitis or dacryoadenitis or sicca 8,628
#5 #1 and (#2 or #3) not #4 Publication Year from 2000 to 2015, in Trials 8
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# N XA

#1 | (Si6gren FEIREE/TH or S x—4 LUEIREE/AL) 10,447
#2 | GIBREHRILEY/TH or RTEAR/AL) or (Prednisolone/TH or FLE=Y' 0> /AL) 162,819
#3 (ERAR 2/ TH or HERAR#/AL) or GRE/TH or JRAR#/AL) or BRIRZE/AL or Ri&/TH or HE&R/TH 11,896
#4 | #1 and #2 not #3 1,153
#5 | #5 (#4) and PT=REH) 587
#6 | (#5) and (DT=2000:2015) 482
#7 | (#6) and (RD=AFTF) I R SUH LALLLEEAER BS54 LAE LLEREAER LLERR SR 2B AT AR5 M)
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database searching (n= 170 ) other sources (n= 1 )
Records screened (1st Screening) Records excluded
—_—
(n= 171 ) (n= 162 )
Full-text articles assessed for eligibility Full-text articles excluded,
—_
(2nd Screening) (n= 9 ) with reasons
(h= 5 )

Studies included in qualitative synthesis

(n= 4 )

Studies included in quantitative synthesis

(meta—analysis) (n= 0 )
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Xk HMRTHI1> P I (o] 2378 B 307 5
Liu H. Chin Med J (Engl), Prospective, open label, one PSL (variable doses)=+
14 pSS (14FOM) None Optic neuritis, visual acuity
2014 arm Immunosuppressant
Maripuri S. Clin J Am Soc PSL (variable doses)=
Retrospective 24 pSS (21F3M) Without PSL Renal function
Nephrol, 2009 Immunosuppressant
Katayama 1. Mod Rehumatol,
Retrospective 120pSS (100F20M) PSL (variable doses) Without PSL Resolution time of AESS
2010
PSL (0.5mg/kg/day)+
Suda T. Respiration, 2009 Retrospective 14pSS(13F1M) None HRCT
immunosuppressant
Retrospective %
Terrier B. Arthritis Rheum,
Retrospective 40pSS(33F7M) PSL(4immunosuppressant, PE) None Modified Rankin Score v Case Series M7=
2007
[Z)8
topical corticosteroids, topical ATEAFREEDRR
Hyon JY. Cornea, 2007 Retrospective 38pSS autologous serum, and topical None Ocular Surface Disease Index v REIZXTHHE
cyclosporin A DT=HERS
Fatigue, Depressive mood,
Hartkamp A. Ann Rheum Dis, DHEA I 5E®HFE®D
RCT 60pSS (60F) 200mg oral DHEA Placebo Mental well being, physical v
2008 =& B4
function
Retrospective %
de Seze J. J Rheum, 2006 Retrospective 14pSS PSL+IVCY None Expanded Disability Status Scale v Case Series DT=&
[Z)8
Pillemer SR. Arthritis Rheum, Disease domains: oral, ocular, DHEA 2 5 R D
RCT 14pSS(14FOM) 200mg oral DHEA Placebo v
2004 and laboratory tests =S
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Application of immunosuppressant facilitates the therapy of optic neuritis combined with Sjégren’ s syndrome.
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Renal involvement in primary SjGgren’ s syndrome: a clinicopathologic study.

FEFR X Katayama I. Mod Rehumatol
Annular erythema associated with Sjégren’ s syndrome: review of the literature on the management and clinical analysis of skin lesions.
20:123-9. 2010 [3]
Shi JH,. Respiration 78:377-86. 2009 [4] Pulmonary manifestations of Sjégren’ s syndrome.
Terrier B. Arthritis Rheum 57:1520-9. 2007 Diagnostic and prognostic relevance of neuromuscular biopsy in primary Sjégren’s syndrome-related neuropathy.
Hyon JY. Cornea 26:S13-5. 2007 Management of ocular surface inflammation in Sjogren syndrome.
Effect of dehydroepiandrosterone administration on fatigue, well-being, and functioning in women with primary Sjogren syndrome: a randomised
FERAGHX | Hartkamp A. Ann Rheum Dis 67:91-7. 2008

controlled trial.

de Seze J. J Rheum 33:709-11. 2006

Myelopathies secondary to Sj6gren’ s syndrome:

Pillemer SR. Arthritis Rheum 51:601-4. 2004

Pilot clinical trial of dehydroepiandrosterone (DHEA) versus placebo for Sjégren’ s syndrome.
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Renal involvement in primary SjGgren’ s syndrome: a clinicopathologic study.

FRAERC Katayama I. Mod Rehumatol
Annular erythema associated with Sjégren’ s syndrome: review of the literature on the management and clinical analysis of skin lesions.
20:123-9. 2010 [3]
Shi JH,. Respiration 78:377-86. 2009 [4] Pulmonary manifestations of Sjégren’ s syndrome.
Terrier B. Arthritis Rheum 57:1520-9. 2007 Diagnostic and prognostic relevance of neuromuscular biopsy in primary Sjégren’s syndrome-related neuropathy.
Hyon JY. Cornea 26:S13-5. 2007 Management of ocular surface inflammation in Sjogren syndrome.
Effect of dehydroepiandrosterone administration on fatigue, well-being, and functioning in women with primary Sjogren syndrome: a randomised
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Myelopathies secondary to Sjégren’ s syndrome:
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A4k L 5BERXTOCF, REMFHIZE)
cQ CQ30 SEHIFIELMAEDREIZHAL
T—HR—Z Pubmed
Bt 2015/07/07
BRE WA (AAEFRELERHS) /ITH (FURK)
# BERR X
1 Search “Sjégren’ s Syndrome/therapy” [MH] 1,545
2 Search (“Immunosuppressive Agents”[PA] OR “Immunosuppressive Agents”[MH]) 287,058
3 Search (Sialadenitisf]MH] OR DacryocystitisflMH] OR SalivalMH] OR Tears[MH]) 44,657
4 Search ((“2000/01/01”[PDAT] : “2015/05/31”[PDAT]) AND (English[Lang] OR Japanese[Lang]) AND humans[MH]) 6,344,142
5 Search (#1 AND #2 AND #3 AND #4) 6
AL S HAR(RTOAF, fEiHZE)
cQ CQ30 AEIFIZELRFEDHEHAL
F—HAR—Z Cochrane
Bt 2015/07/07
BRE WS (AAEFRELERR) /ITH (FURK)
# BrERR R
1 Sj6gren’ s and (syndrome or disease*) 341
2 Immunosuppressive Agents 4,405
3 cyclosporine A or azathioprine or methotrexate or cyclophosphamide or mizoribine or bredinin 17,069
4 saliva* or tear* or sialadenitis or dacryoadenitis or sicca 8,628
5 #1 and (#2 or #3) and #4 Publication Year from 2000 to 2015, in Trials 6

EHBR(ATACF, REHIHIZ)

CQ30 FmEMHEIRFLEDRECFERN

EFES




B+

2015/07/07

BRE WM (BAEZHELERHS) /TH (BRIRXK)
N XA

(Sisgren FEIEEE/TH or ¥ z—4 LU AEIEEE/AL) 10,447
(S HNEIF]/TH or SEHNHIFI/AL) or (Ciclosporin/TH or 20 RR> A/AL) or (Azathioprine/TH or 7H'FA 1) /AL) or (Methotrexate/TH or ARRLFH—k/AL) or

(Cyclophosphamide/TH or 9B 74XJ73K/AL) or (Mizoribine/TH or SVJE/AL) 120878
(MERAR 2/ TH or MERARH/AL) or CRE#/TH or JRERHK/AL) or BRIFZE/AL or JRi&/TH or HE&R/TH 11,896
#1 and #2 and #3 9
(#4) and (PT=[RZE ) 2
(#5) and (DT=2000:2015) 2
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NGGC

NA

NIGE

NA

PubMed GCochrane [E#FME EMBASE WHO

6 6 2 NA

NA

PsycINFO®

NA

CINAHL  Others( )

NA NA

Total records identified through

database searching (n= 14 )

Additional records identified through

other sources (n =

Records screened (1st Screening)

(n= 17 )

Full-text articles assessed for eligibility

(2nd Screening) (n= 12 )

Studies included in qualitative synthesis

(h= 5 )

Studies included in quantitative synthesis

(meta—analysis) (n= 0 )

Records excluded

(h= 5 )

Full-text articles excluded,
with reasons

(n= 7 )
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Xk HMRT 1> P I (o] )3 arvk
etanercept X454
Moutsopoulos NM, Ann 22 SS (11 etanercept vs PHRE|ITH BT
RCT, double—blind 25 mg etanercept, twice weekly placebo cell surface marker, cytokines v
rheum dis, 2008 11 placebo) DS
(PBMC 4T D7)
etanercept [X4£4)
Sankar V, Arthritis rheum, 28 SS (14 etanercept vs Schirmer test, Focus score, Van
RCT, double-blind 25 mg etanercept placebo v PHHEITHDT-
2004 14 placebo) Bijsterveld score, VAS, IgG, ESR
HERSH
74 SS (40 Salivary secretion, Serum IgG,
Nakayamada S, Rheumatol,
Prospective, Open label mizoribine—treated vs 34 mizoribine 150mg daily untreated histological classification of
2009
untreated patients) salivary gland
abatacept (500 mg below 60 kg abatacept [Z44)
Adler S, Arthritis Care Res Prospective, Open label, One Saliva secretion, Focus score,
11 SS body weight or 750 mg above 60 kg | None (4 PHRFITHST-
(Hoboken), 2013 arm 1eG
body weight) DRI
1SS Case report T
Lard LR, J Rheumatol, 2010 | Case Report None None None v L), 1gG4-RD JEHI
Case Report DT=HRRS
Nakayamada S, Mod Prospective, Open label, One
59 SS mizoribine 150mg daily None Salivary secretion, VAS
Rheumatol, 2007 arm
Salivary secretion, Schirmer's
Willeke P, Arthritis Res Ther, | Prospective, Open label, One mycophenolate mofetil 1,440 mg MMF (I3 RN DT
11 SS None test, SF-36, VAS, HAQ, ESR, IgG, v
2007 arm daily HRST
RF, Anti-SSA/B
Case Report D
1SS
FFHEL, BRI RE ATRAREE A
i Case Report prednisolone None KRIERZE v .
FREE=EE, 2006 D REREDKE
Case Report

DT=HERS




18S Case Report D
Shibata Shigeru, Internal
Case Report cyclosporin, prednisolone None B PR RERE v B M ER DR
Medicine, 2004
Case Report S DT=HRS
Parotid flow, Schirmer’s test,
Drosos AA,
RCT, double-blind 20 SS cyclosporin 5mg/kg daily placebo Lymphocytic infiltration of
Ann Rheum Dis, 1986
salivary gland
Skopouli FN,
Prospective, Open label, One Subjective xerostomia and
Clin Exp Rheum, 17 SS methotrexate 0.2mg/kg weekly None
arm xerophthaimia
1996
Elizabeth JP,
Schirmer test, Saliva, Focus
J. Rheumatol, RCT, double-blind 25 SS azathioprine 1mg/kg daily placebo
score, VAS, IgG, ESR
1998
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Nakayamada S. Rheumatology (Oxford) 48:1279-82. 2009 [1] Usefulness of initial histological features for stratifying Sjégren’ s syndrome responders to mizoribine therapy.
B R#RX
Nakayamada S. Mod Rheumatol 17:464-9. 2007 [2] Effi cacy and safety of mizoribine for the treatment of Sjogren’ s syndrome: a multicenter open—label clinical trial
Lack of efficacy of etanercept in Sjogren syndrome correlates with failed suppression of tumour necrosis factor alpha and systemic immune
Moutsopoulos NM. Ann Rheum Dis 67:1437-43. 2008
activation.
Sankar V. Arthritis Rheum 50:2240-5. 2004 Etanercept in Sjdégren’s syndrome: a twelve—week randomized, double-blind, placebo—controlled pilot clinical trial.
Adler S. Arthritis Care Res (Hoboken) 65:1862-8. 2013 Evaluation of histologic, serologic, and clinical changes in response to abatacept treatment of primary Sjégren’ s syndrome: a pilot study.
TR
Lard LR. J Rheumatol 37:1363. 2010 Just another case of Sjégren’ s syndrome?
Willeke P. Arthritis Res Ther 9:R115. 2007 Mycophenolate sodium treatment in patients with primary Sjégren syndrome: a pilot trial.
BIFHEL. BRI PRFREFSE 28:31-33. 2006 DI LUERBESHL-ERMRET)TIN—TAD 1
Shibata Shigeru. Internal Medicine 43:248-252. 2004 Severe Interstitial Cystitis Associated with Sjégren’s Syndrome
Drosos AA. Ann Rheum Dis 45:732-5. 1986 [3] Cyclosporin A (CyA) in primary Sjdgren’s syndrome: a double blind study.
Z DD
) Skopouli FN. Clin Exp Rheumatol 14:555-8. 1996 [4] Methotrexate in primary Sjégren’s syndrome
Cl)::k pod
Price EJ. J Rheumatol 25:896-9. 1998 [5] A double blind placebo controlled trial of azathioprine in the treatment of primary Sjégren’s syndrome.
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BRAIAES >

CQ30 REMHEIIVEEDREI<HAM

* FIAE OFHE "8 (-2) " "Fh/EEL (1) 7, 1K (0) " D3R

& SSOERAEL FEBHIEE(2)". " ()", E ) DIRBETIE Fo RIS RIS S
St A S HI%IZE (Cycrosporin, Azathioprine) BETIMN LT EIZRIRIZEEDD
R FES
FHbh A WEB S
KA FRYRY*
BAHR 5T TRER
PAY N
172 iS4 FR [} * YR (S WA
RIS 7 o | on [EABDIAT 0t Es: 30 YRIAB(TY *)
= 7Irh [RRO7
. PN EPZ INEDZ — 2HR |zoHo P HE® (dER NAR |RAR HRR (BRM
HERIA—K HRT A e Aoy |H@E (E#E 7T ;;: ;L’:A Bk |ric7x [FED |H® A *E e LTI e (%) pac P (%) s mq |TEEM
# &
Cycrosporin 10(0.62+ 10(0.62+
RCT 0| 0| 0| 0| -1 -1 0| 0 0 -1 0 0| 0| 0| 1.14%1.28 |ml/5min 1.06%1.08 |ml/5min NA NA NA
Drosos AA, 1986 0.66) 0.67)
Azathioprine 12 13
R RCT 0| 0| 0| 0| -1 -1 0| 0 0 -1 0 -1 0| 0| -1 0.2£0.09 |ml/5min 0.3%0.1 |ml/5min NA NA NA
Price EJ, 1998 (0.20.05) 0.2+0.1)
DAV M(EEST B BILISEA)
Gyorasporin BEIE |BEmIE
Drosos AA, 1986 RCT BRSILT [BRSILT
L2 L2
rsathionrine BEmIE |BiEmIE —#TRT|
atiop RCT BALT [BotLT o4 KH
Price EJ, 1998
L2 L2 A
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BRIAES A

CQ30 REMHEGIRFEDREIHAM

* HIAE OFHEIL " (-2) 7. "F/BEN (1) K (0) " DIEFE

*H& SSORRAE FEDHIE B (-2)", (1), E(0) DIRBETIE T2 REHKI= RIS S
Tt A S HIHIZE (Cycrosporin, Azathioprine) BFIMN LT EIZHIRIZEEDD
R 5
79rh A Rl
184 PRYRY*
mAEE — -
BRA TR RS | RN o pmiiq72 zom 3 fE e UROAB (T R LK)
172 | 472
_ 79bn [RRE7
. DR EPL INEPD o 2HR |zomo 79rH HER |HEB NAR |HAR nEm |(smm
FHEa—FK wRTI4S | aoy |ERE |ERiE T ;;: ;L’:A ol Ivsticl | 2NN T S L S - N 4 o L2 ez | |as |sz % g |mm |PRERE
& [ms
Cycrosporin 10(7.4+ . 10(4.8+
RCT 0| 0| 0| 0| -1 -1 0| 0| 0| -1 0| 0| 0| 0| 0| 5.0%£5.1 |mm/5min 5.2+10.6 |mm/5min |NA NA NA
Drosos AA, 1986 5.3) 6.2)
Azathioprine 12 . 13
A RCT 0 0 0 0 -1 -1 0| 0| 0| -1 0| -1 0 0 -1 .0+1.1 |mm/5min .2+3.0 |mm/5min |[NA NA NA
Price EJ, 1998 @.3x1.1) 3.7+3.2)
AV MEUT B EILICEA)
Syerosporin W |BEmE
RCT BT |BRSILT
Drosos AA, 1986 @i @i
Azathioprine BEmE |BEmE —#eRs
athiop RCT BRILT [BRoALT o4 kg
Price EJ, 1998
s (g m




[4-5 FFE>—F FABE]

BRAAES A > 0030 REMHELRFEOLE AR
‘ Bl (-2)”. " /BRL (-1)” {8 (0)” D3ERRE
H&R SSOIRFEL FEDHIE B (2", (1), I (0)” DIRBETIE 7o REHKI RS S
Tt A S HIHIZE (Azathioprine) BFIMN LT EIZHRIZELDD
M ks
ForD L B
IS PRYRG*
BAwE - -
BRILTFR X/ RUS o pmbiir 72 zom S YROAB (T M LK)
AFR ATFR
- PHra [RRMT
. SN EBY IN ET r ENR |zomo 7O HER |AER AAE AR PLEENET T
CEEL EEa s Grsfy [HEE ([ | 2;: IAL g [sqpx [FER|FR|FA L EE FD am oz | |as |az | |waEs (me [FEEM
& |am
12
Azathioprine 13 mm mm
. RCT 0| 0| 0| -1 -1 0 0 0 0 0 -1 0 0| - 78+4.2 (76.6+ |[72.8+10.9 NA NA NA
Price EJ, 1998 (77.4+5.1) (VAS) 10.7) (VAS)
AV M(EMT D RILISEA)
N wanE (BEmE — iRy
o Ej Toos RCT BRILT [BRoLT o4 FfE
' i | e
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BEAES 1> CQ30 REMFHIEGIRBLEOHREICHRAM
- * BIAE OFHEIE B (-2)". "/ (1), E(0) DI
R SSORRME EEDIE T2, 1) E0) DIBPETTE 7o BT KBS
ftA S MNHIZE (Cycrosporin) BT I LT EIZRIRIZEEDD
HE EB5
I PN B
284 FRYR*

BAFR

BRSA TR ff’;‘ ‘:ﬁ;‘ ERBD IS TR zof S URHAR (T R L)

_ 7Irh [ERET

. e Svgulave— r BEME |tofo 7O HER |WER AR |RAm nEn |mER
e TS | TS L L L ol Kl PR T2 S T AR FED sm |azx [ |am |sz [®  |ses s |[FEEE
5 |ms

Cycrosporin
Drosos AA, 1986 RCT 0| 0| 0| 0| -1 -1 0| 0| 0| 0 0 0| 0| 0| 0| 10 5 50 10 4 40|RR 0.1 [-0.33 - 0.53]

DAV R(RBETIRIMISEA)

BiEpIE |BiERIE
RCT BRoLT  [BRILT
AT fRAT

Cycrosporin
Drosos AA, 1986
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YRHIES 1> CQ30 fREIMFEGIRFEDREICHAN
*NA FRYRY, JEEEHE
& SSORMRE BFAL > OFHEIE " (-2)", /R (1), E () DIER
FEHFE2)". " (1), E0)"DIFETIE T REBKIC RIS E D
Tt A S 1% 3E (Mizoribine, Methotrexate)
+2)7."H(+1) ", & (0) " D IERFE
e TR )T UE(0) " DIBRBETIE U RBIKICRBREE D
e i EF N LT EZRHEICEEDS
FTobh L ERSDBOBE
RLFRYR*
e BRA |mfss |musc |[ERE
7 7 7
< 0 LR ER* [3-§:3: 3] YROANB(TI+h LE)
172 |17z |17z |®Y7 R ®
FHEYE | TREE (F+9%5
e = HREAE tTotho BRRE |BRE |#BR0 Fokh | (HEH AR | AR NERE |MBRE (-
= B o— vt vt
WEI—F HETFTHFI> IO TT70E TR |74 E-3 10 RATFR FEH EE Bl |xes FEDH R Tt A bagi] A FEH 98 97 (%) 98 97 (%) nES) |ma [t 1590
LAE [7v7  |WE
Mizoribine
Notoaramada . 2008 |1 0 =i 2| 0 =i =i =i 0 0 0 +1 =i =i =i “1| 1721 [ 17216 |es2min [ 17216) | 23224 [gr2min |NA NA NA
Mizeribine BUSS £ 2| -1 -1 -2 -1 -1 -1 0 0 0 +1 -1 -1 -2 -1|na NA NA 48 34/0.7083333 [NA NA NA
Nakayamada S, 2007
AV (BT EELICEA)
e £ - "N
Mizoribine S s [wEE ;i;x FLES per ] peryy f;ggﬁ;;:’i S
Nakayamada S, 2009 |~ - EY] AR RE R M /(D<'u o Bl EERE
p<0.
One arm® srEm One arm® One arm®

Mizoribine k— M Bl 5 i %;m B 5 iEE
Nakayamada S, 2007 |(One arm) % EA EA
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BROILFESA4Y CQ30 REMFHEFRHREDKECHAL
*IA TRYRY, FEEN
H& T (L& (-2) 7. “eh/BELY (1) 7, & (0) " DIEXRE
2)7."H(-1)" "B (0) " DIRBETIE 7o RRKIC RS E D
A ok L RER
ZIFE OFHEIL"E (+2) 7. "5 (+1)7, K (0) " D IEXRE
@ FEDIEE (+2)7 " (+1)7 E0) " DIRFETIE T BRI RIS E D
BT I LI EIZFIRIZEEDH D
Tobh L RESMEORE
R4 FRYRY*
18 A ®F 32 AR st @ £ 5B
7 A 7
E YR FA
172 |47z |47z :"47 ot REE** MR YRHAB (TS Mh LK)
FTEYE |[FELE | F+2%
. s |WmE " zomo REG (mRR (aRo Porh HER (sme AR (paAm HRE M
MEa—F HET I o8 L dot ] I';'I;J ;z; ii‘::o) RLPR FEH e e FEH & A R A FEH Py pasy (%) aE P (%) maEs) |mom EEEmM

None

AV MBETHELISEA)
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BRISES 1Y CQ30 HiEiMHEIZIRRENKEICHMA
*\A FRYRY, JEEHEHE
H& SSORRFL B AL S OFFEIE (-2, “H/BEL (<), “{E (0)” DIER
VHREDTE0) OB TIE 7Y RABIKICRMEE D
ft A S HIHIZE (Mizoribine, Methotrexate)
N TG DRE : A (O k=4
I AL FEDIZ B H+2)" "R+ E0) " DIRMETIE T RBIKICRMEED
< EFYM) ASEZHRIZELD S
Fobh A EREREROBE
IRALFRYRG*
3 &R ARA = mes SEFIR
7 7 7
(0] £ U3 rh L
e B B F Vo4 Z0ith RERE** E[3_§:3:1] YRIANE (T =)
THEYL | Fe2h|(F+a4
o = N HwRE _ ZOhD RRE |(HRW (RO pog:ck o3 TAE BERE |
HERI—F HRTFIY i FT7DE |FYrh |70 _Iﬁm RATFR e mas ke F&H R A *t 97 PN Py EmEm
LAME (7yT |WE
Mizeribine rh— R -2 -1 -2 0| =i 0 0 0 0 + =i =i -2 NA NA NA NA
Nakayamada S, 2007
Methotrexate
Skopouli FN, h— B -2 0| 0| 0| -1 0| 0 0 0 + -1 -1 -2 NA 1 NA NA
1996
AV MBS T R BVISERA)
One arm® AR Pa—— One arm® SARE
Mizoribine h— AR BIMEE |GHREN [VAS-E ﬁi;ﬁﬁ BERAZEM |BTMEE VAS -2 E REEBIBATH
Nakayamada S, 2007 | (One arm) % e FEBIAY B £ FEBIAY FfEIFHEWRE (p<0.01)
L] L]
One arm® . One arm®
Veroreste ok i [wees i il Lt
199; ' (One arm) =® x| £




[4-6 BREL—F REFR]

BERAIFS 1> CQ30 SRAEMFIEIIBHEENRECHAN
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FEDHIF B (-2)". "R (-1)"."E(0) " DIFFETIE T RBKICRIRESED
AR o LRER
FIEE OFFEILE (+2) 7. " (+1)7 € (0) " DIEXRE
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EBTIMN LTEIZHIFRIZFEED D
TIrA L RESAE DI
A PRAYRD
e AR5 = [was |ERE
7 7 7 |
BRSPS RS |asar|  zom ERERE R fE b YRIAB (T D LX)
TEYE | RREE | T AE
R *RE Bl i zomo REG |aRR |[#R0 7o bh HEW |HER AR |fAR nRfE |ARE
LAE |77

None

AV MBUTHEIVIZEA)
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CQ30 REMHEFRFELEDOREIZHE,

[Azathioprine

R DI

AV MBETIEIISEA)

R SSOIRFELE
IETFY ADBESIFRCTIE 3R (A) " HHRE— bk BEHEEH(C) hERE—
. . - * FHRA D IEE(2) AN (1 {E(0) " D3ERFE
A ®AIMHIE (Cyclosporin, Azathioprine) o TE T ROBEE A, H(B)", " (C)". "IHIZTH (D) DR
ok BEMERT M LOBEME(1~9)
ol ] EZ:Ed
YRIANB(T I 5 LE)
IETY REBH
B|ET R IEFY
7orHL oy HER o) |TAR (TAR |, [MRE age (mmmm ROBE | EEfEx|aAv b
SF¥ E 23 SF ams)
3% 8 L *k
(Cycloaporin RCT/1 =i 10062 1, 4 ggmissmin | "%C%2% [ 06108 [mi/min |Na NA NA H0) Drosos AA,
%53 B DU E 0.66) i ARt BTN Inatatiend el [Ann Rheum Dis, 1986
Cyclosporin 100,42 104.8% Drosos AA,
o T RCT/1 1 e | 5051 [mmvsmin [ PO 522106 frm/smin na NA NA 0 s o Do, 1985
Cyclosporin
SR B REROHE
Cyclosporin Drosos AA,
BN RCT/1 1 10} 5| 50| 10 4 40[RR 0.1 [-0.33 - 0.53] H®) 5| A Rhoum Dis, 1936
. » " Elizabeth JP,
zathioprine ) )
B ORE RCT/1 1 (0.2+0.05) 0.2:£0.09 [ml/Smin ©0220.1) 03%0.1 [ml/Smin  [NA NA NA B8O 4 ;J.gl:;eumatnh
Elizabeth P,

[t rReT/t | 4011 Jm/smin | 2 | 32230 |mm/smin |Na NA NA B0 4|4, Rheumatol,
RASBROBE = [CREST) Yoen '

) 12 Elizabeth JP,
[t RCT/1 -1 66+ |128x109" NA NA NA BO 4[4 Rneumatol
HERERERORE IO R (7S] '

10.7)

1998

(Azathioprine

ERERAE DM

e e c [

~ RCT/1 23 5
s ROUE > "
et e s it

. RCT/1 D15 e
RS BROBE i i
Cyclosporin
o awE ous
yetecpmin et it

RCT/1 2z i
RS AE DN o o

! e | A7) Py
[Azathioprine ot/ I o z;

%5 iR DB E " ;; -

! s |57 it
[Azathioprine T/ e o -
RADBEDHE i ;; b

! e [~ F A7 it
[Azathioprine ot s o -
RaRERORE > « s
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AR

BRACES 1> 0030 REMMEERAZOLBI A
bt S SSOIRAHE
TE 7L ADBEARCTIE 8 (A) MRS~k WEHRIEH (O MERI—
]  BEAA S AT (D) /RN (1) M) DI
A SEHEIIBIR (Mizoribine, Methotrexate) o TE 7 ROBEE A" (B)”, “B(C) . IHIZT (D) DAREE
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