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¢, Que nos preocupa al 1niciar una
terapia biologica en un determinado
paciente?

e El incremento del riesgo basal de infeccion

e El efecto sobre el riesgo cardiovascular




Y aunque nos preocupa ...

., Realmente consideramos el riesgo

basal de infeccion y eventos CV antes
de elegir una terapia biologica ?




Cuestiones a responder:

e ; Distinto incremento del riesgo basal para
presdiponer a infecciones graves ?

* (, Diferencias en la reduccion del RCV ?

e ; Disponemos de herramientas ?




Factores de riesgo para infeccs

graves en pacs con AR

Edad > 60 anos

Estado funcional (HAQ)

Actividad enfermedad (DAS28)
Glucocorticoides

Tratamiento actual con TNF1

Fallo previo a diversos DMNARDsnb
Insuficiencia renal, EPOC, DM

Infecc grave previa

Curtis IR, Xie F, Chen L, ef &f. Use of a disease risk score to compare senous
infections assodated v |t|| anti-tumor necosis |':| tor tIH rapy among high- versus
lowser -1 sk rI|| umatoid arthritis patients. Artfriis Care Res (Habokan)

201 2;649:1480—9.




(., Cuanto incrementan los bioldgicos el
riesgo basal para infecciones graves?




Rheumatology 2011;50:124131

R H [ LJ MAT() L()G Y doi:10.1083/rheumatology/keq242

Advance Access publication 31 July 2010

Original article

Galloway JB, et al.

Anti-TNF therapy Is associated with an increased
risk of serious infections in patients with
rheumatoid arthritis especially in the first 6 months
of treatment: updated results from the British
Society for Rheumatology Biologics Register with
special emphasis on risks in the elderly

—2>4.5 veces al inicio del tratamiento
- ;Por qué este cambio temporal?




EXTENDED REPORT

Non-viral opportunistic infections in new users
of tumour necrosis factor inhibitor therapy:
results of the SAfety Assessment of Biologic
ThERapy (SABER) Study

John W Baddley, '~* Kevin L Winthrop,® Lang Chen,' Liyan Liu,* Carlos G Grijalva,”
Elizabeth Delzell," Timothy Beukelman,' Nivedita M Patkar,’ Fenglong Xie,’
Kenneth G Saag,' Lisa J Herrinton,* Daniel H Solomon,® James D Lewis,’

Jeffrey R Curtis’

Conclusions In the USA, the rate of non-viral Ol was
higher among new users of TNFI with autoimmune
diseases compared to non-biological DMARD users,

Ann Rheum Dis 2013

Tasas Riesgo:

2,7 vs 1,7 x 1000 pts-ano (1,6; 1,0-2,6; 95%)




Cryptococcosis

Endemic fungal infection™
Toxoplasmosis
Coccidioidomycosis
Blastomycosis
Aspergillosis

*Only the first Ol per patient is listed. One patient with tuberculosis was diagnosed
with NTM several years later. That NTM case is not listed above but was used in
analysis in table 5.

tDefined using I1CD-9 484.7 (pneumonia in systemic mycoses). Not in table

NTM, non-tuberculous mycobacterial; Ol, opportunistic infection, TNFI, tumour
necrosis factor o inhibitor.




¢, Conllevan diferentes biologicos
distinto riesgo para presdiponer a

infecciones graves ?




e Entre diversos TNFi

* Entre diversos biologicos:

- Datos del Estudio ADACTA

- Datos del Rabbit Score




EXTENDED REPORT

Difference in the risk of serious infections in patients
with rheumatoid arthritis treated with adalimumab,
infliximab and etanercept: results from the Dutch
Rheumatoid Arthritis Monitoring (DREAM) registry

Sanne A A van Dartel,’ Jaap Fransen,' Wietske Kievit,' Marcel Flendrie,'-*
Alfons A den Broeder,? H Visser,® A Hartkamp,* Mart A F J van de Laar,”
Piet L C M van Riel’

Ann ineum s 2013;12:8%-900.

e Tasa incidencia ajustadas inferiores para ETN

score 28 over time were included as confounders. No
difference in risk for serious infections was found
between adalimumab and infliximab with an adjusted HR
(adjHR) of 0.90 (95% CI 0.55 to 1.48). The risk of serious
infections was significantly lower in etanercept than in
both infliximab (adjHR=0.49 (95% CI 0.29 to 0.83)) and
adalimumab (adjHR=0.55 (95% CI 0.44 to 0.67)).




EXTENDED REPORT
Risk of hospitalised infection in rheumatoid arthritis

patients receiving biologics following a previous
infection while on treatment with anti-TNF therapy

Huifeng Yunf'{ Fenglong Xie,” Elizabeth Delzell,' Lang Chen,* Emily B L»sz-_\.fitezm,1
James D Lewis,” Kenneth G Saag,” Timothy Beukelman,” Kevin Winthrop,*
John W Baddley,> Jeffrey R Curtis'-?

Ann Rheum Dis 2014

e El riesgo de hospitalizacion se reduce:

—2>Un 20% con ABT
—2>Un 17% con ETN




The 2012 ACR recommendations™® suggest that RA patients
on ant-TNF therapy should switch to a non-anti-TNF biologic

atter a serious adverse event, including hospitalised nfections,




Tocilizumab monotherapy versus adalimumab monotherapy
for treatment of rheumatoid arthritis (ADACTA):
a randomised, double-blind, controlled phase 4 trial

Cem Gabay*, Paul Emery, Ronald van Vollenhoven, Ara Dikranian, Rieke Aften, Karel Pavelka, Micki Klearman, David Musselman, Sunil Agarwal,
Jennifer Green, Arthur Kavanaugh®, on behalf of the ADACTA 5tudy Investigators

Lancet 2013; 381: 1541-50

Adalimumab Tocilizumal
group group
(N=162) (n=162)

Adverse events 443 430
Patients with at least one adverse event 134 (83%) 133 (82%)
Infection adverse events 106 (65%) 113 (70%)

Patients with at least one infection 68 (42%) 77 (48%)
adverse event

Serious adverse events 21 23

Patients with at least one serious 16 (10%) 19 (12%)
adverse event

Infection serious adverse avents 7 (4%) 6 (4%)

e Infeccs graves 4% en cada grupo




Evaluation of the RABBIT Risk Score for serious
infections

A Zink,"* B Manger,? J Kaufmann,® C Eisterhues,> A Krause,® J Listing,'
A Strangfeld’

AnnRheum Dis 2014;73: 1673—-1676.

Objective To evaluate the Rheumatoid Arthritis
Observation of Biologic Therapy (RABBIT) Risk Score
for serious infections in patients with rheumatoid

arthritis (RA).




Ademas esta calculadora concede
un peso para:

e Rituximab, tocilizumab y abatacept

—> Basado en los datos de 1343, 825 y 444
pacientes que los han recibido desde el afio
2007




En comparacion con FNTI, los factores
fueron:

-‘TCZ =2 1,15;
-RTX = 0,92;
-ABA 2 0.,82;

respective agents since 2007, Using the formula for TNF inhibi-
tors, we calculated the difference berween expected and
observed incidences of ar least one infection per vear. The
observed incidences were very similar to those expected (facrors
compared to TNF inhibitors: 1.15 for tocilizumab, 0.92 for
rituximab and 0.82 for abatacept). The weights for the newer
substances need further evaluation in a replicanon cohort.




Tocilizumab

* Revision sistematica 41 ensayos clinicos:

—>tasa infecc grave:

5,3 vs 3,9 por 100 pac/ano
(8 mg/kg TCZ+DMARD vs Placebo+DMARDSs)

Wallis D.CurrOpin Rheumatol 2014;26:404-409




Rituximab

e Riesgo global de infecc parece ser < FNT1

e [.MP incrementada ?

— 14 casos descritos en AR con RTX
—6 casos con FNTi

=219 casos solo habian recibido DMARDsnb

Wallis D.CurrOpin Rheumatol 2014;26:404-409




Abatacept

* No diferencias con respecto a placebo

e Tasa infecc grave estimada:

—>2-3 casos x 100 pacs ano

Wallis D.CurrOpin Rheumatol 2014;26:404-409




., Modifican los biologicos el RCV

de nuestros pacientes ?




Factores de riesgo para eventos
CV en pacs con AR

Edad > 60 anos

Estado funcional (HAQ) y actividad de la AR
DM, HTA, Dislipemia

Corticoterapia

Habitos toxicos: fumador

Factor Reumatoide Seropositivo
Niveles séricos de VSG, PCR e 1L.-6

Incluso con niveles bajos de LDLc, la PCR es
un factor de RCV independiente




 En la AR existe un incremento RCV de mas
de 2 veces en comparacion con controles

¥

Resultado de la inflamacion sistémica de la
enfermedad




Citocinas prointlamatorias:
TNFA, IL-1, IL6

* Tiene efectos proaterogénicos:

= CT/HDLc aumenta
— Aumentan niveles de LDL oxidadas

— Incrementa la resistencia insulinica

- Activaciéon endotelial a través PCR vy
fibrindgeno




Arthritis Care & Research

Vol. 63, No. 4, April 2011, pp 522-529
DOI 10.1002/acr.20371

@ 2011, American College of Rheumatology

Systematic Review and Meta-Analysis:
Anti-Tumor Necrosis Factor « Therapy and
Cardiovascular Events in Rheumatoid Arthritis

CHERYL BARNABE, BILLIE-JEAN MARTIN, ano WILLIAM A. GHALI

El control de la inflamacion con
FNT1

e Reduccion del RCV—> RR 0.,46;
(95% (I, 0,28-077)




. Existen diferencias en la
modificacion del RCV entre

diferentes biologicos?




EULAR evidence-based recommendations for
cardiovascular risk management in patients with
rheumatoid arthritis and other forms of inflammatory

arthritis

!

No existen diferencias entre los
diversos biologicos

— Si se controla la inflamacion

Peters MJ. Ann Rheum Dis 2010:69:325-31.




Estudio ENTRACTE

e Terminara =2 131 eventos CV

e Fecha estimada finalizacion Octubre 2016




(., Disponemos de herramientas
que nos permitan calcular riesgo
basal de infecciones graves y/o

riesgo cardiovascular en nuestros
pacientes que 1nician biologicos?




Scores de riesgo de infecciones y
cardiovascular

e RABBIT Risk Score for serious infections

e Rochester Score y Score Curtis

e Score nacional calibrado de RCV




EXTENDED REPORT
Evaluation of the RABBIT Risk Score for serious
Infections

A Zink,"** B Manger,® J Kaufmann,® C Eisterhues,” A Krause,® J Listing,’
A Strangfeld’

Ann Rheum Dis 2014;

 Estima la probabilidad de que un paciente
con AR sufra una infeccion grave en los
proximos 12 meses




Objective To evaluate the Rheumatoid Arthritis
Observation of Biologic Therapy (RABBIT) Risk Score

for serious infections in patients with rheumatoid
arthritis (RA).




Metodologia

1522 1nician TNF1

1468 que comienzan DMARDsnb

LLa mayoria actividad moderada-alta (DAS28: 5,7)

Duracion de 1a AR entre 6-9 anos




Caracteristicas basales de los
pacientes

Original sample Evaluation sample

Anti-TNF

nbDMARD

Anti-TNF

nbDMARD

N

Female, n (%)

Age

Disease duration (years), median (IQR)
Follow-up time (years), median (IQR)
Rheumatoid factor positive, n (%)
DAS28

FFbH

Smoking never, n (%)

No. of previous DMARDs

No. of previous biclogils
Glucocorticoids 7.5-14 mg/day, n (%)

Glucocorticoids >15 mgiday, n (%)

Chranic lung disease, n (%)
Chronic renal disease, n (%)

2N
2556 (78.1)
538 (12.3)
95, 16)
3.1 (2.1, 49)
2624 (80.2)
57 (1.2)
570 (23.0)
1027 (47.0)
33 (13)
0.23 (0.6)
1027 (31.4)
491 (15.0)
246 (1.5)
139 (4.3)

1773
1394 (78.6)
56.2 (11.5)
63,12
33 (2.5, 50)
121 (11.7)
51 (1.3)
666 (21.5)
585 (45.6)
18 (1.0)
0.01 {0.1)
386 (21.8)
147 (8.3)
112 (6.3)
31 (1.8)

1522
1143 (75.1%)
55.8 (12.9)
133,14
15 (0.6, 21)
10% (72.8)
51 (1.3)
64.8 (22.8)
667 (44.5)
25 (1.1)
0.24 (0.57)
383 (25.2)
17(2.7)
11(7.3)
57 (3.8)

1468
1106 (75.3%)
58.2 (12.5)
4(2,9)
1.610.9, 24)
866 (59.0)
46(1.3)
11.2(218)
693 (48.0)
1.6 (0.9)
0.07 (0.34)
171 (11.6)
50 (3.4)
88 (6.0)
27 (1.8)

Values are means and SDs if not otherwise specified.
; nbDMARD, non-biological disease-modifying antireumatic dug; TNF, tumour necosis factor.




Correlacion entre tasa observada y estimada fue muy alta

Incluye parametros de actividad de la AR

Da un peso en el calculo del score para cada biologico

Table 3 Expected and observed numbers and rates of serious infections for V.1 (per 100 patient-years) and V.2 (% of patients with at least
one serious infection during 12 months)

V.1: Number of serious infections per V.2: Number and percentage of patients affected
100 PY (CI) by at least one serious infection per year (CI)

Exp. rate/ Exp. per
Exp.n Obs.n 100PY Obs. rate/100 PY Exp.n  Obs.n  year (%)  Obs. per year (%)

TNFe inhibitor, no risk factor 764 16.8 16 15 15 (0.9-2.5) 15.3 16 14 1.5(09-2.5)
nhDMARD, no risk factor 632 1.0 B 09 07 (0.3-1.6) 6.4 f 0.8 0.7 (03-1.6)
TNFe inhibitor, =1 risk factor®, no GC 635 8711 289 37 33 43 (3.0-5.9) 254 33 19 3.8(26-53)
nbOMARD, =1 risk factor®, no GC 674 ®BI 155 19 17 20(1.232) 14.0 19 15 20(12-3.2)
TNFee inhibitor + GC, no other risk factor 225 196 86 5 44 26 (0.8-6.0) 14 4 38 2.0(06-5.2)
nbDMARD + GC, no other risk factor 128 B6 19 2 22 23 (0.3-84) 17 2 20 23(03-84)
TNFee inhibitor, >1 risk factor™ + GC 06 160 153 1 96 69 (3.4-123) 12.8 1 8.0 6.9(34-123)
nbOMARD, =1 risk factor* + GC 14 9% 5.1 B 53 83 (3.6-16.4) 4.4 B 46 8.3 (36-16.4)
TNFa inhibitor total 1830 2286 696 69 in 3.0(23-38) 60.9 b4 27 28(2.2-3.7)
nbDMARD total 1575 1937 296 35 15 1.8 (1.2-2.5) 26.6 35 14 1.8 (1.2-2.5)

Bold: The confidence intervals of the observed rates overlap with the expected rates. There s no other test for insignificant difference necessary or sensible.

*At |east one of: chronic lung disease, chronic renal disease, age above 60 years, previous serious infection, high number of DMARD failures, GC: treatment with glucocorticoids
>1.5 mg'day prednisolone equivalent

exp, expected; obs, observed; nbDMARD, non-biological disease-modifying antirheumatic drug; PY, patientyears; THF, tumour necrosis factor.




Ademas esta calculadora concede
un peso para:

e Rituximab, tocilizumab y abatacept

—> Basado en los datos de 1343, 825 y 444
pacientes que los han recibido desde el afio
2007




(.60 anos o mayor?
HAQ (0-3)
Infeccion grave en ultimos 12 meses

Enfd Pulmonar Cronica
Enfd Renal cronica
Numero de FAMESD / FAMEsnb
Tratamiento:
- Corticoides (<7,5, 7,5-15,>15)
—>TNFi / Abatacept RTX / TCZ / FAMEsnb




Esta disponible online:

- http://www.biologika-register.de/risk score

No se ha validado en otras poblaciones y los pesos
que conceden a los biologicos no se han replicado en
una cohorte de validacion

Los autores lo consideran valido para poblacion
caucasica con AR moderada-severa en Alemania y
probablemente en Europa occidental




Ejemplos:

AR, 65 anos, EPOC que recibe MTX y
Prednisona 7,5 mg/d = Score 4,7 %

 Sirecibe Prednisona 15 mg/d = Score 8.2 %

e Siademas se asocia un TNFi =2 Score 14.5%




Otros Score de riesgo para
infecciones graves:
Rochester Score

Lrowson L3, Hoganson DU, mtz-Gibbon PO, éf 2/, Development and valdation of a
risk score for senous infections in patients with rheumatoid arthntes. Arhets

Rheum X)12:64.2847-55.

!

Este no incluye tratamientos biologicos o
DMARDsnb

Rabbit Score no incluye VSG ni mfs extraarticulares




Otros Score de riesgo para
infecciones graves:
Curtis Score

Curtis IR, Xie F, Chen L, ef &/. Use of a disease risk score to compare senous
infectons assodated with anti-tumor necosis factor tI|-| rapy among high- versus
b -1 sk, r|IIIJI1|_-|[1I._'| arthritis patients. Artfritis Care Kes (Hoboken)

201 2:64:1480-9.

!

I.a DM se asoci0 con un incremento moderado del
r1esgo

Rabbit Score no incluy6 la DM por una baja
capacidad predictiva




Score de Riesgo Cardiovascular

e Larecomendaciones de la EULAR aconsejan
usar un Score calibrado nacional

e (Clasificacion del RCV:

=2 1-<5%: RCV moderado ---LDLc< 115 mg/dl
—25-<10%:RCV alto --- LDLc<100 mg/dl
=2 > 60 =10%: RCV muy alto --- LDLc<70 mg/dl




Conclusiones (1)

e Parecen existir diferencias en el incremento
del riesgo basal de infecciones entre los
distintos biologicos

e En la actualidad no existe evidencia sobre
diferencias en reduccion del RCV entre los
diversos biologicos




Conclusiones (II)

* Posiblemente el uso de Score Rabbit nos
permitird reducir el Riesgo de infecciones
graves en pacientes que 1inician terapias
biologicas

e Se recomienda la valoracion anual de RCV
en nuestros pacientes con AR y el control
de la actividad inflamatoria para la
reduccion de dicho riesgo







