IV—81

1.

ARG — 1)

RAKGERIE - WG FEO L (GFENS (1) (2))

HWHERNFIZRIE S 5 FIH

HEH v
BT | Cpas s BAY v~T2a, BANLY U~F¥E)
20D = e
Fzv 7
5 | (BEEIEAS )
T EA
(K4 ; )
B 4 TFEUT
(— & %)
T Fx L v b (100mg/0.67ml, & FiEHT U )
o 1 4 Swedish Orphan Biovitrum £t (Sobi £f)
s AANRY o~F %8s - BARY U~ F %0
- N (38 E FE )
SUENE PR A T LA | A TR A A 9 1 B 2% 8 U 4
STWAHT=D
R TR I - A
HDLHE
(WP VP | ¥ ARKGRESE WEGINAR S
I ooy 77
%)
o TR A R Y R
e - 2 R
(BT 2 e -
B E I oW TR
W D,)
P

ik - HE&
(EE4 5k -
HEIZSW TR
T 5,)

TFXx T 1E 1-2 mg/kg/ HE K THRET 5,
{KRE : 50kg UL k1 100mg/ H

{KEE : 50kg AVii: 1-2mg/kg/ H

KBS B Sme/ke/ B F7213 100 mg/ H £ CTHE &7l

L& )

VNRICREY %
(AT 2503 TF =y 7 35,)




IV—81

A IR I
M E HE
D % 4 M
(HE & *F
% B &
B, #HeE
FIEIT D
WT bR
W5, )

PO RUEEE R R MERIET R & 3,200 A

M) o % — (http://www.nanbyou.or.jp/entry/3946) ;—fi%F]H
&0 F . (http://www.nanbyou.or.jp/entry/3947) EWEEF & 1M1} | X

AN

EAEMERERMERE IR (JIA) 1 Z/NR 1 HAHZY 1 ANITHEBI, AW
272> THK 6 FIDOEFHE S AVITEPE - IRIEDLERIRETHY, KL
LTHLE 8000 NREDOBENVWDL EEZX LN TWD, [A2HA)

X, OAETIE JIA 20K 30~40%% ., HHLEZWVIRITH Y |
BHTITN 20% D BENEMHRET . B - BREZED. AW E TF
LT ENHNTWVWTND,

INORBRENAKPFEOBEICR G EEZ 2 ERREHFE M LT,

[ 1y 0 7K
RO s
(3 15 41
KoH)

L

M=%k
D W F
AR D
) ~o
BA=Eks

(7% %4 &
5 DI
Tz
L. %%
T5HEE
Z T2 FR L
IZ2>W T
RLO#E T
%, B
D HIZ
YT 5D
%A x.
&b i )
21 DIz
F v
T5,)

1. 38R O EEME

VT OEMICERZREEND DHER (B EEER)

A ROETH AR T, HEERICE LWEEEZ T TEER
T U ZOMBEEECE LWEEE KTTHEE
(FREOEAEITH YT D5 & B 2 TRIL)
HOMERBICET 22 EEMEE % (LT ; 288 J1A) 1%, /)
W ADXR <. R lBaiEk (B, B, Dg. B, 5
R, iR, MAES) CRIEFTR 22 L. RHIRZE. RYRENEET
Ho, RENPBEZICKRTDERT HDVITEE MR (B & A E
B BRE, ZEBAE) CEDL S, BEEMEOXFIET (M
HRAREEND DA (B RBER)) kLT,

2. EREoAHME
7 BEfFORIENENIT WD

— 1 BRSO RRRRBRIC W TH M -
RTHLNIZEATWD

U ECKSE B W TRERFRIAICAES T 6N TR D . FNADE
V%%%g%“%%%iif%ﬁﬁﬁ%ﬁéﬁ%ﬁﬁ%iT%é&
z

(EFEDOREMEITHE Y T2 LB 2 AR

EHRJIA IFFEO R LE LTS v Z—a A%y (IL) -6 R IL-1 72 ED
RIEWES A N OAUREDLEEZLNTEY, BEICERR LT LT
LEIREFIRLEWVEEZXT Z & M CRVWEHRMEREZ /B E T 5,
A TIE, RO ERITBBEREAT oA RETHLIBEDR+5
A, WEIRYA NI EX =Sy e LA FNRAITH D b
U X=7 (TCZ) (it b IL-6 ZHEKHULR) ZEH L, S HIZHHRAT

LEMEEDPEFORRIE L



http://www.nanbyou.or.jp/entry/3947
http://www.nanbyou.or.jp/yougo/step22.php?val=&did=38

IV—81

DRGEEI AT XX~ (CAN) (FLIL-1 B PilR) ZMEHT 5 Z & RN
DIERE LTS AVSENT WD, LML, FiZ TCZ i34 [ Al
ThY, 774 7F%F— a3 v 7 %E T Infusion reaction(FEA| £ 512 £
9 24 RERILAWNIC I BL 3 23BN, BUR. M2, 3 v 7 e EORIER) M
ELDHAEENRH D, 258 JIA EFICK 325 TCZ & 5-KF@ infusion
reaction FEHLAE 13 6.95% E MR BRI T AR ERFE L LEWZ &R 5
NTWAD[1,2], 207, BRIK EEHTERWIEFIN D 26T/ EL
ZO XD BRIER TIE, A TIL CAN —RERD0ONBRTH D, 51T,
CAN ~OfFEFEL, FHKRHA O DH CAN FikOHBEIC L 5H
BHE DTS & D FENBN TG AR TIEREE & 72 580 IL-1 fHIHR
RN Y BEOIRFRIIREEE D 5 ENEEIND,

— 07, N OBREBICKIMNY = FEE T AU U T HER[4]
TIEEHGE JIA IZBWTERDBRWIGSE, 70 720N MH D 2
EEMEREL TRV TCZRCANIET AV BV U~FZERITLDET T F
VIOREIBEKEAT A FERHRA+5OGEITHIEI TS [3],

AFN OB L0 BHHJIA DM THRITEEL, BEF D QOL Dm
WHZRICEBL TWD Z b EFE oA AMEITE W &R L7 (X
5 )

B o
S ANV S
(i 1 32
ne i & &
ai) I
R~
7

) [ AA]
EERE, LEIDS U R EREHADOH NITARETH D,

(G

RN AF VG (BIEHEET) . B REEMER MR Ei R IOV TR
RO L TWH Iz, WRETOESHEE LV,

2. BEENEITHR D WK TORGRE DRI

WK 6 70
T ORI

i v SN

[ oKE v AR E

(EROK % 6 2 E TORRBHNE] BN « S TIHEISARIH Y . KE
TITRHERTRR & L THEREfE S T D,
R OK A5 [E] T D A GEAR I
Mot (43 AEB7a L
%)
BNHE -
ik
ik

v e VAL

KIE

R
-




IV—81

o [E]
T[]
{INES|

Mg (43
%)

KINERET(Swedish Orphan Biovitrum
AB)

IHE « R

OE Y v~F

@7 VAU B E I EVE i
(CAPS)

@F 5D & & OB ETE B
(NSAID. RIFERE AT 1A RE G
mE) AT HAFNAN (EFREFME
FERMERAEI K, AR F VIR & &HEe,)
FRLE A O WTELIE T, 8 AL E,
10kg UL EITRR D,

M- &

OaEHE ., RATIE T H 118 100 mgZ KT
HEHT 5,

QEFMTUTOHETHEAT S, BIE
21 B3 1[F 1-2mg/kg O K FEN S Bl iA
L., #MFFE LT 5, BHIEH (Muckle-Wells
FEMETE BT AR e B 22 it SR AR E MR IR
[ (NOMID) /18 1 2L V2 4 6% 5z TG R 22 i fi
B (MWS)) : 1 H 1[5 1-2mg/kg D & FiE
MO L., RIS EATEE 1A 1 E3-
4mg/kg (F K 6 mg/kg) D FiEE CTH&
HMeRF T 2,

@1 H 1\, KEIZEDE T HELZ R T

ET5,
{KHE : >50kg: 100mg/ H
K : 50ke K¥: 1-2me/ke/ H

GRS

1. ERoESERICREBRO S 5 HEMED
& T, ERTH L,

2. BT 2 EFHE,

65 A L HEOFBEIILELR N, 272
L@BIZOWTOHEBZRBEFHIR Y,
INRAZ DWW T (18 kA ) « 8 2 A Kl D
IRIZERIT pmEHE RV, OIZOWTH
e mEtiT e v, @/NRIZEB W TRIRR
+7e A 4mg/kg ETWHETE S (kK
100 meg)

3. JTHgREREE - BHRETICE T 5IE
HHEE  HEOFHEIILER N,

4. B KEIONEY (ks =




IV—81

iz

BTNV DA =F N MY DA
“KFny., RY V2 _— k80, KEg{kT
MU D LA) ORTHETRBIEDS S E
Fo RKIHMAF FERE T E (ANC) 23
1,500/uL A D BFH

5. A EoEER

a. 7 LL¥—Ki

TFT7 4 7R =, T LIV F— G
(FEWZ. ) DmIcHEIhTn
5o

b. T B RE IR &

AFNEE GBS 1AM O 2 BILEM 72
e 2 KT 5 Z &,
FEHATIC, #itE. MROANVAZ T Y —
=V REEERT D L,

d. 4 v ER R D iE

R AR RIS A W ER S 2 3 A L . 1R B AR 2>
562 HBENTmA . LIRIT 4 W 147
PERB AT S 2 L,

e Jifi & PFAE

TRt A& Cag Bl JIA BE IRV TH
EERTZE . Bl i R SE O R AE 23 A S 4
TWDBAEH & OREBERITMHSL ST
AV IR

£ 5022 1 il

MR A DR HRE ~ DRI R S T
AYQAN

g N i 5

U~ FEEITRERIC g UMY
VONEDOEPHEE DN EV (2-3F5) L K
& 77 R CHE L7 iRER TIEAANC
£ D EMEG OA 0FRO EFITR O 20
>77,

h.U 7 I ifk

KENE 7T vR L ZHEK L TZIRR
(n=126) CIWER 77V 7T 7 F v
PRI X D MU ICIZEE2 RO R o




IV—81

oo MMORIELT 7 F 2 TOMFHIZ
Y,

Flo. AU ITFICONWTIEEN T —
X7y, BV T F X DGR
NHRH DL, ARG HOET 7 F v
DEMAIIEXLZ L,

i. floo B sppoSiAEl & o Ht

T X R FROMO TNF-a 7 ¥ T =
A~ EOGFRITHELE I N2,

P ERIL L, HIRFTOLMEIZBIT S
T T OMERIZOWTIER LN
HLnRWTD, IR OARF O A
WD ZEDRLEE LV,

AP OPEMORFHI A 27 ORI E
R ORFOFERIZEZ 5,

INE | BkFed (B3 KT L
%)
BhEE - SR
Mk A&
ik
ZIN | Roe4 (B3 KINERET (A Menarini Australia Pty Ltd)
%)
BE | 2hEE - R QR Y v~F
&k @7 VAU B E W BE R

(CAPS)

@42 B F A A P R 1 B i 2%
RS OWTHIE T, 2L By
10kg UL FITRR S,

ik - H&E

i@, BRATIZ L H 118 100 mgZ T
ERT 2,

QEFMTU TOHETHEAT S, BIE
B :1 B 1E 1-2mg/kg O & FikEd 5 ERAA
L., MFFE LT 5, BHIEH (Muckle-Wells
SEMERE BT AR R E 22 itats R AR E MR IR
B (NOMID) /12 3L 6k Bz R A1 42 i fo
B (MWS)) : 1 H 1 1-2mg/kg O & FiE
MO L, RKINAEAHTHEFE 1 H 1 E3-
dmg/kg (K 6 mg/kg) D T E T &




IV—81

MEFFI D,

@1 H 18, 2mg/ke/H (F K 100 mg/[=])

% RN & [FBE D 72 84 W,
RRoK S 6 7> .
. voKE T EEE T TALE T nE Sz
- b SES| Be[E] = (INES| 5| )N
A5 FH R 7o (PR EE 6 D [E T OEYERE H N )
(BCKEE 6 ROk E TOREERE NS (EENEICEET L EITICT
ﬁlﬁfgtﬁ y
T SE——— )
NEIZEET - N .
7 AN 77 KE | A FT7 A4 %4 | 2013 update of the 2011 American
VO s A 3 College of Rheumatology
M recommendations for the treatment of
T % juvenile idiopathic arthritis:
WZF =7 ) .
L. % recommendations for the medical
oD FE YE [ fif therapy of children with systemic
HWN% %50 juvenile idiopathic arthritis and
Wy 2.) tuberculosis screening among children
receiving biologic medications.[4]
Zhag - ZhE HIEE S m WA JIA (B R FEAm A &7 —

(E7-1I%NEE -
RN EE DO B

VR 5 PR (BRJE 0 A - A EJE 10
s FEEBIEIEC S ML L) DSER] T

& R HEELE L TCT X 7 2%IRL, KB
D3 fkRE L 7oA 3B NRE & LT CAN %
721X TCZ., MTX., v 7 /3 K, TNF-
a HEAZ &G 5, EP%FJ“WE@JAF
JEF CIXRIE RE AT 1A RIEHEAIZ
L0 2 W) HNeE & L $>zr“r$@m
J“WJ “IZ NSAIDs Z &R 508, Wi

A b IR EB N ERE L7235 A B E
9%?8: LCT xR0, HITH
Bosfe < HA 12 CAN £ 7213 TCZ,

MTX, L7 /)3 R, TNF- o [HLEA % #
54%,

Wit - H&E BRM 72 L - HEIZOW T ORI

(if:?iﬁﬁ?ﬁ‘ VY,

HEIZREEO &

% R & )

HA RFA4>® | -Ann Rheum Dis 2011; 70:747-54 [7]

TR LR ST - Arthritis and rheumatism. 2011;63:545-55

[8]
- Rheumatol Int 2012; 32:3525-30 [9]




IV—81

=
E | A R4 4 |l
Zhig - Zh R

(£ 7=13%hkE -
HRIZEHE D &
% R & Pr)
Ak - H&E

(£ 72 13%h%E -
HRICEHE D &
% R & )
HA RTA D
FR AL G

i &

3. HHEARICHELERNNADARKIER « JREFIZONT
(1) BEAERACHEGBR, HKDERERBRE ICMR 5 ARIEE L TOHE IR

<CERDOKR R i (R AR B HISE) | B agRE . SCHR - plo %5 o0 88 3 iy o HEm

B

E N D NERHERIZ DOV TIZPubMedZfEH L, LT OB THEE., HIRSEM
(Limits : Clinical trial) THIAATERER, 1 ZY LT,

LHkRSR (PubMed) (~20194-5H 6 H Hi1E)
"systemic juvenile idiopathic arthritis" 455

+ anakinra 67 >> Clinical trial 1
YL TR T 5, KmEZ < 0FERE, A KT 4TI HENT
Wa,
Nigrovic PA, Mannion M, Prince FH, Zeft A, Rabinovich CE, van Rossum MA, et
al. Anakinra as first-line disease-modifying therapy in systemic juvenile idiopathic
arthritis: report of forty-six patients from an international multicenter series.
Arthritis and rheumatism. 2011;63(2):545-55.[8]
R T A s BRI S R AT I IE (m s — MOFFE. JEBI SF5E)
b5 (FR B4 HE I B E) - 258 JIA/ 46 6/ i 7.6 5% (0.75-15.7)
TGk 4 E 1 fEsicx L, 258 JIA ISR E LT T 72k b Lk
FIZOWTHRITHRNBR 21T o 7=,
b8 (BERAE/ & GRERE - A& © K TE iS5 & (PJfE) ; 1.5mg/kg/
H(1.1-2.0 mg/kg/ A) - f H & 5,

FEFHMEE B - BRARUCERE (MERART A, BEiROE, BIBREAT oA N
VLR L RIS DA A RN L7,
fR TR TREERND OB TR 1456 DA OB OFM Z1T o2, T
F T BB GEE 10 B, B U~ FIEOHTEE 5 #), BRI BCE AT v A B EEAIGF R




IV—81

210, 7FHF T L VU FIRERIEREAT oA NEFO 3 FGFHRE 10 HlZ-o0
THEHT L7z,

12 HLAPITFE B & B IR 1T 95% DIERI T L. CRP, AR O EF ki% 80%LA
FOREFNZFED T2, 6 2 A LL BB RIER D Fifee L 72IERNE 11%72 - 7,

AVEFEHN (B EFEFZROFAM) : 44% D BF IZHRIAE O RFTRIEOR 2780 . 1 51 23 ki
RARE & oo, HEIEKYIEZ 3 Bl (fik 2 i, BF2—7HOKEYE 1 4]) B
N, WL 12 M OT X2 T O IETHIGARETS o 72, 1 BN 2 E O I ER
DIV %78 DT,
Fieh 7 XT3 JIA OWBREE LTE —BIUCARVES &b, B
RO T & 705,

LLUFIZ X "systemic juvenile idiopathic arthritis" AND anakinra € PubMed %% L
YLz 67T FORN, ENANDOHFIE - A KT A4 THAIN TV DI E F 0
LT D,

Kimura Y, Grevich S, Beukelman T, Morgan E, Nigrovic PA, Mieszkalski K, et al.
Pilot study comparing the Childhood Arthritis & Rheumatology Research Alliance
(CARRA) systemic Juvenile Idiopathic Arthritis Consensus Treatment Plans.
Pediatric rheumatology online journal. 2017;15(1):23. Ck[E) [10]

RERT A v sk ILE R A & 2R — MFSE 13 figk

KI5 (B IB AL T FE e 5 B0 47 thn) - 5 JTA/ 30 i/ A o fil 5.7 ik

FE AR JIA ICHEERE LTOQZ vaanrFas R (GC) HARE: 26O A Y
o H—hK (MTX) EGCRE; 661@7 %7 £GC B ; 12 fl@OTCZEGC BE ; 10
BlD 4 FEZH3FE L 9 2 H R ORI ARG 217 - 72,

#h& (ARG - HE) - K THE 95 E (P9RfE) ; 2mg/kg/ H
(e K& 100 me) - fi H % 5,

FHEFMEE - 9 AR R TO GC FIEATRE DRI R AE (BIFik 72 L, RIETEE)
PEZ =7 0, JRIL/CRP OIER AL, &L (82, K, ME, E2ixag Y
YOSEIE, 5 E D RR DIELK)),

MR A PR RAI A L7z 50% (22 A 11 A) 28 9 22 H R C GC Wik
IRBTER Z w7z LTz (7% 7 5/12 ], TCZ6/10 ) 73, AW FafF 251 L
RINSTFETIL 0% (8 A 0 N) 7Eodz, HIERIRIGE LTT FF 7 B Cldmys
JEZ 2], TCZHTIEI~ 7 v 77— IR LIEGERZ 1 FlE D7,

fam c ZEWTFRIREI O B AT e g JIA OGMERE E O 5,

Vastert Sd, de Jager W, Noordman BdJ, Holzinger D, Kuis W, Prakken BdJ, et al.
Effectiveness of first-line treatment with recombinant interleukin-1 receptor
antagonist in steroid-naive patients with new-onset systemic juvenile idiopathic

arthritis: results of a prospective cohort study. Arthritis & rheumatology
(Hoboken, NJ). 2014;66(4):1034-43. (=) [11]




IV—81

BT A 0 Hiim & 2R — MMIFSE

xtg (B BANEFIE/AFE#) © JTA/20 B/ 7.9 5% (1.1-15.3)

Tk g JIA &2 W S NTER TG E L TR HRIBRE AT 1A FHEE
2T ORNCT FHR I LM L, B 3 B, 30 H, 90 A, 14, 2 4F,
3 DK R OARRE &2 AR L 72,

&G 8 (ERATE/&EGRE/NE - H&) 77X R TEV ) o9 /TS
2mg/kg/ H

FHFHMIEE : 7 AU BV vvTFFEE (ACR) OEHER JTA EIE &7 (ACRped90
ZWle LTcb DO a2 deg LR 5) . A,

Mg P32 0 A (12-54 ) ORISR 21T~ T, 1BREALRTE 3 70 A KFAT 85% D
B ORRKRIERSASCE U, 1R AT 20 Fl 17 BRI EZ - Lz, 18
FEEUSARED T FUIEIBERE AT v A N3 TCZ, CAN OEBINEFEZE LT-, 3 7
A B1Z ACRped90 O EfE % R LT=JEBI DN 73% N —4ELINICT %0 T 2 kT
Tl MABRIFEETT A —TE2 11 HIOW 10 B K TLHIRETH D N 8
FREAREDRETH o7z, 1HIMERR 2EORE R T~ 7 v 7 7 — UTEMEGE R
WXk L,

fham o AT, HREE LT XU 7 W Oar— MR TH D, £<
DIEFI B RBAIATER 3 2 A UINICHSE L. 1 FLAICT % 7 &2 ik TE NG
ELTOT IR TOaEMMEER LT, —J7, BXZE 35D 1 OBEFPSAGF R E
LELE LT,

< FEWERE BB (TR D 3R SCHR >

Urien S, Bardin C, Bader-Meunier B, Mouy R, Compeyrot-Lacassagne S, Foissac
F, et al. Anakinra pharmacokinetics in children and adolescents with systemic-
onset juvenile idiopathic arthritis and autoinflammatory syndromes. BMC
pharmacology & toxicology. 2013;14:40.  ({A[E) [12]

Fik s T X7 OIKIGE Phase II B

kP4 (B4 HEGIE/F o) « 258 JIA Mo B CROEMER S/ 87 #] (5 bk
JIA % 22 i) /8 7 H~21 %

b8 (A GREIAE - &) : 2mg/kg/H (X 100 mg) /2 Tk, BHO%K
JEMEZ B RFE I L TIE 2-10mg/kg/ H # & 5- L 7=,

TEIMMEE ¢ 25 JIA BFEOMPT O CRPREZl, MIEOT F ¥ JRE,
R KIE (CRP ) 2z 5720137 %0 713 0.4mg/L IEENLETH
D, WE->T, KREIZS ULERGEENERD,

10



IV—81

~- | 39mgkgday
s 7 |3mgkgray
3
£ 2.4 mgkg/day
g
7
%o
]
<
fcu 2 mg/kg/day
§
1 mg/kg/day
0
mg/da
°
T T
5 10 20 50 100
bodyweight (kg)

Figure 4 Daily dose of anakinra (mg/kg, thick curve) as a
function of bodyweight in order to reach the mean anakinra
steady-state concentration of 0.4 mg/L. The 04 mg/L target
corresponds to a maximal effect on the CRP biological marker of
inflammation. Bold text in rectangles defines possible mean dosage
recommendation for 3 bodyweight ranges. Text on top side stands
for the maximal dosage in the corresponding bodyweight range
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Figure 3 Model-predicted effect of anakinra on the C-reactive concentration-time courses assuming 0.02 to 0.40 mg/L mean steady-state
anakinra concentrations in the 2 subgroups of patients. Left, high base level with large CRP decrease. right, moderate base CRP with initial decrea
followed by a re-ncrease in CRP concentratior

(BMC pharmacology & toxicology. 2013;14:40.)
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Evidence-based diagnosis and treatment of macrophage activation syndrome in

systemic juvenile idiopathic arthritis. Pediatric rheumatology online journal.
2015;13:55. (i) [13]
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DeWitt EM, Kimura Y, Beukelman T, Nigrovic PA, Onel K, Prahalad S, et al.
Consensus treatment plans for new-onset systemic juvenile idiopathic arthritis.
Arthritis care & research. 2012;64(7):1001-10. [14]
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Anakinra Treatment Plan
Anakinra (ANK) 2ma/kg (max 100mg) SQ daily
Optional glucocorticoids : PDN 1mg/kg (60mg max) with IV MP pulse 30mg/kg (max 1g) daily for 3 days

ASSESS AT 1 -2 WEEKS

W
I Unchanged Worsened
; Continue same dose ANK Increase ANK 10 4mg/kg (200mg
‘ Coggr':lue sam? cctlgse ANK i 65 PON: borlings cine dose i et maxtznso daily 4
on , taper ose rapid, : ay begin, continue same dose ol
fast, slow) May add or repeat IV MP' increase PDN to 2mg/ka (max

100mg); may add or repeat IV MP]

ASSESS AT 1 MONTH

Seoved Unchanged Worsened
: Increase ANK to 4mg/kg (200mg Increa(zooseor °°m' Iaxm)ugsmr rpglkg
Continue same dose ANK; max) SQ daily; mg ¥
g ¢ Continue same dose PDN: Begin PDN if not on, or increase
Start/Continue PDN taper; 0 \i PDN to 2mg/kg (max 100mg); may
reassess monthly May add or repeat IV MP'; add or repeat |V MP7 reassess

reassess monthly monthly

ASSESS AT 3 MONTHS

Improved hanged orsened. or ©

If on PO PDN, taper PDN? steroid dose
Continue same dose ANK Continue same dose PDN Plus either
reassess monthly? add MTX or switch to tocilizumab plan

(Arthritis care & research. 2012;64(7):1001-10.) [14]
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Lyseng-Williamson KA. Anakinra in Still's disease:! a profile of its use. Drugs &
therapy perspectives : for rational drug selection and use. 2018;34(12):543-53.[15]
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REMDO TN O RLBEL GO T L, MIBREAT v A FEBIUHY
VYTFEOPETE LI LBAMSNTESNTND, AF R, EHH JIA ORI
BT X T70ORENET 07 7 A VF, MOKRBINT-EISIEICBITLENE
—E LT\,

(LT, &A)
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Table 1 Administration of subcutaneous anakinra in the treatment of Still’s disease inthe EU[ ]

‘What is the approved indication for anakinra?

In adults, adolescents, children and infants aged >8 months with a body weight of > 10 kg for the treatment of Still’s disease, including
systemic juvenile idiopathic arthritis and adult-onset Still’s disease, with active systemic features of moderate to high disease activity, or in|
pts continued disease activity after treatment with NSAIDs or corticosteroids

Can be given as monotherapy or in combination with other anti-inflammatory and disease-modifying anti-rheumatic drugs
How is anakinra available and how should it be stored?

Availability Ready-to-use, graduated, pre-filled single-use syringes containing 100 mg of anakinra in 0.67 mL of sol
tion for injection (allows doses of 20-100 mg to be administered)

Storage Refrigerate at 2-8 °C in the original packaging (to protect from light)

May be removed from the refrigerator for 12 h at temperatures < 25 °C (dispose of the syringe if it is ng
used by the end of this period)

How should anakinra be administered in pts with Still’s disease?

Pts weighing > 50 kg Dosage: 100 mg once daily

Pts weighing < 50 kg Starting dosage of 1-2 mg/kg once daily (may be increased to 4 mg/kg/day in children with an inadequa
response)

Preparation before the injection Do not shake the syringe; allow the contents to come to room temperature (leave the syringe at room

temperature for ~ 30 min or hold it gently for a few minutes)
Method of administration Subcutaneous injection in the abdomen (except for the area around the navel), top of thighs, upper outer|
areas of the buttocks and outer area of the upper arms
How should anakinra be used in special populations?
Pts aged > 65 years No dose adjustment expected to be required
Use with caution (lack of data and increased risk of infection in this population)
Pts with renal impairment Mild: no dose adjustment expected to be required
Moderate: use with caution

Severe or end-stage renal disease: consider administration every other day

Pts with hepatic impairment Mild to moderate: no dose adjustment expected to be required
Severe: use with caution
Women who are pregnant or of Avoid use (precautionary measure as data from the use of anakinra in pregnant women are limited)
child-bearing potential not using
contraception
Breast-feeding women Discontinue breast-feeding during treatment (not known if anakinra is excreted in human milk)

‘What clinically relevant drug interactions may potentially occur with anakinra?

TNEF-a antagonists Concomitant use with anakinra is not recommended (may increase risk of serious infections or neutrope

nia without increased clinical benefit)

CYP substrates with a narrow Consider therapeutic monitoring of the effect or concentration of such substrates and adjust substrate
therapeutic index (e.g. warfarin dosage if warranted (increased CYP levels can result from increased levels of cytokines, such as IL-1,
and phenytoin) during chronic inflammation; anakinra could normalize CYP levels as it is an IL-1 receptor antagonist]

Live vaccines Do not administer concurrently with anakinra (more data required [17])

CYP cytochrome P450, IL interleukin, pr patient, TNF tumour necrosis factor

(Drugs & therapy perspectives : for rational drug selection and use.2018;34:543-
53.[15])

WL RN, B, TR X8 » A L. EOFE TIRE A 10kg UL E O Sh R ¢ H &R
D EOREBIEEEOIER R B RIREZ D A F VR, 258 JIA 28T
NSAID £ 72 3RIBRE AT oA FEEHIEZ o LiRE,

HARIE LS LT, SR OPRERSLKEBEMMER Y v~ TFHEMHEDOE TE
G252 ENTE D,

ME 1 H 1R, FfHRIZELDE TREHELK THET 5, KE>50kg: 100mg/H ., KHE
50kg Riifi: 1-2mg/kg/H UM TEIARISHNCK LT 4mglkg £ TH & ATHE)

AR « TEEH : TNF-a BLFE ; WK EOA RN 2 H0 & IS EAERRYYE £ 7213
RERBAIED U 27 2@ D RetE H 0 FITHESRR S e, £V 7 F T T
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Table4 Special warnings and precautions related to the use of subcutaneous anakinra in the treatment of Still’s disease in the EU [ ]

What precautions should be taken to alleviate injection-site discomfort and reactions?
Before the injection Inject at alternating injection sites

Cool the injection site with cold packs; allow the pre-filled syringe to reach room temperature or hold it i
one’s hand for a few minutes

After the injection Cool the injection site with cold packs and apply topical corticosteroids/antihistamines

What precautions should be taken with regard to infections?

Active infection at initiation Do not start treatment with anakinra until infection is resolved

Serious infection develops Monitor carefully if anakinra is continued (data regarding discontinuing/continuing anakinra during seri-
ous infections in pts with Still’s disease are limited)

Tuberculosis Screen pts for latent tuberculosis before initiating anakinra, taking medical guidelines into account

Reactivation of hepatitis B Screen for viral hepatitis before initiating anakinra, taking medical guidelines into account

What precautions should be taken with regard to the risk of hepatic events?

Monitor liver function Consider routine monitoring of hepatic enzymes during the first month of anakinra treatment (increases i
hepatic enzymes and acute hepatitis have reported in pts with Still’s disease, predominantly during the
first month of treatment)

Monitoring is especially important in pts with pre-dosing factors for hepatic events or who develop liver
dysfunction symptoms

What precautions should be taken with regard to the risk of neutropenia?

Monitor ANCs Assess prior to starting treatment, monthly during the first 6 months of treatment, then quarterly
Do not initiate anakinra in pts with neutropenia

Pts with neutropenia ANC < 1.5 x 10%/L prior to starting treatment: do not initiate anakinra
ANC < 1.5 x 10%/L during treatment: monitor ANCs closely and discontinue anakinra

What other special warnings/precautions pertain to the use of anakinra?

Allergic and hypersensitivity Pts with hypersensitivity to anakinra, any excipient in the injection solution or Escherichia coli-derived
reactions proteins prior to starting treatment: use of anakinra is contraindicated

Pts with severe allergic reactions during treatment: discontinue anakinra

Immunosuppression Pts with pre-existing malignancy: use of anakinra is not recommended (lack of data)
ANC absolute neutrophil count, pts patients

(Drugs & therapy perspectives : for rational drug selection and use.2018;34:543-
53.[15])
EREFEOHBIZ SN TIE 12, BRENFITHR DMK TORGRFEDORIL] TR# L7z
KEBEETHIZDEM LT,

(3) HREFE~OEMENTER L L COFEHEIRI

<WAMNZBIT L HBREFERE>

[Textbook of Pediatric Rheumatology 7th ed. Petty R.E. et al. ] [3JiZ5C# & 41T
L E A G| H U LT,

pp170-171. Pharmacology: Biologics D%

“Adverse events have, in general, not been serious.” EININMIEE D L D17 <,
JRFATESRH L TH D 2 EREHEH SN WD, [FE TO’Guidelines for the use of
Anakinra in the treatment of systemic JIA”IZ(% [ & : 1-2mg/kg/H - X I (&
Kl 8 100meg), E=XVU 7 < X 2 BEUNICEELZRD D, KIIL1M1H
TliT, ZORBITMEMILICER TS, LRBiE TV D,
pp211-212. Systemic Juvenile Idiopathic Arthritis D

TEFITRIBRREAT oA FEFOERICLD2IMEEZRKARD) OBPOH%Z, “ A

second option is the early use of biological agents, particularly anakinra, with or
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without concomitant glucocorticoids. This is an attractive choice for many

patients and families because they may be able to completely avoid using

glucocorticoids or at least minimize... &, BB EE AT v A FIEA|OMHHIZIR S

TTFTHXoT7%8D U RFaAfA XL LTHWSLZE, IRRbSTHGAET X T
TR RE AT v A RIEHFH D ERICHEN CX 5 aEMEICZ 2 0 9 % _[attractive

choice (MENMWZ2EP) | L FTHEICHHEINTWD, HE - AEIZOWTIE
“Anakinra is administered subcutaneously at a starting dosage of

1 to 2mg/kg/H.” 1-2mg/kg/H K FIETHBET L Z EBHLEN TV D,
<ARICBTL2HHHEFERL>

DYV U=FHFETX AN (BRI U~TF P S%ETH 2 hil16]
EEMER R IEBIEI R ] pld0  ICEDPN TV DOFEEMEZLL FITE & DTz,

- AHA JIA 1TV T NSAIDs CThEJS 23 FTRE AR SE BT —EBIC IR 540 %

* NSAIDs RIGHNZIZ 7TV =y ry AFALT U =y L 2REZAT 9

- HHRYED JIA OBA . BIBREAT e A RENRERECR G, v/ v 77—V

IEHALIEBEREDNZ 2 5556, XEOICHEME~MHEKL TCZ Z2BMNMT 5% T

» D,

A1 VT I T X AR FEARECHADNTH L L ORENTHIHTHL, D

25 [E TS 2 BfG L Cds & 3l R BR 2 22

(4) F2XITMEBEOZRAITA BT A o ~OFLHAR DL

<WINZBT DA RTA %>

Ringold S, Weiss PF, Beukelman T, DeWitt EM, Ilowite NT, Kimura Y, et al.
2013 update of the 2011 American College of Rheumatology recommendations
for the treatment of juvenile idiopathic arthritis: recommendations for the
medical therapy of children with systemic juvenile idiopathic arthritis and
tuberculosis screening among children receiving biologic medications. Arthritis
and rheumatism. 2013;65(10):2499-512. [4]
PRIBIEENME DS @ WER TITFIHIE R E LTT 2 728N L, WE N L7725
AlTBEMEFEE LT CAN £/21X TCZ, MTX., L7 /43 R, TNF- o fLEH % #
59 %, 1EEREBEBMES TR RE X7 v A FIEEFIC L 2R %2 01575
L L, R BITEIMEEF] Tid NSAIDs 2383 23, W OBHE bRk
LG ABIITBINREE L TT XU 728N, S DITHBERRSGAI
CAN £721Z TCZ. MTX, v 7 /v F, TNF-ofLEH 2G5,

(LLF. &H)
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INITIALTHERAPY CONTINUED THERAPY CONTINUED THERAPY

Canakinumab
Tocilizumab
MTX or leflunomide

MD global »5 MD global irrespective,
& AJC Irrespective AC0-4
MD global irrespective,
AIC>4

Canakinumab
Tocilizumab
MTX or leflunomide
TNF-a inhibitor

MD global <5
&AIC>4

Anakinra

- Canakinumab
e Conion
Tocilizumab

MD global irrespective,
MD global <5 MD global <5 & AJC > 0 AJC0-4
&AIC1-4 '
\ 1

e
MD global <5 SXC24 MTX or leflunomidg
TNFa inhibitor
MD global <5, Anakima
Canakinumab
| Tocilizumab
it
Canakinumab
Tocilzumab MTX oreflunomidd

Tocilizumab

Adjunct intra-articular GC Injection appropriate at any time

Adjunct systemic GC as needed

(Arthritis and rheumatism. 2013;65(10):2499-512.) [4]
<BARIZBIFDLHTARITA L E>
ﬁ%P?%V%-WAx%wr BWENA RTA > 2017 4R [17]
=4 BT BRI TR A B S e R B BURMI R ¥ - B O R ABICB T
E)ﬁ)ﬁﬁﬁjuﬂi
CQ27 &5 M JIA ICEBWTAH A FERRANIL S 5
(77X ZI2B W THEMG, BIBREAT 7 A RERE, KA 7V -5, ZE
BEAR . EREAH O, Sk FHEEOWFICET LI T A
ITHER I N hoTe, ) RSN TS,
LorL, 282 b2y JIA IHVERTHLITOTET Vv A Z Bl TIEFIE %
LOLZENRETHDL L, KEBOEREBEMENS " HERLEHRRLNECTHD Z
EIFEAOEFETHLH, 20D, HEEELIXZORHICHOWTX HA KT A4 0D
FEAiE (GRADE k) i3 =BT v Ao, 5% bEBORMNL
GRADE %2 -3 TV ADEMIINETH S| L RILTR&ELEZX TN D,

(5) HERNFITHR DA TOMRBABRAR L OB ARMEAFERE (B (1) L) 2o
WT
AFRT ORI, HHERICOWT TEREE] 2T, I7 7% 7 AND &5
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TR EE TR R E S | 7 F % T AND X FLY% or A7 « V¥ or Still 9 | THa
RriTo77,
FER. AR COARRFEOEGARMHBE., MARBRBE IR Y =020 o1,

(6) Eio (1) 726 (5) B EATEHLEDZHMEITHONT

<HEERRE - RITHONWT>

1) LTOBEB»L, BEEE - 2R & b GRS FERREATIRICB W TRY &
Exohb,

- European Medicines Agency(EMA), ZZ[EIZ T, fRA R F LG, 4B BUE A MERERS
PERIEi X TAR I N TS, [5,6]

cKRETIET AV AY =T (ACR) HIOHRERO T, BEICZ OEBENRH Y |
BEAKFRIES A T 72 “A Study to Evaluate Efficacy and Safety of Anakinra in
the Treatment of Still's Disease (SJIA and AOSD) (anaSTILLs)
https://clinicaltrials.gov/ct2/show/NCT03265132 MNi#EITHTH D,

AN CIEHRGEERICK LCRIBREAT oA REORS LI, EHIEED & VIE
BITIETZ 77— AT aA ADREFEERREE L Tlbih, BHRIBREENHRE S
TWn5, [8-10]

T FR U TIIARMERE LS AMTEAEMLEH SN TS TCZ IZthig L, EE 2 F
ERMRD 7N ERMmEEN TS, [3]

<HEE/E - ARV T>
1) UTFToEALS, BYEMAE - AT (7% 7 18 1-2mg/kg/ B % & F#&5
‘a—éo

- LR EIE EMA, S0, KE TR b - F&[4-6, 151 TH Y . AHTH
FRRICAFIRNEN TED ZEMEE LU,
- EMA TIZH#R 8 " HEL L, {KHE 10kg UL L THEEGRIEEE WO IR & 523, FEE
HEE O W JIA KT 20827 %7 HEIX, 5mgkg/H 2252 L
DENH TV S [3,4,15], IBAREE O TR O 7201213, R FER 2 EET 5 F
TICHEEBEZ LoD EB I ) 2 ENEETH Y . Textbook of Pediatric
Rheumatology 7th ed.[3] CRL#E XL TV % 5 mg/kg/H & THHEA[RECTH D &\ H X
ExEMLZ, £ ARNIAEICE2EH JIA ORGERD G <, FLIEHEF o
WEHZWIZH EMA Til#flldaNn T2 AlOfIRZES L, FHEMMEICH D DX
T LY L7e (8 22 HLEL T CORKREGHE DG TRV, %),
< IRBYALE DT IOV T >

LM JIA ZEMICEDIEERERTH L, MU 2 AEWFRA R 7=
Gy EF gk EREAEZEND E TIREBIZEIET 5, 2 O 7 OITIERIEEB)
BN e A NI A 2 F—F v Mo LIEwFREAIZERN T2 L NEE
Th b,

7T OBKIAE ST & LTS TIIHEIERE L L THARE 7203
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R THED 2 HBERNDD[811], 2D, T X IR KRB INT=HE, 258 JIA
X L CULTORRICIRIR S 7 VB> TS ZEEZHELTWD,
TBUE D% IR BT T 2 AR TO— MR 2R 15
O RE LTCRIBREAT oA REICKDIHE (AFALT L R=yr X
NAFRIELET) 1T 9 @ FRIGHICx LTk TCZ BN+ 25 -0 & 52 TCZ R
JEB b L <X TCZ EEMARIF, —kELFIIX L TIX CANIZEID H R 5
(7T % FRBHEDOAE ST
OHFE~FEE O Y FEBICH L TIMIRKE LTRIBREAT v A4 FERSE (£
FNT VLV R= NV 2AFESET) ICEDEFE. £33 7R T o A L < IEPF
A5 %2179 >@QFRIGHNCHK LTIk TCZ ZEBMT5—-@ & 52 TCZ Fisfl, & L
UE TCZ EMAARFH, —REZENI M L TIL CAN IZHID B X D
WMLUWRIESRRED O RINC O 0 AV FRRBMNLE L 2 503 —H O 2R
JIA BETIET TR 00 0BENAlIbHE SN TnWDd [814], £/, 7TFF 7
A O (7 BMRRE) AWk, CAN ~U) 0 Bz % 1R¥E O R 0 BUEHES
TENTEY (HEFSAETOER) ., SRIIT T 72RMICEREGEHTS
DOTIEARLAEIICBYVERT 70 ha— L OERLAIEEEEZ LN TWND, &
DG, ERZBFEHNRABZMZ DOREYIKREO THROUWENZERSINDL Z &R
HrEsh b,
AIENTT % T O A ER 72 < BURF R TR EETHREOEND H D 23,
TR T OARBKIIEBICT X T oEBER e b a— L OEREITV,
R & 8T LR AT 2 2 L b i S LD,

L FEhE T RERBOME L DO FIER

BERo L0, 7THF T REIMIBWTETA JIA 1T 51REEE Lo+
DIRTET VAR NEREAEE IS DN, AR LTV AHEHRE L TIAEARANIZEBT
DEERZNE - RIS - et ZBRTLOILEND D,

INOEREHERT OMARRE T XETHLIN, AREEH OV - HIE
FENBHEZ T, Al (TCZ=<° CAN) LW LT F X 7R THREOR2ME, AR
YA a2 2 hax L F —HE MR ERRBRIIE N - B 2 5,

Ehi rTRE /R BRIRFHE & LT, sk kA — 7 v I NV RBRERE T D, T X
TEEGEINTRGREORMGIE, 3. 6, 12 P AZOEMER, BARER, ki
EOLEEDOFMNLE S EEZD,

ik

A TIX SOBI #EAARKMN TR - BliFE % — FICHE > TW 523, SOBI #HIE H AEMNIC
H& D% « 8 - eI, W LIZMIHEFE2 AL TE 567, SOBL RN AH T
DRFEIRBAZE « KRB A EEFER T2 2 L 1TE I 0,

TS, KM TORBIZH NI L TSN DBELZBAEZEL TR TH D,

[o)}

. BELE R

1) FANRER S E R 77 7 AT @A EHEH 80mg, 200mg, 400mg. 4=
BORAERE (RSB EMER MBI &) 2014 4 8 A HB#
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