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H MTX €ival n Baon tng Bepatreiag otnv RA

REVIEW ARTICLE

Treatment of rheumatoid arthritis: a global perspective

on the use of antirheumatic drugs

Tuoulikki Sokka + Minja Envalds « Theodore Pincus
Mod Rheumatol (2008) 18;228-239

Asbdopéva 5499 aogBevwv amo 61 Kevipa
oe 21 ywpec (Evpwnn kot Apepikn)

To moocooto acBevwy pe
PEVUATOELSN apBpitida mou
gyouv AdPeL peBotpetdn
tenépaoe otadlakda to 85%

KoL GUVEXWC aUEAVETOL

DMARD (%)
Prednisone T2
[ntramuscular gold 23
Antimalarials 42
Sulfasalazine 46
Methotrexate @
Any biological agent 24
Leflunomide 22
Cyclosporin A 0.6
Azathioprine 1.5

D-penicillamine 6.9




Auoavecia/atrotuxia MTX otnv RA

Avtevdel§n otnv xopnynon DMARDs [FrPOBAHMATA ZTH XPHZH THE MTX

, Auocavedia (avetriBUuNTEG EVEPYEIEG)
AUO‘GV£§IG oTwe: amd 1o MEZ , NTaTIKEC,

OEPMATIKEG EKONAWOEIG K.

EAdooova i yeiova

AvTtevdeieig xopaynong tng MTX

OTwyNA cuppopPwon (aAAayn oTov
TpoO1TTO {WNRG / duocaveia)
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Alakotr MTX

Mean
Mean dose of duration of Central
MTX MTX Number of § Permanent Gastro- nervous
Patients  (mg/week)  (months)  all AEs discontinuation { intestinal  Liver Skinhair ~ system  Cytopenia  Lung

Number 3463 8.8 36.5 2624 315/3007 1065 640 309 191 179 84 (15 )
Range 24-1155  46-18 21-132 22-475 10-257 0-122 0-1M 0-58 0-27 0-28
% 129 10.5 308 18.5 8.9 5.5 5.2 2.4 (0.43)
Number of Mean dose of Mean duration Abnormally high  ALT or AST Permanent
patients MTX (mg/week) (months) ALT or AST =2 ULN discontinuation
3808 (16-1155) 10.5 (4.6-18) 55.8 (27-180) 769 (20.2%) 114/883 (12.9%) 66/1799 (3.7%)

Salliot C et al. Ann Rheum Dis 2009;68:1100-1104



The SWEFOT Tnal

MTX up to 20 mg/w

487 ERA <1 yr OXI
k
by wk 4

MTX + IFX 3mg/kg 0, 2, 6 and q 8 wks

(n=128) N=90
(70%)
N=258

MTX + HCQ 400mg qD + SSZ 1000mg BID (n=|\}:*.7cr)21
(57%)

1 I- ] ]

1 1 1 1

QL 3-4 pAveg 1 ﬁTog 2 €1
Primary endpoint EULAR

/

Lancet 2009; 374: 459—-66



Aucavecia MTX otnv RA - SWEFOT trial

27 patients were intolerant to
P g

MTX.

55 patients withdrew due to «—
other reasons

5 ’ D% duoavelia

otnv MTX

487 patients enrolled and
treated with MTX for 3-4
months

147 patients responded well to MTX
monotherapy

258 patients did not
achieve DAS28<3.2 and
underwent random
allocation

g 4

At 12 months follow-
up:

At 24 months follow-up:

130 allocated 128 allocated
triple therapy addition of

3 biologics

5 triple therapy
9 other DMARD
treatment

4 no treatment
18 unknown

108 MTX monotherapy

infliximab

g 4

The randomized SWEFOT trail

8 biologics

4 triple therapy
11 other DMARD
treatment

6 no treatment
16 unknown

102 MTX monotherapy




Ann Rheum Dis 2007;66:1443-1449

299 patients randomised

151 patients in intensive strategy
group

148 patients in conventional
strategy group

59 F-;;:tient;-withc;rew from S:i-l-de:

adverse events MTX: 17

adverse events cyclosporine: 10

lack of efficacy: 13
otherwise: 16

reason unknown: 3

|

adverse events MTX: 10

adverse events cyclosporine: |
lack of efficacy: 7
otherwise: 13

reason unknown: 4

92 patients completed study

113 patients completed study




Alakotry MTX Adyw duoavegiac og aoBeveic TTou dev Exouv Aael BIoAOYIKO

Study design

Level of evidence

MeTa-avaAuon 110 peAeTwvV

(RCTs ka1 HEAETWV TTOPATHPNONG)

2uxvoTnTa d1akKoTriG Adyw TogikoTnTag (%)

Aidapkela Bepartreiag = 5 years

Level: 2a - MTX: 35%
- SSZ: 52%, - Gold: 64%
O péoog xpovog emifiwong yia Tnv MTX
gival 41 pnveg,
yla Tov Xpuod 24 kal yia Tnv SSZ 18 yAveg
100% =
I N HCQ
O U N
iy T MTX 65%
60% |- N s -
T T - SSZ 48%
A0 7: GST 36%
20% —
0°s | L 1 L L | ] 1 1 ]
O 6 12 18 24 30 36 42 48 54 60

Maetzel, 2000



Oodnyia 4: Avtevdeicn MTX

AlyopiBuoc yia tn Bspancia tng PA
KatsvBuvtnipiec odnyisc tng EULAR

Josef 5 Smaden et. al Ann Rheum Dis (2010) doi: 1011 1 364ard 126537
Paon |
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Odnyia 8: Biological agents are effective if synthetic DMARDs have failed and that
they should be combined with MTX (or other DMARDS), since this combination
has greater efficacy than monotherapy with most biological agents




MovoBepartreia pe BIOAOYIKO TTapAyYOoVTa

G\ O

=
-/ { NOR-
> e DMARD?
e , 33%
BSRBR? o w0
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35%. M o
= , { '
= < ‘ 39%
CORRONAY  Healthcare 18 ‘ 1
Insurance cilaims :
30% |

database® AIRS 3 LORHEN?

30% 33% ‘ 12%

All registries/studies are anti-TNF focused, other than ORA (abatacept), AIR (rituximab)
and RABBIT (anti-TNFs and anakinra)

1. Heiberg MS et al. Arthritis Rheum. 2008 Feb 15;59:234-40; 2. Soliman MM, et al. Ann Rheum Dis 2011; 70:583-589; 3. Listing J, et al. Arthritis Res Ther
2006; 8:R66;4. Askling J, et al. Ann Rheum Dis 2007; 66:1339-1344; 5. Mariette X, et al. Rheumatology 2011;50:222—-229; 6. Yazici Y, et al. Bull NYU Hosp
Jt Dis 2008; 66:77-85; 7. Lee SJ, et al. J Rheumatol 2009; 36:1611161-7; 8. Sarzi-Puttini P, et al. Reumatismo, 2008; 60:290-295.



MovoBepartreia pe BIOAOYIKO TTapAYOVTa

RHEUMATOID ARTHRITIS IN GREECE: THE ECONOMIC

BURDEN AND IMPACT ON QUALITY OF LIFE; INTERIM
ANALYSIS OF THE HORA STUDY

Results:

v’ Female (76.7%), meanzSD age 59.1+12.6, median time of
disease duration 1.9+9.1 years

v DMARDS: 36%
v' Biologic agents (monotherapy): 9.4%

v' Combination therapy (DMARD + biologic): 51%




MONOGOEPATIEIA ME BIOAOI'IKO MNMAPAI'ONTA. lore;

Phase | ( MTX naive)
Evapén MTX R aAAou sDMARD oe
nepintwon duoavetiagc otnv MTX

"

-
o
Eni pn avtanokpiong | Sucavesiog (1)
Ko apoucia Kakwv M.N ENAP=H 1°¥ BIOAOTIKOY Q2
K ) MONOGOEPAMEIA
Phase Il ( DMARD’s IR) T
npocOnkn 1°¥ BloAoywkov o€ AMO ZYNAYAZMO BIOAOTIKOY
DMARDs (1°¥) ME DMARDs 3E
< _ﬁ MONOGEPANEIA
‘ Enti pn avranokpiong  Suocavediog ]
U : ()
Phase Ill ( TNFi IR) ENAPZH 2°Y BIOAOTIKOY Q3
aAlayn o€ 8€0tepo BloAoywko | _ -~ MONOOEPAMEIA

kot DMARDSs




BioAoyikeg OepaTtreiec: Mono vs Combo

. . . . | o€ ouvouaouo
TpoTTOG dpAONG NMapayovrag ue DMARDs

Anti-TNFs
Adalimumab Y v
Certolizumab pegol (‘ V‘
Etanercept v Y
Infliximab K v
Golimumab X ( g
B-cell depletion Rituximab x g
Anti - IL-6 inhibitor Tocilizumab v e
T-cell co-stimulatory blockage Abatacept x Y 4
IL-1 receptor antagonist Anakinra X (‘



Alakottn MTX peta armmo 21y LDA

PREMIER study

Randomized Controlled Period Open-Labsl Extension

HUMBL 20 mg eow + MTX weecly
n=2I82

o
—

10

Breedveld FC, et al. Arthritis Rheum 2006; 54(1):26-37.



Patients, %
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Meta TNV dlakotn MTX

—4— ADA+MTX - Open-Label ADA
—d— ADA - Open-Label ADA
ACR 70 -= MTX - Open-Label ADA

104

| i I | | | | | | !

120 136 152 168 184 200 216 232 248 264
Study Week

Van der Heijde D et al. J Rheumatol 2010;37;2237-2246



Oepartreia Kal aKTIVOAOYIKI €CEAIEN

Bl ADA+MTX, N=228
L] ADA, N=205
Bl MTX, N=203

Change in JE
(Weeks 0-104)

TA-DAS28(CRP) Tertiles

Smolen JS et al. Ann Rheum Dis 2012;0:1-7



Van der Heijde D et al. J
Rheumatol 2010;37;2237-2246

[] ADA+MTX —> Open-label ADA (n = 117)
[C] ADA - Open-label ADA (n = 105)

B MTX - Open-label ADA (n = 106)

Clinical remission
DAS28 < 2.6

100
80 -
N
v 60
=
2
w® 40 1
o
20 -

Clinical remission  Clinical remission

DAS28 < 2.6 DAS28 < 2.6
+ +
Normal function No radiographic
HAQ <0.5 progression
AmTSS <0.5

40

18 18

Clinical remission

DAS28 < 2.6
+

No radiographic

progression

AmTSS <0.5
+

Normal function
HAQ <0.5
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Biologics: Targets and Therapy

ORIGINAL RESEARCH

Systematic review and network meta-analysis

of combination and monotherapy treatments in
disease-modifying antirheumatic drug-experienced
patients with rheumatoid arthritis: analysis

of American College of Rheumatology criteria
scores 20, 50,and 70

This article was published in the following Dove Press journal: Hﬂﬁﬂthﬂl"ﬂp'}"
Biologics: Targets and Therapy _
|1 December 2012 Adalimumab 40 mg/2 weeks

Certolizumab pegol 200 mg/2 weeks
Etanercept 2 x 25 mg/week
Toalzumab 8 mg'kg/4 weeks
Control (= placebo or sulfasalazine)

Biologics. 2012;6:429-64



Monotherapy: Enbrel vs other biologics

Treatment Control Fixed effects Random effects

OR v control (95% Crl) OR v control (95% Crl)
ACR 20
ETN 2 x 25 mg/week ADA 40 mg/2 weeks 2.396 (0.957, 6.623) 2.333 (0.238, 25.484)
ETN 2 x 25 mg/week SUL 7.452 (3.522, 16.502)# 7.524 (1.059, 52.521 )
ETN 2 x 25 mg/week TOC 8 mg'kg/4 weeks 0.454 (0.121, 1.702) 0.451 (0.03, 7.062)

ACR 50

ETN 2 x 25 mg/week
ETN 2 x 25 mg/week
ETN 2 x 25 mg/week
ACR 707

ETN 2 x 25 mg/week
ETN 2 x 25 mg/week
ETN 2 x 25 mg/week

ADA 40 mg/2 weeks
SUL
TOC 8 mg'kg/4 weeks

ADA 40 mg/2 weeks
SUL
TOC 8 mg'kg/4 weeks

2.866 (0.824, 12.549)
5.593 (2.408, 14.723)*
0.296 (0.012, 2.728)

1.73 (0.197, 82.237)
19.117 (3.202, 526.039)*
0.367 (0.002, 24.795)

2.641 (0.342, 20.704)
5.621 (1.196, 28.531)¢
0.244 (0.005, 4.144)

1.743 (0.066, 195.274)
18.744 (1.47, 686.342)¢
0.201 (0, 58.072)

Biologics. 2012;6:429-64



MeTa-avaAuon: aTToTEAEOUATO

29 studies for combination therapy and 14 for

monotherapy meta-analyses

Licensed biologic combinations had significantly higher odds
of ACR 20/50/70 compared to DMARDs alone

Etanercept combination was significantly better than adalimu-
mab and infliximab in improving ACR 20/50/70 outcomes

No significant differences between the etanercept combina-
tion and certolizumab pegol or tocilizumab

Licensed-dose etanercept, adalimumab,
and tocilizumab monotherapy were signi-
ficantly better than placebo in improving
ACR 20/50/ 70 outcomes

Biologics. 2012;6:429-64



FASTAWARD — Study Design

n=111 CZP 400 mg every 4 weeks*
Patients

discontinued _ o
all DMARDS — 1:1 randomization

for 28 days

Placebo every 4 weeks

n=109

l I
Week 0 Week 24

The approved maintenance dose for CZP is 200 mg every 2 weeks
and MTX should be continued during treatment where possible

Fleischmann R et al. Ann Rheum Dis. 2009;68:805-811



CZP mono: ATTOTEAECUATIKOTNTA

FAST4AWARD
80 - Monotherapy
60 -
45x.5

__IPlacebo (n=109)
BczP 400 mg (n=111)

ACR Responders (%)
N Nt
- o

ACRZ20 ACRS50 ACR70

Significantly different from placebo Fleischmann R et al. Ann Rheum Dis. 2009;68:805-811



EULAR: MovobBepartreia

Oonvia 8 (oxOAla KEIMEVOU)

It is noteworthy that some TNF inhibitors such as
adalimumab and etanercept are licensed as monotherapy
on the basis of their efficacy in clinical trials, but the data on
their clinical superiority compared with MTX monotherapy
are partly mixed.

Recent data suggest that monotherapy with tocilizumab is
more effective than monotherapy with DMARDs such as
MTX; however, this RCT did not include a third arm using
the combination of both so that it is not clear to date whether
In patients with early RA monotherapy with tocilizumab is
similarly or less effective than combination therapy with
tocilizumab and MTX.




N.I.C.E

| Dr Hause of
Rheumatology??




Yes

/,.‘ s the patent intolerantto

-

" Use the least expensive TNF inhibitor as
monotherapy: ‘
¢ Adalimumab (TA130) or
s Ceriolizumab pegol (TA 1886) or
¢ Etanercept (TA130)

Yes — consider
Has the TNF inhibitor been altemative
{ withdrawn because of an \__ TNF inhibito
\ adverse event within first 6 /
\\ months of treatment?
S g R
No
v
/ Adequate responseto
{  treatmentat & months (DAS-28 »—
score improved by > 1.2)?

/

Yes — maintain same
tragtment and
monitor patient
every 6 months

4

Use as a monotherpy:
s Adalimumab (TA185) or
o Etanercept (TA195)

/ MTX, or is treatment with >

\.\ MTX considered to be
\ inappropriate?

NICE guidance for
RA treatment

Kiely PDW, et al. Rheumatology 2012;51:2431



NICE guidance for RA treatment

MTX tolerant MTX intolerant

Scenario NICE approved Licensed options NICE pproved Licensed options

DMARD-IR Adalimumab, certolizumab Adalimumab, certolizu- Adalimufnab, Adalimumab,

pegol, etanercept, goli- mab pegol, etanercept, certolifumab certolizumab
mumab, infliximab golimumab, infliximab, pegol, etanercept,
abatacept, tocilizumab tocilizumab
DMARD-IR, Abatacept, tocilizumab Tocilizumab
anti-TNF contraindication
Anti-TNF intolerant Alternative from adalimu- Adalimumab, certolizu- Alternative from As DMARD-IR
mab, certolizumab mab pegol, etanercept, adalimumab,
pegol, etanercept, goli- golimumab, infliximab, certolizumab
mumab, infliximab abatacept, rituximab, pegol, etanercept
tocilizumab
Anti-TNF ineffective Rituximab As anti-TNF intolerant Alternative from As DMARD-IR
adalimumab,
etanercept
Anti-TNF ineffective, Adalimumab, etanercept, As DMARD-IR Alternative from As DMARD-IR
rituximab contraindication infliximab, abatacept, adalimumab,
tocilizumab etanercept
Rituximab intolerant As anti-TNF ineffective, As DMARD-IR Not applicable Not applicable
rituximab
contraindication
Rituximab ineffective Tocilizumab As DMARD-IR Not applicable Not applicable

Kiely PDW, et al. Rheumatology 2012;51:2431
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* EAANVIKO Apxeio BioAoyikwy Oepatreiwyv
= [. [MTAPAPTHMA

— 2.eAida 69 — Odnyia 19

- To tocilizumab pTtropEi va Xopnyeital Kal wg
UovoOepaTTeia o€ aoOEVEIC JE avTeEVOEICN N
TOCIKOTNTO O0€ peBoTpecartn N AepAouvouion






