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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
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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 decrease
followed by a re-increase in CRP concentrations.
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Table 1 Administration of subcutaneous anakinra in the treatment of Still’s disease inthe EU[ 1]

‘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 disecase, 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 inadequal
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?

TNF-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;34:54 3-
53.(16))

WG RN, T, PR KON 8 AL EO4FERR TIRE N 10kg LA E DS IR T4
FE D 5 E O R BIEENE DTG FE I R H R A O AT VN, a5 T EMRRR M
B & NSAID £ 72 13RI K E AT v A FEEPUEZ R EFREH A,

HARIELES LT, FRIIMORRIERSLHKEBEMERY v~ FREMEHEDOE TE
HFHZEenTED,

ME 1 H 1R, AECEDE FRMELZ K FET 5, AE>50kg 100mg/H ., £
& 50kg ﬂ%iﬁ%: 1-2mg/kg/ H MR TIEARISHNZXT LT 4mg/kg &£ TH & A HE
DFMEER - TEEFE : TNF-a FHEZ ; IR EOFRMEZ 0 S FICHEERYYE £ 7213
ZH‘EPEW@?’}‘EO) UR7 Zm LRt d 0 TR I en, £V 7 F T F
FoT LIRS ITLRY (KD EDOT—F OMFNPLE)
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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.
[16])
ERROMBHICOWTIE 2. HERNFITRLHCK TOAREDIRI] Tiifi L
NELB\EET HT-DEM LI,

(3) HFREZE~OEMENIEE & L ToREHEIRD
<MW BT 2 BB EFR L >
[Oxford Textbook of Rheumatology 4th ed. R.A.Watts. et. al.][17lZF2# S v T
LXEEGIH LT,
P498 “ Consistent with the suggestion that AOSD may also represent a disorder

that is primary mediated through IL-18, striking and immediate clinical benefits
were described in a small cohort of patients with treatment-resistant AOSD
following the introduction of anakinra.” [ A A F /L5 (AOSD) A IL-18 2L D
RETHD LWV RBREZET D X912, IBREHIIED A0SD 243 2 B O/
ak— MIBWT, 7FHF 7 OEAZICHZE» IO EROF ARG ST
Wb EREHENTWD,

P791 “anakinra, an IL-1 receptor antagonist, has been remarkably successful

in more than a dozen patients, including those that failed to respond to anti-TNF-
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a agent. The response to anakinra has been dramatic and resulted in
corticosteroid-sparing effects. Sometimes, improvement has occurred within a
day. Responders to anakinra flare promptly on discontinuation. [IL-1 5 &K+
PETHHLTFHF U T1F, FLTNF-a ANCKIE Lo w2 5D, < OBRE
CESIEERHIL TS, TTHUrIICHTH2RISEENTHY, BIBRLEAT 0
A FFEBEDNREZ O LTS, K, &FIX 1 AURCRD L2 bbb, -
L. T7TF70FIRBRIITHRTL22EDH D, L@l Tn5d,

<HARIZBTD2HBERE>
DIV USFHETFAL (AR v~F o) WETEH 2 /R [18]

pl135 [HAAFAIFEOEE ] OHBIZEWT  [RIBREARAT 7 A REBENH
DTHY, HEEIZS U CTEGEEZFAH T 08, EMEIROFHARLE R b dH
Do AFBITHBENREERTHY  RBOLEZHETHD Z LD B e IR
DATUVMZ K W] APER AN SOV TORHE - [RMOPFETITE IL-6 ZAEBHUEL
MU R TORBENE N> T, BT IL 1 ZBRERETHL T X IR
B IL-1B PR TH H CAN 72 85 AOSD (R A A FLHH) 12T 5 EME ST
W5n] LREfEiEnTwas,

(4) F2XITMEBEOZRAITA BT A o ~OFLHAR DL

DAL N A F V95
<WINZBT DA RTA %>
FRANATFNVIRDITA K7 A4, recommendation 72 S IE LY 72 572 T,
RN ZF VNG B A RFA > 2017 4 [10]) OFCiz, TRA A F L
X, BAIZ 5,000 AFREORBENND EHEIN TV AHAER CTIEEHR CH
D WRANICATHRADERBTH Y, WHEIKICELTT ¥ AMult#adi (RCT) @
EORZET VAL LOEWEREITR. 07D, AL ED TASD OHA R

A RS, IRFEICE L OIRBRINICIT NS LV Th o) LS h T
W5,

ZDED, MAAFHRHTA BT A TIEROBFEERORRE T L 25 B F 0%
FRRMEBAFIRICK D67 AU B U U~FF2D recommendation % LL FIZHER L
720

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]
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PR ENME N B VER CIEIMIREE LCT7 3 72BN L, HEN e L7
Gra B migE & LT CAN £721X TCZ, MTX, V7 /v X K, TNF-« [HEH %
Beh5 5, REERBIEHHMEES CIIAIBREAT v FERANZ X 2% % 9
TR & L, WRE R BIEENMEEF] Tl NSAIDs Z IR T 2523, WP OBEA bIFEEN
Mt L2 AT BINRIRE LCT TR U 728 L, SR EBRH HEIC

CAN £721X TCZ, MTX, v 7 /I K, TNF-a[HERZ&EEGT 5,

INITIALTHERAPY CONTINUED THERAPY CONTINUED THERAPY

Canakinumab
Tocilizumab

MD global 35 MTX or leflunomide
& AJC Irrespective

Canakinumab
Tocilizumab
it MTX or leflunomide
&AIC>4
! Anakinra
Canakinumab
Tocilizumab

MD global irrespective,
MD global <5 > AXCO-4
&AJC T4 ! other.
/ MD global irrespective,
AJC > A

Canakinumab

MD global <5
&AXO

(oral or IV) o

Canakinumab
MTX or leflunomidg
Tocilizumab

Canakinumab
Tocilizumab

(Arthritis and rheumatism. 2013;65(10):2499-512.) [4]

<HRIZBIFLHA RTA L F>

A RTA % ANATF R BIETA KT 4 2017 Fhit [10]

g BT EBE AR A B & A R RS EORF R - A AR AR
T 5 AT

[CQ22 IL-1BHFEIITAMA A F AIFICEE L CTH M 2 »IL-1 B E SR IT BB HE
DN AT NVIFIZxE L CTHARIBRIE ORI & UCHESRET 2 (55 £ 5 2
CERBRETD)] LRBENTVANRT X FICRE L HITEN,

(5) HENEITLR D AF T ORI N OBRIRMEAERE (B (1) B4 2o
W

ARIRTOREREAR . HAEREBIZONT TERGE 2T, [7F% 7 AND &&
FUFEAEVER VRG] T7 %25 AND 2 FJLJE or AT 4 /LJ% or Still /5 | Thh
REAT- T,
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i AFRTORBEEROERE A ®E ., MRS E I RE7Z5Rho7,

(6) Efto (1) 76 (5) B ERTCHELEDZYMEIZHONT

<BIERHEE - DRI ONWT >

1) UTOBEMmNG, HEYHE - IREDBRAATFARICBNTEZYEE2LND,
- European Medicines Agency(EMA), Z[EIZ T, fRA R F LG, 4B BUE A MERERS
PERAEI R THRRR STV 5, [5,6]

cKETET AV Y UwTFFEE (ACR) OHED 4], BRICZ < 0EERH D |
BIEAGRIESIZI T 7= “A Study to Evaluate Efficacy and Safety of Anakinra in
the Treatment of Still's Disease (S #F M3 MEIHiI % and AOSD) (anaSTILLs)”
https://clinicaltrials.gov/ct2/show/NCT03265132 MN#EfTH TH D,

VAN TIIHGEREICK L TRIBREA T A REORS LI, BEEE NG WE
B CILE — B IROIGERIK & L Clbiv, BFRBREBEE I RE S Tn5d, [11-
16]

TR UTIIAEENE L AL TBAEMEH I TN D TCZ I L, HEZRE
ERR DN LGS TS, (3]

<HELEME - AEIZHDWT>

1) LTl s, BEEME - HEIEL AHE 50kg WA E @ 100 mg/H - /K 50kg A&
i : 1-2mg/kg/H & LETENT D &35,

- FREAH 1T EMA, Z, KRETRD v Ak - A &l4-6,11-16] TH D | AT
HFEBRICARBINERTE D ZENEE L,

<FEIRWIALE ST T o>V T >

FRAATF VIR EMICEOL2 BEEREERTH DM, HWYREYFORE NN
Ba, EE e CREAEEEND T TREBIZEIET S, 2O OIIIRIETT
HEWICE e A b A v 2X—Fy Ve LEERFEHNRAOHEHOEETH
Do

T T OBRIKEINLE ST & LR T INERIE & L CTHAIR S £
R CHZD 2 mER S D, £l AIBREAT v A4 FERHNIRTT 2B L LT
RSN TWEEEND H[12,13], DD, TTFF U INEARSNEZEA. BA
AFNVIFIZH LT FORRICIEIR T 7 o BN Eb-> T ZEEZBEL TV S,
TBUE DR SR BT T 2 AR TO— R 2R 15 |

OapfmHiREE LCRIBKEAT oA REIZLDIHE (A F LTV R=yrr»
SRV AEE L ETe) BT >@ARISHNIR LTI TCZ #:8MMT 5 —->@& biZ TCZ
I, B UL X TCZ AR F, RSB LTk CAN 20 B x %

(7 F % K% DOALE ST
OHFFE~EHEOZYEEITH L THIHRRKE LTRIBREAT v A R (XF
NT U R= 7V AFELET) ICLDIRK, 237X FoHAS L UEPEH
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BH%#1T 5 > QORIGHNZXK LTI TCZ BT 5 -0 X 512 TCZ A, & L <
I TCZ EH AR, —RESHFENIZx LTk CAN IZ8I 0 Bz 5

MLUWRIEREDO D EMICO 0 AR N NE L 72508, —Hoa2gH
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oo TrHx I aatEBos (7T BEERE) A/, CAN ~1 0 &z H1RKEED
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MENDZ LRI ND,

ARIETT x0T O HFEREN 72 < BRE R TR EETIHEOENDR H 5 23,
T X T ORBRIIHEBNCT T T omEBER Y e b a— L OfEREITV,
R Z T MR AR EHEET L2 L bl En 5,

4. FEh T RERBOME &L 2D IER
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T VAR OERERAEE TS IN, AELTWAEHRE LTIARANICE
T AR E - BIROGS « BAet] ZERTOILERD D,

INOERZHERT DAL ER T XETHLD, IREEBE DD E - HIE
FEBE 2T, Al (TCZ =X CAN) LW LT FF v 7R FHERGOREME, AR
Pt 22 R —HERERARIIERNE L 2 5,

Fhi P RE 7o BRER T & L T, Sk kA A —7 v T VR A IRE T H, T F v
T EEEINIRGEBREORMEE, 3. 6, 12 0 AZOEMER, BARER, MEHka
EOSEEDOFMALE LB XD,

5. W%

BRI Cl1 SOBI 4L i « BB A — T2 > TV 523, SOBI tLiX H AENICH &
OBFE « g - RFEHLE, RV LR I FEEA L T 5T, SOBIAEB A TOH
IRBA%E - ARHFEAEEEMT 2 Z L 1EB 212 0,

TS, KMTORBICH L TS NLO2EELBIEZEL TVWDHRWTH D,

6. 25 Lik—%

1) ARG R 77 7 A T e il FhiE A 80mg, 200mg, 400mg. 2574
DAL [ R IE R I8 PERIEI 28 ) 2014 4F 8 H 58
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treatment of juvenile idiopathic arthritis: recommendations for the medical therapy
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