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Individualized Monitoring of Drug Bioavailability and
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infliximab pharmacokinetics in rheumatoid arthritis
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[Ann Rheum Dis. 2013;72(6):908-10.]

MTX®D El:ﬁg'% 7b§\ %77 WM Z é:\ RBC MTXPG 3});%}_§I_ [ Eﬁ_ LY :r::;‘ig?abweeks) 1 0.364 0.364 348062 <0.001
IFX R 5 7 OETIE, IPXESE, ATIOFE, RBC MTXPGHET, MTXR S e 1w o e o
%;EL é t Ba;\@__ Duration of MTX q 0.494 0.025 —0.02+0.01 0.100
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- RBC MTXPGEE>257 L ATIBGMER 4.7 T 15 (0R=4.7; 95% Cl 1.1 to
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Table 1 Patient characteristics

A AT 8/26 3/23 0/12 e Characteristic Value
SEE [
. (31%) (13%) (0%) B o p=0.037 RBC MTXPG 3/)1_?}; PR 64 (54.71)
; r 1
_ % 55 <5 NMo |/| 0) 4A I:P 3}\ Gender {female) 7%
B = £ 1l -1 S Duration of disease (years) 11 (6-20)
m 3
N %. g = - (75 %) 75\AT| ZV) U . BMI 27.4 (22.3-32.6)
g = o Anti-MCV positivity {>20 U) 83.6%
s 'é 4 s X 40 Smokers, n (%) 7 (12%)
- £ | [~ ' Duration of MTX therapy (months} 112 (65-150)
g = 2- Q 20 MTX dose (mg/week) 15 (10-20)
Qs I g Infliximab dose (mg/kg/8 weeks) 6.0 (4.4-8.4)
0 - T 0- e —]— Duration of infliximab therapy (months) 70 (29-107)
5 T Previous anti-TNFs 36%
<é 5 2 5: 50 >§ 0 Negative . Positive CDAI 8 (4-13)

RBC MTXPG; levels (nmol/l)
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Addition of infliximab compared with addition of Swefot trial

sulfasalazine and hydroxychloroquine to methotrexate in
i ith early rhy id arthritis (Swefot trial): < D > —_
St MTX-IRZ S IFXIEINH csDMARDEN & V) BRIRFT R 1320

MTX-IRDearly RAIZcsDMARD(SASP,HCQ) vs IFXD &% RCT (open label) TR Lancet. 2012379(3827):1712-20.
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MTXBE24 L (MAX20mg),3~4h B# DDAS28 > 3.27 5 IFXEE(3mg/ke, q8w,

n=128) or SASP(1g/H) + HCQ(400mg/H), n=130. s s r 4+
77 hHL 120 B# DOEULAR good response d B4 LA e
e 122 A% DEULAR good response: IFX 39%vsSASP+HCQ 25%(p=0.016)
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Total advere everty 48 3 R il ‘\.:L ) ! hydrox)’Chloquume (n=128)
(n=130)
i : Responses compared with randomisation
- EULAR good response 32 (25%) 50 (39%) 159 (110—230)  0.0160
$hin 1n EULAR good or moderate response 64 (49%) 77 (60%) 122 (0-98—1-53)  0-0817
‘ln """""" ; ’ ’ ACR20 37 (28%) 54 (42%) 148 (1.06—2:08)  0.0266
Hype o ACR 50 19(15%) 32 (25%) 1-71(1:02—2-86)  0-0424
n ACR70 9 (7%) 15 (12%) 169 (0.77—373) 02044
vt et o Responses compared with inclusion
RN ; EULAR good response 41(32%) 61 (47%) 151(111—2.06)  0.0107
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[Lancet. 2012;379(9827):1712-20.]
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MTXFA L (I\/IAXZOmg),3~475‘H % DDAS28>3.27% b IFXEE(3mg/kg, q8w,
n=128) or SASP(1g/H) + HCQ(400mg/A), n=130.

127 A% DEULAR good response: IFX 39%vsSASP +HCQ 25%(p=0.016)
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Mean  Median Mean Median Mean Median Mean Median Mean  Median Mean  Median ® E /L.:\ __I: j: 73: h \ >
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NEO-RACo study

Infliximab for 6 months added on combination
therapy in early rheumnatosd arthntis: 2-year results

Sy ¥ e el S Bz 3IEdT2T T, csDMARDAICIFXZIENT 5 &
SR S m@sE Y, X BEEIEIIR RS

[Ann Rheum Dis. 2013 :;72(6):851-7.]
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MTX25mg+ SASP 2g+HCQ 35mg/kg/wk+PSL 7.5mg+PB0O(n=49)
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.« XIRTRIEMUEAETT L 2 h o 72214 1 IFXEE 80%, PBOEE 53% (p=0.006) o r/fﬁ/—m/J
Vavaw —_ NS =+ = o 25 c— +
- BEERNXTAA FEBEKRSE  PBO 212mg>IFX 92mg ) FIRACoTIFL
N \
« BESZRIIMAEETEIZARUWL(IFX 6% vs PBO 8%) ¢ % B g R OGoW oY
Time, months
Treatment group A 100 I P RAD P 100 ' T - ) .
Outcome measure FIN-RACo +infliximab FIN-RACo +placebo p Value o 4 BENEACOREL 01 & ‘-.l Le ‘l
ACRS0 (%, 95% CI) 96 (86 to 100) 92 (80 to 98) 0.436 ® 1 ‘ w1 sl 8
ACRT70 (%, 95% CI) 86 (73 to 94) 71 {57 to 83) 0.090 2 » . { . . , 2 M -;
Modified ACR remission (%, 95% Cl) 66 (51 to 81) 53 (38 to 67) 0.19 g @1 | :. . 1 . ; & 4
Sustained modified ACR remission from 6 to 24 months (%, 95% Cl) 26 (15 to 40) 10 (3 to 22) 0.042 b - I ‘ yd ’ g ® |
DAS28 remission (%, 95% Cl) 82 (72 t0 93) 82 (71 to 93) NS E -] LI A f !
Sustained DAS28 remission from 6 to 24 months (%, 95% CI) 72 (58 to 84) 49 (34 to 64) 0.019 % 4 | [ [ ;{5 Y]
Sharp-van der Heijde score, change from baseline (mean, 95% CI)* T 2] a x
Erosion score 0.1 {-0.7 to 0.5)t 1.0 {0.6 to 1.6)% 0.018% X 2
Narrowing score -0.3(-0.7 to O)t 0.4 (0.1 to 0.9)3 0.029 ; 0
Total score ~0.2 (-1.2t0 0.4)1 1.4{0.8 to 2.3)3 0.0058 ¢
Larsen score, change from baseline (mean, 95% CI) 0.4 {(—0.5to 1.3}t 1.7 (0.8 to 2.8) 0.079 3 b 8 2 Over v 8
Time, months Tore Time, months
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Postmarketing surveillance of the safety profile of
infliximab in 5000 Japanese patients with
rheumatoid arthritis

BELEIER 1 6.2%

@infusion reaction
FEN (11861, 2.4%),
2 (1761, 1.5%)

BELAKRIOIE2441(0.5%)
MTX >8mg/wk %

OB 2
25%1(0.5%)
¥152.8[1% 5% I FAE

@5
1441(0.3%), 2B H EILE.
761(50%) H¥ i si& %

®rcP
2215(0.4%)

2255 216 HBAL D PCR T2 .

1ZTY (7841, 1.6%),

) X7 AF(p=0.004)

@ = 1A 2% 0
10841(2.2%)
AR FTHIZ I WD - 7.

NDIFXmERE

%III

-+
AT DR

[Ann Rheum Dis. 2008:67(2):189-94.]
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CONCISE REPORT

Study of the tolerance of infliximab infusions with or without
betamethasone premedication in patients with active

fiiff?:ﬁff;f:mm GCsD ¥ 5 |Zinfusion reaction DREAERVCEEEERFICETES L A L.

L= IFXERED5%ZInfusion reactionA e B & XN TS [Ann Rheum Dis. 2005;64(11):1647-9.]
TEbTI/ 7T MERRIVE RO K, BERERER Y THE.

MTXHHE L TULW5SRA

IFX 3mg/kg% 2 BRFEIN 1T T 5

AR EFIIIRZ X %) (n=179), B:PBO(h=176)

Infusion reactlon Tx’%LZ RREILINICERE, Z 95 FE, ZM2, WE, FikRE, Em/E, mE L&, Fik
REE, S8R & E

Infusion reaction®E4£ X : 3.8%

REAZY) ¥ EETIZ30/1794(16.8%), PBO 18/1764(10.2%)
FAFHA 1L, induction & maintenance T&E 1374 LY
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-7 |\ to o 'l\iﬂ/z):% % 0) E%’TI é Atopy B_ Oral corticosteroids T °r
)@%:%DPSLT\\:E)%LJ:@:L\ . : 401- 40 -

ap = lrp=o.oa-‘

30
20—

p =005
20~ 16.8
52 = 13.5
10.2 -

10.3 25 5 3.8
i ol _m==m | l | 0 | 0 L 1 |
— g o | Placebo Betamethasone Total Placebo Betamethasone Total

Yes No o Yes No {n=21) {n = 42) (n=18) {n = 30)

o
(=]
|
S
[=]
|

% OF infusions
Of patients

10.8

S
T
=
1

Patients with infusion reactions
~»N W
o o

I
1
©
I
o
'S
(@]
N —

Patients with infusion reactions
N w
o =1
[
=

o
o
)
@
e |

o
o

Figure 1 (A) Percentage of infusions in which infusion reactions occurred. (B) Percentage of patients in whom infusion reactions occurred.



The Safety of Infliximab, Combined With START study

Background Treatments, Among Patients With

Rheumatoid Arthritis and Various (‘mnu'll\‘idmo 1 O m g/ kg c E —-d— % é: J2% ;ltny— 75 Z_ %

A Large, Randomized, Placebo-Controlled Trial

e Wt Do Yo’ b Hon? A trma g Sreber [Arthritis Rheum. 2006;54(4):1075-86.]

Pict G amd Mabbood U, Rabiman,” for the START Studdy Grosp

EMEEA2HT 2 FHEDORATMTX+IFX(B3mg/kg or 10mg/kg) DL #18ET L 7-RCT.

MTX-IRTHER - BEARBIET A6 A FT LA LAY R

PBO%£(n=363), 3mg/kg®t(n=360), 10mg/kgEt(n=361) (Z N Z11q8w)

3mg/kglI22wiCRN—=XZ A4 > HB20%DHEHZ L W,

F 72 1350%E L HNIL1.5mg/ kgt =, MTXIZMax25mg/wk, csDMARDSHFA]
T OL 2w TOEERBREDEIA(PSLEE TERIML)

Table 2. Serious infections through week 22°

Infliximab + MTX

L /\ X 7 /r / 0) %gi 0) ﬁ rgg/u\ ; ;E j: fd\ 75\ ) 7“‘ Category Placebo + MTX 3 mgkg 10 mg/kg Combined

No. of patients treated 361 360 361 721

N Ky Weeks of foll , med 21.7 21.9 21.7 21.8

« DAS28,ACR response’s & DERRINIE E3mg & 10mg TE (F 7 Ly, Weeks of reatment, mean 136 136 133 135
z Patients with =1 serious infection 6(1.7) 6(1.7) 18 (5.0) 24 (3.3)

Serious infections reported

o 22WTODOEERREE  relative risk 3mg/kg 1.0[p=0.995], T ol a sha Sae oo

Newly detected latent tuberculosis 1(0.3) 1 (0.3) 0(0.0) 1 (0.1)
Cellulitis 0(0.0) 1 (0.3) 1(0.3) 2(0.3)
== Urinary tract infection 0 (0.0) 0 (0.0) 2 (0.6) 2(0.3)
10mg/kg 31 [p 0013] Bronchitis 2 (0.6) 1 (0.3) 0 (0.0) 1(0.1)
Corneal ulceration 0 (0.0) 0 (0.0) 1(0.3) 1 (0.1)
2 2 Viral infection 0(0.0) 0 (0.0) 1(0.3) 1 (0.1)
O PBOEi 16%, Bmg/kggi 17%, 10mg/kg 50% Influenza 0(0.0) 0(0.0) 1(0.3) 1 (0.1)
Injection site inflammation¥ 0(0.0) 0 (0.0) 1(0.3) 1(0.1)
e & o Otitis media 0 (0.0) 0 (0.0) 1(0.3) 1 (0.1)
Pleurisy 0(0.0) 0(0.0) 1 (0.3) 1 (0.1)
° ) )
iFE /E\ Hrl-l y T b EE'E |E] %& y U T | Pnewmaocystis carinii infection 0 (0.0) 0 (0.0) 1 (0.3) 1 (0.1)
Sepsis 0(0.0) 0 (0.0) 1 (0.3) 1 (0.1)
A L= <> 1y Y - Sinusitis 0(0.0) 0 (0.0 1(0.3) 1(0.1)
o 22W~HAWTIFEE LM REFEOREXRIZETEIX LA o 7=, Sepic arthri 103 009 00D 000
verticulins 2 A A 8

Pyelonephritis 1(0.3) 0 (0.0) 0 (0.0) 0(0.0)
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RRR study
Discontinuation of infliximab after attaining low
disease activity in patients with rheumatoid arthritis:

s bionfenssenii vy 24y TDAS28<3.2(LDA) %8 5 IFXHRIET % &, 55% TLDAZ #EHF
[Ann Rheum Dis. 2010;69(7):1286-91.]
HA267E:%.
DAS28(CRP/ESR) TLDA<3.2%& 24wik#t L 7= IFXERE R DRA(1024).
R F#%2F [, SEK & DAS28 % 4-13wEIC 7 +# A —3 5 . MTXIZEE.
T bAL IFXFIER1IFEE,. DAS28-ESR <3.2, mTSSDETT <0.5
B (RRR failed) &/ 1EBTD[E] U dose D IFX % B4,

»

DAS28-ESR

RRR-Entry
op

=

56/1024 (55%) AN IFXr (E 15 3 DAS28-ESR<3.2% K.

X 5 244/56% 1 DAS28-ESR<2.6 & 71 - 7-=.

IFXA 1E #4294 A EH, 174D DAS28-ESR=>3.2T464 (45%) Hh 4 BY.
IFXEH 5 TR¥(1Z 24w IZDAS28-ESR<3.2 & 1 > 7=.

DAS28-ESR

FXh 1E R T .

- HE(49y0 vs 56y0) . >
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IFXAIERT D DAS28H LARE 1 Ffd] D B fE & AHES e’ ‘} : Z
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E DAS28 (ESR) at RRR-entry D“:;;; (ESR) at RRﬁizjtz:)’



Lrivatad thorck BeSt study

Discontinuing treatment in patients with rheumatoid
arthritis in sustained clinical remission: exploratory

analyses from the BeSt study Eal’|y RAT‘\DAS44<16’T§ C: | I:XI:‘:I _IJ:T % t 15% ‘j: I:FI JJ: %%Ezl:%

N B Klarenbes ‘ ,f j *( ), M GL el ,‘1[ van Groenendasl,
KHHan " PJSM NS | J Huiz ;lA Jkmans,** Iw‘ i'r'

HED |$0)%%>ear|y RA(IErEHFEﬁZEfE/ﬁ%)

Group 1(n=126): MTX—=SASP—LEF—>MTX+IFX....

Group 2(n=121): MTX—=MTX+SASP—-MTX + SASP+HCQ— MTX+ SASP+HCQ+PSL...
Group 3(n=133):MTX+ SASP+PSL60mg— MTX+ CyA+PSL—...

Gropu 4(n=128):MTX+ IFX

DAS44<2.4(LDA) % 3 W BEICFHE L, REMR L OAEZZE L TW L,

DAS44<2 4A(LDA) %64 Bifkicd 5 L #EFE(MTX 10mg/wk,SASAP 2g73: &) &3 5.

S 526 1 AU EDAS44<1.670 k.

[Ann Rheum Dis. 2011:70(2):315-9.]

Table 2 Treatment details of the 115 patients who discontinued all

54E4#%115/508%(23%) Tdrug free & K (BRI =% L, p=0.2) oo
Group 4 (MTX +IFX)1215%(19/128) Tdrug free % ##. e e e

Sequential monotherapy

53/116FA hIYE b h A TEEBRHEL TWL 5. SAmonatenyt 0 S
_ e N N Leflunomid herapyt 3 0 0
26/53%1(47%) 13351 BLUAIZHIFEDMARD B TE#E % E K. T : o
= S Next steps 0 0 0

28 D CCPHiA,RF, HAQIE(E, VAS global healthfE T 14 It 4 DA EES L ABRD. s cimon o
=0 4277 04 + /0 N MTX monotherapy* 8 4 1
%ﬁqzﬂﬂ'@#ﬂ"ffﬁt [ B’éﬁ@t‘: L. MTX + SSAT 4 3 0
MTX + SSA + HCOY 2 1 0
MTX + SSA + 0 1 0

HCQ + predY

Table 1  Overview of the distribution of patients who achieved drug-free remission during 5 years of follow-up in the four treatment groups lmt':‘a";*c‘os;i‘::mion — 50 - 4 g
Sequential monotherapy Step-up therapy Initial combination with Initial combination with MTX + SSA + pred** 10 121t 0
(n=126) (n=121) prednisone (n=133) infliximab (n=128) MTX + CSA + predtt 0 2 0
Drug-free ever 31 24 24 36 Next steps 0 0 0
Still drug-free at 5 years 14 (45) 14 (58) 10 (42) 21 (58) g 7 ;
Restarted DMARD monotherapy 15 (48) 9(38) 14 (58) 15 (42) SSA monotherapyt 2 2 0
Lost to follow-up 2 (6) 1(4) 0(0) 0(0) Next steps 0 0 0
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