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ASD CQ21

[4-1 F—ER—2BRHER]

S4k IL-6 BAEZE(E ASD ISXLTHAN
cQ 21
TF—AR—Z PubMed
B+ 2015/07/30
BRE HWEAED, AR
# mR R
#1 Search Still's Disease, Adult—-Onset[MH] 997
#2 Search (“Interleukin—6 inhibitor” or “anti—interleukin—6 receptor monoclonal antibody” or 47,809
Tocilizumab or Interleukin—6[MH] )
#3 Search (“2000/01/01”[PDat] : “2015/05/31”[PDat] ) AND 6,380,820
Humans[Mesh] AND ( English[lang] OR Japanese[lang])
#4 Search (#1 AND #2 AND #3) 46
LRI IL-6 BHEZE(E ASD ISHLTHAN
ca 21
F—HR—2 Ehik
aH 2015/07/30
BRE MERED, FHAMR
# R R
#1 (Still /- A/TH or RART1JLI&R/AL) 1,681
#2 (Interleukin—6/TH) and (SH={EHME - [HEWE) 299
#3 (Tocilizumab/TH or k1) X< /AL) 2,856
#4 IL-6/AL and (FE /AL or #&Hi/AL) 966
#5 #1 and (#2 or #3 or #4) 102
#6 (#5) and (PT=23%$%F%< CK=EF PDAT=2000/01/01:2015/05/31) 42




[4-2 XHE#®FEI7O—Fv—F] PRISMAFBRZ R ZE

NGC NICE PubMed Cochrane EMBASE WHO PsycINFO® CINAHL Others( )
NA NA 46 NA NA NA NA NA NA
Total records identified through Additional records identified through
database searching (n= 88 ) other sources (n = 4 )

(2nd Screening) (n= 7 )

Studies included in qualitative synthesis

(n= 7 )

Studies included in quantitative synthesis

(meta—analysis) (n = )

Records excluded

(n= 76 )

Records screened (1st Screening)
—
(n= 16 )
Full-text articles assessed for eligibility
—

Full-text articles excluded,

with reasons
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R

BRT YA

W

aAVE

Ortiz—Sanjuan
F. Arthrtis
Rheum, 2014

Multicenter
retrospective
open—label stusy

34 ASD

who had
experienced an
inadequate
response to
corticoster oids
and at least 1
standard
synthetic
immunosup
pressive drugs
and in some
cases other
biologic agents.

Tocilizumab (4~
8mg/kg every 2
weeks or every
4 weeks)

None

Efficacy (Clinical
manifestatio ns,
Laboratory
parameters, dose
of corticosteroi d)

ATAASREDKES 1 1ESE
@ cDMARDs|ZHEHitEDEE
1#ASD [Z TCZ8mg/keg & 4 B
BHR5 (22f)) F1=1% 2 BEHR
510 ) TAE. FHoDEE
& TNF [EERFIET7FH+>
STHREINBESY. 2t
HRGEESEIRIERAOD 1
AR THRELEA, BEEER
DIBEEE TR (97—68%)
L2, 1 FRICBASER
DIBEIF32%ZFA LT=. K&
JEIR, FEER, U/ NETBIR, 2
HRRGOWRE L 1 FRH#%
L. ATO(RBEDRD
Y (14—25mg). 2 HlITEER
RBEETERE S 1k 19 1 AR
(P R{E) DFBERTRESR
ENRLEVEEERIo
H, BEAERRLIE T TCZ ik
L=DIE 2 BlDA=>1=. 1
FEZE X [AUBAT 35
1 BlIEHAE L HE & TRIER
BB Do MEELHE
FlAETHRE. tho B EmEH
I, ffize 1461, EREREE 3
{5, sFlEE 1 B, FREQRES
1 45, EBOAJLRREE 1 5.

Nishina N. Mod
Rheumatol,
2015

Retrospectiv e,
single center
study

10 ASD

Tocilizumab
(8mg/kg every
2-4 weeks)

30 ASD

without
Tocilizuma b

relapse (a
worsening in
disease activity,
which required an
increase of at
least 50% in the
glucocorticoi d
dose or a restart
of glucocorticoi
ds)

AFEHEDASDI0 <
8mg/kgTCZ % 2-4 ;AR TIR
5.6 nA1ICCRP [ZEBHIZIE
T(6.3—0.01). TCZ ;AEAIIE
10 I 11 EDBRIERSh
TULV=A, TCZ A& (&1 @D
BRALIEAoT=. AR 12
HAEDIEFMREIITCZ A
FT100% &, #EIAEM (BA
EXTAAK, RFACR/L
R, ETN, Anakinra)® 67%& A~
TEMof=. TCZ AEBALAD 6
A B #IZ PSL fiE 20
—11mg [CHETE. FF
RI%, 4 TEE 9 EARR. A
FREBER (L RREEAE 1 4, ERIF
1T 4 44 251), BrElEE 2 4
(1 65), ZDth 2 (2 51).

R (THIE MR R X T AR
AETHEL:. OKERE
EEEGL. BEERICKY
TCZ JAEEHIESh = fEHIA
L.

Cipriani P. Clin
Rheumatol,
2014

Case series

11 ASD

Tocilizumab
(8mg/kg every 4
weeks)

None

Efficacy (DAS28
and EULAR
improvement
criteria,
laboratory
parameters) and
safety of 12
months tharapy

DAS28 [ 5.62—1.62(12 1 B
%) I, EULAR EfE(X
81.8% TERK. EERIE, IERR
EE#EED L, REBLRE.
PSL 5 & (E#URATAE T,
PSL50mg(TCZ ;A Rl H &
i )— 125mg B nAH)
—6.25mg (6 78 BH)—0mg (12
HAB)EHEL:. BEELEE
BRAEL. EREREE 14, E
SRR 2 5l 18 hABIC
Bio JAEZHIELTH, MTX %
S5D#HT11 Fl5 8 451(72.7%)
IFERRIMERE# . 3 HIIEE
BRs, ATOMREENNBEZ>
1=




de Boysson Systemic 35 ASD (33 Tocilizumab None Efficacy BEETAEIR D 3D 354 30 45l
H. Glin literature Bl 1E MTX 7, | (13 1 4me/ke 4 i (CoId ) SRR
Rheumatol, review =% 7 | & 22 Hl8me/ke 4 . £8ERKDH 528
2013 WELRE S s 8/xe 27 (6% T E. J28 #
el | k) (B0 TRFASKHEL, ZD
DRAHNHIZEI 5 g
) 55 7 HITHIETES . ﬁg
HiR (FR{E 8 1 H) T 4 HIA
BHL, 2 ffllE TCZ IZ&5HE
BENEMES. AEER
ELT2HITHARATADAIL
ZEEMEAL, MAS #3221,
Suematsu R. Mod| Retrospectiv e 11 Tocilizumab None Efficacy, 10 BlIEAEREHERIFT 2 4l
Rheumatol, 2012 | study Japanese Safety TATAARZHIETE. 1 4
Jae I3 TCZ18 n AAHE, 8 &
BATERT)—BREHINFLN
f=. CRP & 7.1 BRI LIA, I
YFUIF 5.8 BREILINIZERE
Ltz AERRITREBELAE 1
%, FFREE 1 41, QR34
TCZ 5 REILETN, IFX 53
FUBGENE A O BRIEZ
28 (Followup #i ffl 0.2-15.4
&) DMETERIE IFX11.1% (1/9),
ETN 25%(1/4), TCZ
90.9%(10/11)=>7=.
Murakami M. Review Review
Curr Opin
Rheumatol, 2011
Sabnis GR. Review Review
Semin Arthritis
Rheum, 2011
Elkayam O. J Retrospectiv e 15 patients with | Tocilizumab None Efficacy 15 idh 10 f5(X TNF [EEZE
Rheumatol 2014 | study ASD in Israeli WD RAYFH
Al- Homood. Review ASD Review
Rheumatol ogy,
2014
Fautrel B. Best Review Review
Pract Res Clin
Rheumatol,
2008
Iwamoto M Case report 1 patient with Tocilizumab None case report
Arthritis ASD
Rheum, 2002
Asanuma YF. Retrospectiv e 21 patients with Tocilizumab None B EZEL T
Mod study ASD
Rheumatol,
2015
Ding C. Rev Review RA Tocilizumab None Efficacy Review
Recent Clin
Trials, 2006
Gerfaud— Review Review
Valentin M.

Autoimmun Rev,
2014




Bannai E. Mod
Rheumatol,
2016

Retrospectiv e
case series

7 ASD

Tocilizumab

8 mg /kg
biweekly or
monthly

None

Efficacy

SAEIEMED ASDT il
TCZ & 5L 2-51 n A (hkfE
27 7 A)BE. £ 8 Teood
response C, CRP, Zx!)F>
MEFEELz. 6 HITRTAA
RigE, 1 flchitTcEfz &
FTERIT 2 HITHREHDY, 1
BT MAS, B/ rAHAA )L
AR CD B, £5 1 45l
THARAT O IV RREREE
MAS &E2& 7=

Puéchal X.
Arthritis care
Res (Hoboken),
2011

Prospective, off-
label observational

14 ASD

(persistent
active arthritis
and/or systemic

Tocilizumab
(5mg/kg monthly
or 8mg/kg every
2 weeks or
every 4 weeks)

None

involvement
resistant to
therapies,
including
corticoster oids,
methotrexa te,
analinra, and
anti- TNF o

drugs)

Efficacy (DAS28
and EULAR
respose, systemic
symptoms, and
dose of
corticosteroi ds)
and safety

AR TR E A
%% ASD14 I TCZ 5.
11 BIT6 nAMZEERT. 1
B I FARIEE R G I B 2 TH
1k, 1 llE TNZ B 56D HiE
THE, 1 flIEEEEREL
TRz 3HABI264%
(9/14) T Good EULAR
response HVEREZSh, 6 Hh A B
|2 DAS28 [£5.61—2.91 [Z{E
TL, 57%8/14)T EULAR &
BAERINT. 25K
86% (6/7) DEE THE.
56% DEETATOAMRER
ETE.

[4-4 SIAXXEYAR]

AR Nishina N. Mod Rheumatol, 25:401- The effect of tocilizumab on preventing relapses in adult—onset Still's disease: A
404, 2015 retrospective, single—center study.
Ortiz—Sanjuan F. Arthrtis Rheum Efficacy of tocilizumab in conventional treatment-refractory adult—onset Still's disease:
66:1659-1665, 2014 multicenter retrospective open—label study of thirty—four patients.
Bannai E. Mod Rheumatol 26:297- Successful tocilizumab therapy in seven patients with refractory adult—-onset Still's
301, 2016 disease.
Cipriani P. Clin Rheumatol 33:49-55, Tocilizumab for the treatment of adult-onset Still's disease: results from a case
2014 series.
de Boysson H. Clin Rheumatol 32:141-147, Tocilizumab in the treatment of the adult—onset Still's disease: current clinical evidence.
2013
Suematsu R. Mod Rheumatol 22:712- Therapeutic response of patients with adult Still's disease to biologic agents: multicenter
719, 2012 results in Japan.
Puéchal X. Arthritis Care Res (Hoboken) Tocilizumab in refractory adult Still's disease.
63:155-159, 2011

AR Murakami M. Curr Opin Rheumatol The value of blocking IL-6 outside of rheumatoid arthritis: current perspective.

23:273-271, 2011

Sabnis GR. Semin Arthritis Rheum
40:365-268, 2011

Tocilizumab in refractory adult-onset Still's disease with aseptic meningitis—
efficacy of interleukin—6 blockade and review of the literature.

Elkayam O. J Rheumatol 41:244—
247, 2014

Tocilizumab in adult—-onset Still's disease: the Israeli experience.

Al-Homood. Rheumatology (Oxford) 53:32-
38, 2014

Biologic treatments for adult—onset Still's disease.

Fautrel B. Best Pract Res Clin Rheumatol
22:773-792, 2008

Adult-onset Still disease.




Iwamoto M. Arthritis Rheum 46:3388-
3389, 2002

Humanized monoclonal anti—interleukin—6 receptor antibody for treatment of intractable
adult-onset Still's disease.

Asanuma YF. Mod Rheumatol 25:393-400,

2015

Nationwide epidemiological survey of 169 patients with adult Still's disease in Japan.

Ding C. Rev Recent Clin Trials 1:193-200,

2006

Anti—interleukin—6 receptor antibody treatment in inflammatory autoimmune diseases.

Gerfaud—Valentin M. Autoimmun Rev
13:708-722, 2014

Adult-onset Still's disease.

ZDHhD5I
FA#X
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BRAAFS1> CQ21 1L-6 FAEZEIL ASD [SHLTHAN WAAFRURY,
. ASD FRALL DL (-2)", “h/FRLN (1), “E(0)” D3EXRE
FEDHIX"E(2)", " (-1)", "{E0)"DIRFETIE T RBIKICRBRSES
A IL-6MEEEHAELITBERES w ERER
ZIBEOFH@EIE S (+2)", "t (+1)”, "{E(0)" D IEERE
bafiich BIBRERATASF DB AE FEDHIX"E(+2)”, " (+1)”, "E(0)"DIRFETIE TORBIKICRIMSES ET7 VL
AL EIZHIFRIZELED S
FrorhL SER DR E
LT RYR 9%
ERFR = £ Bl
RERE L B2 zom LREE it YRS AR(PIRALE)
AR
FARA | PR |[FR 72
FE F Tt [ " 8
e . BB Y7 |27 |2 & ER BR 7 x B xR A |t A - R
@ra—k P00 Cmz TTP00 o x# (07 TE wm mE ox 25 we ax wm 70T FPms ma o0 ma By 0 BF @ mExm
nNE LB |—7v DO ® <3 H |FS & F ) (i)
B
Ortiz—
Sanjuan F, |fEBISKTE 0 0 -1 -1[NA  [NA |NA 34INA  |[NA  [NA |NA [NA
2014
Nishina N,
2014 fEBISETE 0 0 -1 -1[NA  [NA |NA 10[NA  [NA  |[NA NA [NA
ggﬂani P fEBISRTE 0 0 -1 -1[NA  [NA |NA 11[NA [NA  |[NA NA |NA
:ezgfzsm I 0 0 -1l -1NA |NA |NA 35NA  [NA |NA  |NA  |NA
f;:g‘fztsu I 0 0 -1l -1NA |NA |NA 11NA [NA INA INA - [NA
?g::ai B lemem 0 0 -1 -1jNa |NA [NA 7INA [NA INA [NA [NA
Puéchal X,
2011 fEBI 5 0 0 -1 -1/[NA  |[NA  |NA 14INA INA  INA  |NA |NA
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[4-6 FEM@S—F MBHE]

E TARS A - = =3
BRAAFS1> CQ21 1L-6 FAEZIL ASD [CHLTHAL WAAFRURY,
. ASD BREALDOFEILE (-2)", “H/EN (1), E(0) " DIEEBE
FEDHIX"E(2)", " (-1)", "{E0)"DIRFETIE T RBIKICRBRSES
A IL-6MEEEHAELITBERES w ERER
ZIBEOFH@EIE S (+2)", "t (+1)”, "{E(0)" D IEERE
bafiich BIBRERATASF DB AE FEDHIX"E(+2)”, " (+1)”, "E(0)"DIRFETIE TORBIKICRIMSES ET7 VL
AL EIZHIFRIZELED S
FrorhL REORE
LT RYR 9%
ERFR = £ Bl
RERE L B2 zom LREE it YRS AR(PIRALE)
AR
FARA | PR |[FR 72
FE F Tt [ " 8
e . BB Y7 |27 |2 & ER BR 7 x B xR A |t A - R
@ra—k P00 Cmz TTP00 o x# (07 TE wm mE ox 25 we ax wm 70T FPms ma o0 ma By 0 BF @ mExm
nNE LB |—7v DO ® <3 H |FS & F ) (i)
B
Ortiz—
Sanjuan F, |fEBISKTE 0 0 -1 -1[NA  [NA |NA 34INA  |[NA  [NA |NA [NA
2014
Nishina N,
2014 fEBISETE 0 0 -1 -1[NA  [NA |NA 10[NA  [NA  |[NA NA [NA
ggﬂani P fEBISRTE 0 0 -1 -1[NA  [NA |NA 11[NA [NA  |[NA NA |NA
:eigfzsm I 0 0 -1l -1NA |NA |NA 35NA  [NA |NA  |NA  |NA
f;:g‘fztsu I 0 0 -1l -1NA |NA |NA 11NA [NA INA INA - [NA
?g::ai B lemem 0 0 -1 -1jNa |NA [NA 7INA [NA INA [NA [NA
Puéchal X,
2011 fEBI 5 0 0 -1 -1/[NA  |[NA  |NA 14INA INA  INA  |NA |NA
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ERAIR51> CQ21 IL-6 [HEZEIX ASD [SHLTHAN KA RYRS B
& ASD BRAL OFFBIE R (-2)", /B (1), “{E(0)" DIEXBE
FEDIE B2, BN, B0 DIRRTIE TS ABHIRMELS
A I GIRERG 6L E B S - LRER
HIEE OFHEIZ " (+2)7, " (+1)", 5 (0) " DIERFE
21 BB EATOAROBIAR EEDIE B2, BN, B0 DIRBTIET B RBELS &7 Ih
ALZ LIS E LD D
7oL T
ISMATRYRD*
AR 5 = 7l
RERT B 5% zom EREE F URIAR(T I LE)
AN ¢
FR |FR PR 72
T FE Rt 2 q .
g W any 2n7 |5 i 2R MR BR cLAEL: A A AR e
wra—k TR gz TTOom pn e N T mmomm ox 25wk an wm 7" FP s ma 0 Bo Bo 0 BF mm mexm
0% LM =7y 0@ 5] ®xH | ® 8 |7 o
r 7 =
2l(i)s1h4ina N. SEBIETRE -1 -1 -1 -1 -2 0 -1 0 0 0 0 0 0 -2 -1 -1|NA NA NA 10 [NA NA NA NA NA

AT S RIVISEEA)
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E TARS A - = =3
BRAAFS1> CQ21 1L-6 FAEZIL ASD [CHLTHAL WAAFRURY,
. ASD BREALDOFEILE (-2)", “H/EN (1), E(0) " DIEEBE
FEDHIX"E(2)", " (-1)", "{E0)"DIRFETIE T RBIKICRBRSES
A IL-6MEEEHAELITBERES w ERER
ZIBEOFH@EIE S (+2)", "t (+1)”, "{E(0)" D IEERE
bafiich BIBRERATASF DB AE FEDHIX"E(+2)”, " (+1)”, "E(0)"DIRFETIE TORBIKICRIMSES ET7 VL
AL EIZHIFRIZELED S
FobAL
LT RYR 9%
ERFR = £ Bl
REETEY s zom LREE it YRS AR(PIRALE)
A
FARA | PR |[FR 72
FE F Tt [ " 8
e g | H R Y7 |27 |2 & ER BR 7 x B xR At A e = IR
@ra—k P00 Cmz TTP00 o x# (07 TE wm mE ox 25 we ax wm 70T FPms ma o0 ma By 0 BF @ mExm
nNE LB |—7v DO ® <3 H |FS & F F ) (i)
B
Ortiz—
Sanjuan F, |fEBISKTE 0 0 -1 -1[NA  [NA |NA 34INA  |[NA  [NA |NA [NA
2014
Nishina N,
2014 fEBISETE 0 0 -1 -1[NA  [NA |NA 10[NA  [NA  |[NA NA [NA
%‘;Tni P fEBISRTE 0 0 -1 -1[NA  [NA |NA 11[NA [NA  |[NA NA |NA
de Boysson | o o se g 0 0 -1l -1NA |NA |NA 35NA  [NA |NA  |NA  |NA
H, 2013
f;:g‘fztsu I 0 0 -1l -1NA |NA |NA 11NA [NA INA INA - [NA
?g::ai B lemem 0 0 -1 -1jNa |NA [NA 7INA [NA INA [NA [NA
Puéchal X,
2011 fiE 5| £ 0 0 -1 -1|NA  |[NA  |NA 14NA INA  [NA  |NA |NA
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BRAAFS1> CQ21 1L-6 FAEZEIL ASD [SHLTHAN WAAFRURY,
. ASD BREALDOFEILE (-2)", “H/EN (1), E(0) " DIEEBE
FEDHIX"E(2)", " (-1)", "{E0)"DIRFETIE T RBIKICRBRSES
A IL-6MEEEHAELITBERES w ERER
ZIBEOFH@EIE S (+2)", "t (+1)”, "{E(0)" D IEERE
bafiich BIBRERATASF DB AE FEDHIX"E(+2)”, " (+1)”, "E(0)"DIRFETIE TORBIKICRIMSES ET7 VL
AL EIZHIFRIZELED S
FobAL RELTEDIEM
LT RYR 9%
ERFR = £ Bl
RERE L B2 zom LREE it YRS AR(PIRALE)
AR
FARA | PR |[FR 72
FE F Tt [ " 8
e . BB Y7 |27 |2 & ER BR 7 x B xR A |t A - R
@ra—k P00 Cmz TTP00 o x# (07 TE wm mE ox 25 we ax wm 70T FPms ma o0 ma By 0 BF @ mExm
nNE LB |—7v DO ® <3 H |FS & F ) (i)
B
Ortiz—
Sanjuan F, |fEBISKTE 0 0 -1 -1[NA  [NA |NA 34INA  |[NA  [NA |NA [NA
2014
Nishina N,
2014 fEBISETE 0 0 -1 -1[NA  [NA |NA 10[NA  [NA  |[NA NA [NA
ggﬂani P fEBISRTE 0 0 -1 -1[NA  [NA |NA 11[NA [NA  |[NA NA |NA
:e;%s“" I 0 0 -1l -1NA |NA |NA 35NA  [NA |NA  |NA  |NA
f;:g‘fztsu I 0 0 -1l -1NA |NA |NA 11NA [NA INA INA - [NA
?g::ai B lemem 0 0 -1 -1jNa |NA [NA 7INA [NA INA [NA [NA
Puéchal X,
2011 fEBI 5 0 0 -1 -1/[NA  |[NA  |NA 14INA INA  INA  |NA |NA
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BRAAFS1> CQ21 1L-6 FAEZEIL ASD [SHLTHAN WAAFRURY,
wHE ASD ERAVDFHEL"E (-2)7, “Hh/EEL(-1)7, "R (0) " DIERRE
FEDHIX"E(2)", " (-1)", "{E0)"DIRFETIE T RBIKICRBRSES
A IL-6fHEZEHALLITEMIES w ERER
ZIBEOFH@EIE S (+2)", "t (+1)”, "{E(0)" D IEERE
pafic} BIBRERTAAR OB EAR FEDIF"E+2)7, " (+1)7, "E(0) " DIEMWTIE TURBRKICRIRESES £F7 V0
AL EIZHIFRIZELED S
FrorhL XA 7—UEMECERHOBHR
LT RYR 9%
BRI = fiE 4l
REETEY s zom LREE it YRS AR(PIRALE)
A
FARA | PR |[FR 72
FE F Tt [ " 8
e . BB NE7 (262 |4 & ER BR 7 B xR A |t A - R
@ra—k P00 Cmz TTP00 o x# (07 TE wm mE ox 25 we ax wm 70T FPms ma o0 ma By 0 BF @ mExm
()} LA =7y D <3 M | EFS B F ) (&)
B
Ortiz—
Sanjuan F, |fEBISKTE 0 0 -1 -1[NA  [NA |NA 34INA  |[NA  [NA |NA [NA
2014
Nishina N,
2014 fEBISETE 0 0 -1 -1[NA  [NA |NA 10[NA  [NA  |[NA NA [NA
ggﬂani P fEBISRTE 0 0 -1 -1[NA  [NA |NA 11[NA [NA  |[NA NA |NA
deBoysson | o se g 0 0 -1l -1NA |NA |NA 35NA  [NA |NA  |NA  |NA
H, 2013
f;:g‘fztsu I 0 0 -1l -1NA |NA |NA 11NA [NA INA INA - [NA
?g::ai B lemem 0 0 -1 -1jNa |NA [NA 7INA [NA INA [NA [NA
Puéchal X,
2011 fEBI 5 0 0 -1 -1/[NA  |[NA  |NA 14INA INA  INA  |NA |NA
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BRAAFS1> CQ21 1L-6 FAEZEIL ASD [SHLTHAN WAAFRURY,
wHE ASD BERACO DAL (-2) ", “H/ERLN(-1)7, “E(0) " DIEXEE
FEDHIX"E(2)", " (-1)", "{E0)"DIRFETIE T RBIKICRBRSES
A IL-6FEEEH AL LT BEIRIES w ERER
ZIBEOFH@EIE S (+2)", "t (+1)”, "{E(0)" D IEERE
Pagiic] BB RERTOARDEMAR FEDIF"E+2)7, " (+1)7, "E(0) " DIEMWTIE TURBRKICRIRESES £F7 V0
ALTEIZHIFRIZE LD D
ForhL EHTLILE—
LT RYR 9%
BRI = fiE Bl
RERE L B2 zom LREE it YRS AR(PIRALE)
AR
FARA | PR |[FR 72
Tl FE T+ oo ”e
e . BB NE7 (262 |4 & BER DR BE xt B m A [T A - R
@ra—k P00 Cmz TTP00 o x# (07 TE wm mE ox 25 we ax wm 70T FPms ma o0 ma By 0 BF @ mExm
()} LA =7y D £ 3 XK |ES B B * ) (&)
E 7 E
Ortiz—
Sanjuan F, |fEBISTE 0 0 0 -1 -1[NA  [NA |NA 34INA  |[NA  [NA |NA [NA
2014
Nishina N,
2014 fEBISETE 0 0 0 -1 -1[NA  [NA |NA 10[NA  [NA  |[NA NA [NA
ggﬂani P fEBISRTE 0 0 0 -1 -1[NA  [NA |NA 11[NA [NA  |[NA NA |NA
:e;;’;ssm I 0 0 0 -1l -1NA |NA |NA 35NA  [NA |NA  |NA  |NA
iuzzfztsu SEBISETE 0 0 0 -1 -1[NA  [NA |NA 11[NA [NA  |[NA NA [NA
?g::ai B lemem 0 0 0 -1 -1jNa |NA [NA 7INA [NA INA [NA [NA
Puéchal X,
2011 fEBISRTE 0 0 0 -1 -1[NA  [NA |NA 14[NA [NA  |[NA NA [NA
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BRAIEI1> CQ21 1L-6 [AFEEIE ASD [SRHLTHAN KA RYRS B
& ASD BRAL OFFBIE R (-2)", /B (1), “{E(0)" DIEXBE
FEDHEEE2)", " (-1)", E(0)"DIRFETIE T ABRKICRRESE D
A IL-6fHEZEHALLITERIRE ** LRER
HIEE OFHEIZ " (+2)7, " (+1)", 5 (0) " DIERFE
bafiich BB RERATRANOEHAR FEHR B ), "B )", “EO) "DIRBETIE T RBIKICRBREE D ETIH
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de Boysson H. Clin Rheumatol 32:141-147, Tocilizumab in the treatment of the adult—onset Still's disease: current clinical evidence.
2013 [5]

Suematsu R. Mod Rheumatol 22:712- Therapeutic response of patients with adult Still's disease to biologic agents: multicenter
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F—HAR—Z PubMed
Bt 2015/07/30
REE BiE AR
# BmR=X X
#1 Search Still's Disease, Adult—-Onset[MH] 997
#2 Search ( “Interleukin—1 inhibitor” or anakinra or canakinumab or interleukin—1[MH]) 49,452
#3 Search ( (“2000/01/01”[PDat] : “2015/05/31"[PDat] ) AND 6,380,820
Humans[Mesh] AND ( English[lang] OR Japanese[lang]) )
#4 Search (#1 and #2 and #3) 62
LRI IL-1 BEEEE(E ASD IS LTHAN
cQ 22
F—5R—2 Eehi
Bf 2015/07/30
BRE =i, AR
# mR= X
#1 Search (Still JF-FLA/TH or RART1JLHH/AL) 1,681
#2 Search ((Interleukin—1/TH) and (SH={& ¥ & - HEWH)) 146
#3 Search (Anakinra/TH or 7+ %235 /AL) 185
#4 Search (Canakinumab/TH or ¥ X< J/AL) 70
#5 Search (IL-1/AL and (BEE /AL or ##i/AL) 1,268
#6 Search (#1 and (#2 or #3 or #4 or #5)) 10
#1 Search ( (#6) and (PT=5§%kx< CK=E£PDAT=2000/01/01:2015/05/31)) 8
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NGC
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NICE

NA

PubMed Cochrane EmiE EMBASE WHO PsycINFO® CINAHL Others( )
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NA NA

Total records identified through

Additional records identified through

database searching (n= 70 ) other sources (n = 3

Records excluded

(n= 53 )

Records screened (1st Screening)
—
(n= 20 )
Full-text articles assessed for eligibility
—

(2nd Screening) (n= 14 )

Full-text articles excluded,

with reasons

(n= 6 )

Studies included in qualitative synthesis

(n= 14 )

Studies included in quantitative synthesis

(meta—-analysis) (n = )
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Giampietro C. Retrospectiv e, a 28 ASD Anakinra (Initial None long—term NSAIDs, Steroid, DMARDs IZ
Arthritis care nationwide French . dose 100mg/day efficacy and EIED ASD EE 28 f§lIc%E
Res (Hoboken), | survey (reS|lstant to . safety, dose of Anakinra 100mg T T8 E -
2013 GeRiesiey o corticosteroi ds [IMTX B TAELFEY 23 A
and DMARDS) B740— FATORETH
BRIGHELNHY, RTAFD
WEITHTI. 16 F] G7%)EFTEL
BfE, 8 il (29% ITMHERE. 4
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LILX—RiGEIFEERZL. &
B RIE XL,
Lequerré T. Ann | Retrospectiv e 15 ASD Ankinra systemic— efficacy (effect 9 5| Completeresponse 3
Rheum Dis, 2008 (100mg/day) onset juvenile on fever, CRP, AR B (2055 2 flF#FiBE
idiopathic ESR, R AE CIR 5L ), 2 5l
arthritis numbers of T Partial response, 2 5l A%
(n=35) swollen and no response, 2 flH%
tender joints, the intolerance (EEDEF, ;T
assessment of FEMIR i) 2 HlcRTAA
disease activity, Rehik, 12 BICTRETES=. IL-
ACR core set, 1 BEEZ AL 4 BT 2 Hli%
dose of HEEZRD=O, fho 2 (&
corticosteroi AMERIMDI=0. HEER
d) and safety IFREZE 1B, AZIFF 2% 1
{5, KIE 1951, B2 RS & 4E 1
fIl. b 1 FITKERE ZIRIE
NONEARRTO/RIRS
DBLEZLNT-.
Nordstrém D. J Prospective, 22 ASD Anakinra DMARDs Achievemen t of XFOA4KFxc DMARDs [ZiEHi|
Rheumatol, 2012 | Open-label, (n=12) (n=10) remission (body D ASD22 %
randomized, refrelxctory to. temperature Anakinra100mg & ¥ & 12
. corticoster oids . .
multicenter study =<37°C, CRP 5 & non biologic DMARDs £
< (MTX, AZA, LER)10%lI=5 481

10mg/L, ferritin

=< 200g/L female,

= 275g/L male,
and normal
SJC/TJC) HAQ,
SF-36,

global and
disease- related
assessments of
health

TLEER. Anakinra (& 12 f5lch
6 HITERR, 3 HlCRTASRH
1ETZ71-. DMARDs (% 1051
2 GICERE, XATAMREH
I TEREFIFN NSz B
BLUAESER(E 3 T AOSD
BAL (BT R 4N) Z Anakinra
%5 1 {5l, DMARDs %5 2 i
TROT=.
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more), 2015

Retrospectiv e,
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dose
100mg/day)

None

Efficacy (Clinical
features and
laboratory
parameters, dose
of prednisolone

) and safety

FIEHNHIFE O E MR BH|
TREIEHIED ASD4T .
THERUSHERRELT &
BICERERERDER, RER
ROBELZRD=. PSL L
20—5mgllBETEZ. FF
BRITEEER 8 Fl (EEL
BB THIELE=-DIE 2 TR
Y0 6 BlITESERELRAS),
BEH MR 3 6, 5 1
5, BEdE 5 <otz BIE
RFFE TR GEFIELI-D(E
2 BT, FHEBOBHALR
BRI 0T, DR
9iE | PREGRESAE 2 5, ~ILAR
R 1 flfEof=. fhlcE mEBRE
4 33, #HIE 1 Bl $RE £
I 14 FIAS IL-1 FHEZA
EELE, BE 1B, AEE
& 541, HxhtEx 7 41,
RFEL 1 Hlf=>7=. Anakinra
1% BI%h 1 TR BRIE K & 4R
EFRROHEL ML,
RS IK (L2 BAERIC A
TH#AEMTHo 1=

Gerfaud—
Valentin M.
Medicine ,
2014

retrospective
observational
study

6 ASD

IL-1

receptor
antagonist

None

Efficacy

6 5> ASD 232 5L T, 56T
B (FHHRELAM 278 »
A14-36 nA). 7F¥5%
% 5 &t fzpolycyclic ASD.4
Bl ® 5% 2 5l T reacticve
hemophagocyticsyndrome 3
Y. £EICHEMEZ>1=HY 1 6l
[EAERA 11 AAZRICERL
JAEZ b L. ChronicASD2
BlIET7FH5HH. B
RERIGUNCHEEERY
L. PolycyclicASD & chronic
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.

Petryna O. Ann
Rheum Dis,
2012

Case reports
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IL-1 Trap
rilonacept
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Efficacy

3 Bl AFEIELIEASD (<
rilonacept G L THMEERE
2 IEFIDIEMTX, EREDRT
OAF, AZA, LEF, Anakinra [Z
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M, relonacept ITEBELT-£25
18 h A TEREEEMBELRLY MTX,
PSL Zehik TE - EHI@IE
PSL EMTX SARICIEHRIET
THEUIICIFEH I AR
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ISEBLILSABEREH
TEf=. EHIGIE PSL, MTX,
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Iliou C. Clin
Exp
Rheumatol,
2013

retrospective
observational
study

10 ASD

Anakinra

None

Efficacy,
Safety

AT 04K &EDMARDs [ZHABRE
ED ASD10 f5lI1ZAnakinra
100mg/day 5. £4ITERK
MERERATOSMRBENRN
Bont-. FEZREA#LNG
hot=.

Naumann

L. Ann Rheum
Dis, 2010

Case reports

8 ASD

Anakinra

None

Efficacy,
Safety

ATAAF, DMARDs, TNF [BZ
E(ITIEHMED ASDS 1<
Anakinra &5, £ 8 TEfEE
B, #EESh, RTO/REEE
TEf=. EELATBRIILL,
2 BICIR B AR RIS (RIBE) A
HoT=HERE (self limiting).




Al- Homood. Review ASD Review

Rheumatology

(Oxford), 2014

de Boysson Review ASD Efficacy, Review

H. Clin Safety

Rheumatol,

2013

Pouchot J. Review ASD Efficacy, Review

Best Pract Res Safety

Clin Rheumatol,

2012

Fautrel B. Best Review ASD Efficacy, Review

Pract Res Clin Safety

Rheumatol,

2008

Lovell DJ. double-blind 24 JRA rilonacept placebo Efficacy, SREEH JRA

Arthritis study Safety

Rheum, 2013

Ruperto N. N double-blind 100 JRA canakinumab placebo SRIEEH JRA

Engl J Med, study

2012

Fitzgerald AA. Case reports 4 ASD Anakinra None Efficacy RTOAR+MTX, ETN((2 %) (]

Arthritis SAFIEHED ASD. #)EID

Rheum, Anakinra Z %5 L CTHFFfHE &

2005 ISEREAL, BRERFERIHE, B
H#IZ WBC, CRP, ZTUF>
MEEEL].

Kalliolias GD. Case reports, 4 ASD Anakinra None Efficacy SHEOATOARIZERER

Ann Rheum uncontrolled trial EIEDASDA Bl

Dis ,2007 Anakinral00mg % 5. #)[E
BEOYEFFERICESER
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T=(BRZEHRE 5-17 1 A). 4
£ & TR 5 AL RIS (FT
BE) % RO TV ERfE (self
limiting).

Banse C. Joint Case report 1 ASD Canakinuma b None Macrophage Canakimumab #% 5 db |2

Bone Spine, activation MAS ZHIELT= 1 HlDRE

2013 syndrome

Loh NK. Intern Case report 1 ASD Anakinra None Macrophage MAS & ASD [ZAnakinra @

Med J, 2012 activation AL RSN

syndrome
Laskari K. Retrospectiv e, 25 ASD Anakinra None Efficacy (Clinical 84%NEETIIHBE THEF
Arthritis Res case— series study (active and (100mg/day and laboratory BENTERICHEL, 1 AZ

Therapy, 2011
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BRARAX Nordstrém D. J Rheumatol 39:2008— Beneficial effect of interleukin 1 inhibition with anakinra in adult— onset Still's disease. An
2011, 2012 open, randomized, multicenter study.
Ortiz—Sanjuan F. Medicine (Baltimore) Efficacy of Anakinra in Refractory Adult—-Onset Still's Disease: Multicenter Study of 41
94:¢1554, 2015 Patients and Literature Review.
Gerfaud—Valentin M. Medicine (Baltimore) Adult-onset still disease: manifestations, treatment, outcome, and prognostic factors in 57
93:91-99, 2014 patients.
Giampietro C. Arthritis Care Res (Hoboken) Anakinra in adult—-onset Still's disease: long—term treatment in patients resistant to
65:822-826, 2013 conventional therapy.
Iliou C. Clin Exp Rheumatol 31:47-52, Adult-onset Still's disease: clinical, serological and therapeutic considerations.
2013
Laskari K. Arthritis Res Therapy Efficacy and long—term follow—up of IL-1R inhibitor anakinra in adults with Still's disease:
13:R91, 2011 a case—series study.
Lequerré T. Ann Rheum Dis 67:302— Interleukin—1 receptor antagonist (anakinra) treatment in patients with systemic—onset
308, 2008 juvenile idiopathic arthritis or adult onset Still disease: preliminary experience in France.
Banse C. Joint Bone Spine 80:653— Reactive macrophage activation syndrome possibly triggered by canakinumab in a patient with
655, 2013 adult-onset Still's disease.
Kontzias A. Semin Arthritis Rheum The use of Canakinumab, a novel IL-1beta long—acting inhibitor, in refractory adult-onset
42:201-205, 2012 Still's disease.
Loh NK. Intern Med J 42:1358- Successful treatment of macrophage activation syndrome complicating adult Still disease with
1362, 2012 anakinra.
Petryna O. Ann Rheum Dis 71:2056— IL-1 Trap rilonacept in refractory adult onset Still's disease.
2057, 2012
Naumann L. Ann Rheum Dis 69:466— IL1-receptor antagonist anakinra provides long-lasting efficacy in the treatment of refractory
467, 2010 adult-onset Still's disease.
Kalliolias GD. Ann Rheum Dis 66:842-843, Anakinra treatment in patients with adult-onset Still's disease is fast, effective, safe and
2007 steroid sparing: experience from an uncontrolled trial.
Fitzgerald AA. Arthritis Rheum 52:1794- Rapid responses to anakinra in patients with refractory adult— onset Still's disease.
1803, 2005

TR Al-Homood. Rheumatology (Oxford) 53:32— Biologic treatments for adult—onset Still's disease.
38, 2014
de Boysson H. Clin Rheumatol 32:141-147, Tocilizumab in the treatment of the adult-onset Still's disease: current clinical evidence.
2013
Pouchot J. Best Pract Res Clin Biological treatment in adult-onset Still's disease.
Rheumatol 26:477-487, 2012
Fautrel B. Best Pract Res Clin Rheumatol Adult-onset Still disease.
22:773-792, 2008
Lovell DJ. Arthritis Rheum 65:2486— Long—term safety and efficacy of rilonacept in patients with systemic juvenile idiopathic
2496, 2013 arthritis.
Ruperto N. N Engl J Med Two randomized trials of canakinumab in systemic juvenile idiopathic arthritis.
367:2396-2406, 2012
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