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DMARD Aoluywcelc

Table 4. Risk of infection associated with exposore to DMARDs with and withouot immunosuppressive activity, adjusted for
covariates®
Coefficient Adjusted
Medication estimate RR 95% CI P
Mild infections

Medication (vs. no DMARD and no C5)
[mmumosuppressant alons —0.09 0.92 0.849-0.095 < 00001
Monimmunosuppressaent alone -0.12 0.8% 0.86-0.02 < D000l
[mmunosuppressant end CS5 0.11 1.12 1.08-1.17 < [.0007]
Nommmunosupprassent and €S 0.10 1.10 1.05-1.16 0, 0001
CS alone .14 1.1% 1.11-1.19 == [0
MNone 0.0 Eef,

Sarious infections

Medication (vs. no DMARD and no C5)
[mmunosuppressant alons —0.12 .88 0.79-0.89 0.0320
Monmimmunosuppressant alone —(0.04 045 0.55-1.05 3088
[mmumnosuppressant end CS5 .44 1.62 1.46-1.79 < 0.0001
Nommmunosupprassent and 5 0.44 1.61 1.43-1.82 = 00001
CS alone 0.4 1.0 1.75-0.06 <= [0
Mone 0.0 Raf,




DMARD+KE AOINWEEIC

Use of Nonbiologic Disease-Modifyving
Antirheumatic Drugs and Risk of Infection in
Patients With Rheumatoid Arthritis
Arthritis & Rhoumatism (Arthritis Care & Research)

DIANE LACATLLE,! DAPHNE P. GUH,.2 MICHAL ABRAHAMOWICZ,® ASLAM H. ANIS,? anp Vol. 59, No. 8, August 15, 2008, pp 1074-1081
JOHN M. ESDAILE® DOI 10.1002/art.23913

Table 3. Generalized estimating equation extension of multivariate Poisson regression analvsis, modeling the risk of mild and
serious infections®

Mild infections Serious infections
Variable Adjusted RE 95% CI P Adjusted RR 85% CI P

Medication [ve. no DMARD and no C5)

DMARD and CS 1.12 1.08-1.16 < 1000 1.63 1.5—-1.77 < (LMK

DMARD alone 0.9 056083 o D100 E p.4az 0.85-1.0 00502

CS alone I.15 1.11-1.19 < (OO0 1.4 [.75—2.05 < (LR
Prior event (ves vs. nal 1.23 1.21-1.2G = (0.00071 4.08 2.84-3.35 < 0.DD0N
Comorbidity indox [per unit) 1.08 1.08-1.00 < 0.0001 1.11 1.1-1.12 < 0.0001
Age [per 10-year increasa) 0.97 .96, 98 < (.0001 1.16 1.16—1.22 < (L0001
aex (women vs. men) 1.28 1.24-1.31 < [1.0001 1.02 0.96—-1.08 .5583
RA durstion (vs. incident cases)

>3 VBars 1.11 1.07-1.15 < [0 1.45 1.35-1.57 < (LMK

-5 years L. 1.01-1.07 0.0041 113 L.0E—1.21 LURAIRIER
SES {low vs, high) [.38 1.34-1.45 o (OO 1.56 1.41-1.713 < (LR

* RR = rata mito; 95% CI = 85% confidence interval; DMARD) = disease-modifying antitheumatic dmg; C5 = corticostemids; BA = rheumatoid
arthritis; SES = surmogete marker of socioeconomic status.
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Initiation of Tumor Necrosis Factor-«
Antagonists and the Risk of Hospitalization

for Infection in Patients
With Autoimmune Diseases

JAMA. 2077, 206(27):2337-2338
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PA ONE WA

5mg 1.32 1.09 1.15
5-10 1.78 0.93 2.01
>10mg 2.95 1.38 2.77

JAMA. 20171, 306(2T2327-2438
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Review

Long-term anti-TNF therapy and the risk of serious infections in a cohort of patients
with rheumatoid arthritis: Comparison of adalimumab, etanercept and infliximab in

the GISEA registry

Fabiola Atzeni **, Piercarlo Sarzi-Puttini *', Costantino Botsios ™', Antonio Carletto =, Paola Cipriani ',
Ennio Giulio Favalli =', Elena Frati "', Valentina Foschi *', Stefania Gasparini ™', AnnaRita Giardina "',
Elisa Gremese *', Florenzo lannone !, Marco Sebastiani "', Tamara Ziglioli ™', Domenico Biasi &',
Clodoveo Ferri “', Mauro Galeazzi &', Roberto Gerli ™!, Roberto Giacomelli %', Roberto Gorla ™!,

Marcello Govoni %', Giovanni Lapadula *', Antonio Marchesoni ®', Fausto Salaffi ™', Leonarde Punzi

Giovanni Triolo %', Gianfranco Ferraccioli *!

Univariable and multvanable predicromns of senous infections.

Liny viar daber Muldtivariate

HE' 95ECF B AHK® 95% O° P
Age at start of antl-TNF - 1.03 102 704 <7 1036 1702 T.053 -<iNM)]

treatme nt

Disease disratien 1000 099 103 03 1004 098 1025 Q700
DAS2E 1055 0% 109 0381 0%ae 081 107 Qa9
DHHAD 443 115 181 02 I.15% 085 1576 0358
Etanercepr 1 1
Ad alinnumals a2 132 315 00007 223 112 4421 Q023
I i maks 4281 284 BAT <001 4916 271 BO0E -DOO]
DMAR Ds 2178 15% 298 <0001 2145 128 3555 Q004

Courticnsterolds T84S 136 251 0007 1633 101 2644 Qe
Coemior bidity (A% 06T 121 0479 146 08T 1 234
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Ui variate M wltiva i ate

HE* 9%ECT p AHKE® 95% O p
Age at start of antl-THF - 1.03 102 104 <{dEN1 103 102 105837 -<iMN

treatme mit

Disease diratien 100 G99 103 03 |l O9H 1025 49
DASYE 10455 054 119 0381 9ah OB81 1107 Q49
DH-HALD 1443 1.15 181 OAWx2 [.15% (085 1576 0358
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Time-Dependent Increased Risk for Serious

Infection From Continuous Use of Tumor Necrosis

Factor Antagonists Over Three Years in Patients

With Rheumatoid Arthritis

RYOKO SAKAL' YUKIKO KOMANO,' MICHI TANAKA,' TOSHIHIRO NANKI,' RYUJI KOIKE,'

HAYATO NAGASAWA,? KOICHI AMANO,2 ATSUO NAKAJIMA,* TATSUYA ATSUMI* TAKAO KOIKE?
Table 4. Multivariate analysis of independent risk factors for serions infections during
continuous use of TNF antagonists in the Registry of Japanese Rheumatoid Arthritis

Patients for Long-Term Safety database®

RR (95% CIH P

TNF antagonist (mfliximeb or stanercept) 1.97 [1.25-3.19] [0.0045
Age by decade 1.45 [1.20-1.77] < 0.001
Chronic pulmonery disease 1.77 [1.15-2.70) (3. 005
habetes mellitus 1.20 [0.68-1.97) LY
Mean DASZE-CRP [per 1.0 mmcrement) 1.33 [1.05-1.66) 0015
Mean MTX dosage =8.0 mg/weeks 2.14 (1.15—-3.87]) 0.013
Mean prodnisolone dosage =10 mgiday¥ 2,449 (1.08-5.30] 0.027



Arthritis Care & Research
DOl 10.1002/acr.21713

Use of a Disease Risk Score to Compare Serious Infections
Associated with Anti-TNF Therapy
among High versus Lower Risk Rheumatoid Arthritis Patients

IR Curtis MD MS MPH', Fenglong Xie MS', Lang Chen PhD", Paul Muntner PhD?, Carlos G. Grijalva MD
MPHE, Claire Spettell PhD"_ loaquim Fernandes MSQ, Raechele M. Mcmahan MB.!'{", lohn W. Baddley
MD®, Kenneth G. Saag MD M5Sc™?, Timothy Beukelman MD MSCE?, , Elizabeth Delzell ScD?

2UMQWVA JE TO HOVTEAO,

o€ V€O aoBevn TTou Aauavel TTavw aTro
7,5mg TTPedVICOAOVNG O GUVOAIKOC KivOUVOC
EMPAVIONG AOINWENG MEIWVETAI UETA TNV
evapen xopnynong avtiTNF epdoov auTn
EMMTPEWEI TNV OIAKOTIN ANWNG KX



K2 AOINWCEIC

The association between systemic glucocorticoid
therapy and the risk of infection in patients with
rheumatoid arthritis: systematic review and meta-

. %  Dixon et al. Arthritis Research & Thergpy 2011, 13:R139
William G Dixon ~, Samy Suissa” and Marie Hudson® hitp:farthritis-ressarch.com/content/1 3/4/R139
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The influence of systemic glucocorticoid therapy

upon the risk of non-serious infection in older patients
with rheumatoid arthritis: a nested case—control
study

W G Dixon,'? A Kezouh,? S Bernatsky,? S Suissa?
Ann fhewn O 2012; 1111281133, doiz10.1136/nnrheumdis-2011-200702

+ H xpon KZ au&avel Tov KivOuvo AOINWEEWVY
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Immediate and delayed impact of oral
glucocorticoid therapy on risk of serious infection
In older patients with rheumatoid arthritis: a nested
case—control analysis

William G Dixon,’ Michal Abrahamowicz,2* Marie-Eve Beauchamp,® David W Ray,*
Sasha Bernatsky,® Samy Suissa,® Marie-Pierre Sylvestre’-E
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Treatment benefit or survival of the fittest: what

drives the time-dependent decrease in serious
infection rates under TNF inhibition and what does
this imply for the individual patient?

A Strangfeld,’ M Eveslage,’ M Schneider.? H J Beraerhausen.® T Klopsch.* A Zink. ™
J Listing Ann Reur [is 2011:70:1914-1920. doi-10.1136/ard 2011151043

Tabhle 2 Crude rates of senoos infections per 100 patient-years (pyrs)

Sarions infections

Incidence ramw
Exposure tme (pyrs) i Par 100 pyrs 95% CI ratio (IRR)

Yaar 1

OMARLD trestrnant 1765 40 2.4 1.6 to 3.1 213
Anti-TNF agents JH 147 14 411057

Yaar 2

OMARL trestmant 1696 44 24 1.7t0 3.2 i.36
Anti-TNF sgants ZhE4 g2 3.3 29ta4.0

Yaar 3

OMART treatmant 1397 35 25 1.81t0 15 088
Anti-TNF sgents 2186 43 2.2 161020

OMARD, dizezsa-modifying sntrheumatic drug: TNE, tumoor necrosis factor.



Treatment benefit or survival of the fittest: what

drives the time-dependent decrease in serious
infection rates under TNF inhibition and what does

this imply for the individual patient?
A Strangfeld,’ M Eveslage,! M Schneider.? H J Beraerhausen.® T Klopsch.® A Zink.'®

J Listing' Ann Aheum Ois 2011;70:1914-1920. doi:10.1136/ard.2011.151043
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