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Desequilibrio de Citoquinas en Articulaciones de Pacientes
con Artritis Rheumatoidea

Soluble TNF IL-1 Receptor
TNF« IL-1 Receptor IL-10 Antagonist

l .1
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Anti-inflammatory

Feldman M, et al. Rheum Arthritis. 1996;85:307-310.
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TNF-o0 en Artritis Reumatoide

« Activa a varios tipos celulares involucrados en a
patogenesis de la AR.

e Enla cima de la cascada de citokinas
proinflamatorias

* Principal responsable de las caracteristicas de la AR
— Signos y sintomas
— Destruccion articular

* El blogueo del TNF-a es altamente efectivo en AR
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Anticuerpo monoclonal

/

Receptor soluble

Receptor de citokina

N Engl J Med. 2001;344:907-916.
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Caracteristicas de los Anti -TNF

®

'300 \ue® :00
Adalimumab’ Etanercept? Infliximab?34
Estructura AcM humano Proteina de fusion AcM quimérico
IgG, -TNFr
Afinidad TNF« TNFo y B TNFo
Vida media (dias) 12 -14 Y 8-95
Administracion sc sc 1'%
Dosis 40 mg 25 mg 3-5 mg/kg
sem. alt. 2 x sem. cada 4-8
Semana
Combinacion mono, MTX. mono, MTX. MTX.

1. HUMIRA™ [US package insert]. 2003. 2. Enbrel® [European/US package insert]. 2000/2002.3. Remicade® [US
package insert]. 2002. 4. Feldmann M et al. Annu Rev Immunol. 1996;14:397-440.
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Mecanismo de Accion de Etanercept
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TEMPO (Therapeutic effect of the combination of
Etanercept and Metothrexate compared with each

treatment alone in RA patients)

Enrolled 228 223 231
Mean Age 53 53.2 52.5
Sex (FIM, %) 79/21 77/23 74/26
Disease Duration (yrs) 6.8 6.3 6.8
RF Positive (%) 72 75 77
No. Prior DMARDs 2.3 2.3 2.3
Prior MTX Use (%) 42 42 44
Corticosteroid Use (%) 64 57 62
NSAID Use (%) 87 88 88

Klareskog et al. Lancet 2004;363:675-81
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TEMPO % de Pacientes en Remision

DAS <2.6

Klareskog et al. Lancet 2004;363:675-81
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TEMPO: respuestas ACR
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TEMPO: valores HAQ

2
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MTX+E
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Mecanismo de Accion de Infliximab

Activacion Infliximab
Complemento

Soluble
. TNFa

TNF-a unido a membrana TNF .
receptor
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Inliximab en estudio ATTRACT,
Caracteristicas Basales

Study Name ATTRACT (Anti-TNF Trial in Rheumatoid
Arthritis with Concomitant Therapy)

Study population N = 428 with active RA

Disease duration 9-12 years

MTX duration < 1-3 years ~50%; > 3 years ~50%

MTX dose 15 mg/week

Drug treatment NSAIDs 68-79%

Corticosteroids  54-65%
Radiographic score 51.3
HAQ 1.8

SF-36 Mental = 46.8-49.9; Physical = 23.9-25.8

Maini R et al 2004 Arthritis Rheum 50:1051-65
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ACR20 Response

Infliximab / Methotrexate Combination (ATTRACT)

58*

Methotrexate + placebo
Methotrexate + infliximab 3 mg/kg q 8 wk

B

B Methotrexate + infliximab 3 mg/kg q 4 wk
B Methotrexate + infliximab 10 mg/kg q 8 wk
_

Methotrexate + infliximab 10 mg/kg q 4 wk

59t 591

48t
421

54 Weeks 102 Weeks
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Inhibicion de
Progresion Radiografica

-
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ATTRACT Subgroup

3 mg/kg Remicade

n = 82

102-week study
*Disease duration =< 3 yrs

~ . Age 49-54 yrs
«75-78% female
0 30 54 102
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Breedveld F et al 2004 Ann Rheum Dis 63:149-55
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ReAct

An open-label, multi-center study to assess the safety and efficacy of the fully human,
anti-TNF monoclonal antibody adalimumab when added to inadequate standard
antirheumatic therapy in patients with active rheumatoid arthritis

« El estudio mas grande con adalimumab

6610 pacientes
11 paises de Europa mas Australia; 450 sitios

 Estudio abierto con caracter de ‘vida real’

Inclusion semejante a guias nacionales/criterio de reembolso
Adicion de adalimumab al cuidado estandar

Amplia poblacion de pacientes, incluyendo aquellos con experiencia
previa en bioldgicos

Los datos son de estudio abierto (falta control con placebo)



HOSPITAL CI.INICO UNIVERSIDAD DE CHILE

LIDER EN MEDICINA DE ALTA C
€ACLl. nRespuesta d la semana y enia
ultima visita (UV)

I uv
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Seguridad de los Anti TNF

Table. Mycobacterinm tuberculasis in patients with rheumatsid arthritis treated with tumer necrosis factor
antagonisis

Etanercept Infliximakh Adlali paneah®

Patients trented L 50000 2000 2500
Patienl-yenrs sxposuns 230,000 230,000 o4 0
TE reporis 38 172 13
Distribution: Ulse of ngenis

UsA a8 6% filfe

Ouaside LIEA L0% 36% qieg
Cristribution: TH cases

Usa 20 (52%) 35 (32%) 3 (2%

Oaside LISA L& [ 48%) 117 (Eada) 10 (&T%:)
Tim# to onsst of TH 1-22 mwo imadion 11.2) 5% by 6 whk: 97% by 7 mo 3B mo
Extmpulmomnary'milary imvobeement 50% 45% 4rey

Data through 4% quarter 2002
Al daga for adal et are from ciiadaal mials

From Covanagh A, Cwsh JF, HOTLINE 2002 Xhip: Svww. rhewmatology. orgresearchbotlia e 0803 chi asp ) **

Southern Medical Journal * \Volume 98, Number 2, February 2005
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British Society for Rheumatology Biologics
Register

Table 4. Rates of all serious infections, by drug*

DMARD Etanercept [nfliximab Adalmumab
(n = 1,354 (n = 1306 (n = 2A78) (n=11%0

Person-years 1,352 40075 4618 1173
Ma. of infections 56 209 253 fi]

Rate of infections/1,000 41,4 (31.4-335)  SL3(MT-585) 52 (488-622)  31.0(390-66.2)

person-years (5% CI)
Adjusted [RR$ Referent (97(063-130)  LO4{068-161)  LOT(061-172)

*DMARD = disease-modifying antirheumatic drug; 953% CI = 93% confidence interval; IRRE =
incidence rate ratio,

t Adjusted for age, sex. disease seventy, comorbidity, extraarticular mamfestations, steroid use, and
smoking.
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British Society for Rheumatology Biologics
Register

Table 5. Rates of site-specific infections?
DMARD Ant-TNF

[ncidence rate/ Incidence rate/ Adjusted [RR
Mo.  LOOD person-years  Noo 1000 person-years (93% CI)t

Lower respiratory tract 36 206(187-367) X3 204(170-2364)  O77(046-131
Skin and soft t=sue 4 30{0E-TA) 118 120{9.8-143) 428 (L6-17.1T)
4

Bone and jomt A0E-TA) b 69 (34-KT) 112 {0.32-388)
Urinary tract 3 22({03-63) 43 4.6 (33-6.1) 1.70{0.32-0,03)

¥ Anti-TNF = anti~tumor necroes factor (see Table 4 for other defmitions),
t Adjusted for age, sex, disease severity, comorbadity, extraarticular manifestations, steroid use, and
smoking.
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British Society for Rheumatology Biologics

Register

Table 6. Detals of bactenial intracellular infections

Patient

age/sex Ethnicity Organism

Site of infection

Treatment

Months from

treatment
start date

SQ'F Caucasian
T4'E Caucasian
4TM Caucasian
4TM Caucasian
iy’ F Caucasian
TTE Caucasian
SO'E Palkistani
TIM Caucasian
iy’ F Afncan Caribbean
b3’ Mot known
S0'M Caucasian
40'M Caucasian
4TM Caucasian
aTM Caucasian
tl'E Caucasian
63'F Caucasian
S0'F Caucasian
STE Caucasian

54'F Caucasian

Mycobacreriumn ruberculosis (probable)
Mycobacrerium niberculosis
Mycobacrerium niberculosis
Mycobacterivm ruberculosis (presumed )
Mycobacrerim nuberculosis
Mycobacrerium niberculosis
Mycobacrerium niberculosis
Mycobacterivm ruberculosis (presumed)
Mycobacrerim nuberculosis
Mycabacterivm ruberculosis (probable)
Legionella preumeophila

Legionella premophila

Listeria monoecyogenes

Listeria monocytogenes

Listeria monocytogenes

Mycobacterivm fortuitum

Salmonella sp.

Salmonella sp.

Salmonella sp.

Cervical lymph node
Colon

Omentum

Pleura

Lower respiratory tract
Posterior pharangeal wall
Cervical lymph node
Meninges

Lower respiratory tract
Meninges

Lower respiratory tract
Lower respiratory tract
Menmges

Joint

Joint

Lower respiratory tract

Bowel and joint
Joint

Bowel

Infliximah
Infliximah
Infliximah
Infliximah
Infliximah
Adalimumah
Infliximah
Etanercept
Etanercept
Infliximah
Infliximah
Infliximah
Infliximahb
Etanercept
Adalimumah
Etanercept
Etanercept
Infliximah
Etanercept

[ | —_— =
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Metaanalisis : R. de Infeccion y Malignidad

Flgure 2. Effect of Anti-THF Antbody Therapy v Control Therapy on Cooumrence of 1 or More Malignanades in Patierds With Rheumatoid

Arthiritis
Wl ignareises, Mo Tokl
| | Cedds Falio
S8 LA EnlTHF 2 B ] e e Confkdence inlarsal)
Lipgy st al # 2000 5342 s TET A rdnky) =
Furct el al# 20408 4318 saia S A 00 A0 »
Walnbistt & al ™" 2008 | Fpt ned 2. 20 e rdniky 0 s
Faysiona =l al & 200y 841G {21 SET -1 .
o1 Clar et gl " 2004 4740 T £.28 U niriy) = r
‘Wain de Pulls el al ¥ 3004 4434 110 10 oA 503
Wesdhorens el al ™ o0y | fett | 120 L 2-maid)
Toial 2030 Az 520 [1. 109, 08 wpi-
Tl lor overal siscl:
HanisdHasrnmsl y= =55 P= T
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THF rdicales tumor nesaosls factor, Sze of the data markers s proportional to the statistical weight of the tral.

JAMA, May 17, 2006—Vol 295, No. 19 (Reprinted)
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Figure 3. Effect of Anti-THF Antbody Therapy vs Control Therapy on Cooumrence of 1 or More S=nous Infections n Patients With
Rh=urmnataid Arthitis
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Tabbe 4. Effect of Anti-THF Ardibody on Cecaurrence of 1 or More Maligrancies or Serious Infections in Patients With Rheumatoid Arthritis,
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Factores de Respuesta

* PCR en INF (Buch . Arthritis Rheum. 2005 Jan;52(1):42-8.)

— Falta de Supresion de PCR a 2 semanas identifica a los
no respondedores a futuro (12 semanas)

— En no respondedores, supresion de PCR a 12 semanas
se asocio a una mejoria lenta hacia las 24 semanas

— Falta de supresion de PCR a las 12 semana se relaciona
a una buena respuesta a Switch a ETA
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Factores de Respuesta

 LUNDEX Arthritis Rheum. 2006 Feb;54(2):600-6.

— Indice de eficacia de drogas a 5 anos de seguimiento
comparativo entre ETA e INF en Suecia

— Combina la eficacia o respuesta con la proporcion de
pacientes que se mantiene en tratamiento

— ETA tiene valores LUNDEX mas altos que INF debido a
menores indices de adherencia a este ultimo
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Factores de Respuesta

 Resistencia a AntiTNF ( Sidiropoulos and Boumpas: Ann Rheum
Dis 2006;65;701-703)
— Mediada por Proteinas (MRP 1)
— Anticuerpos ¢ Perdida de eficacia o Reacciones Adversas?

* 21 % a dosis de 3mg/kg y 7% a dosis de 10 mg/kg INF (disminuye
con MTX a 7% y 0% respect)

* 6% ADA monoterapia/ 1% con MTX
« 2% ETA
— Dosificacion /tiempo entre intervalos de tto:
 INF requiere ajuste de dosis en un 60 a 70 % de los pactes

« 22-30% tratados con INF :niveles plasmaticos muy bajos antes de
siguiente dosis

» 20% de las discontinuaciones se deberian a perdida de eficacia
2ria van Vollenhoven RF, Ann Rheum Dis 2004;63(suppl)
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Predictores de Respuesta a
Terapia AntiTNF: UK

Tage 3. EULAR response after & months of therapy™

EULAR response Owerall (3223) Etanercept (1413)  Infliximab (1810)

Ciood S (18.1) 245 (17.3) 33 (18.7)
Moderate LR (49 7)) 727 (51.5) K75 (4K.3)
MO 1037 (322) 241 (31.2) b (32.9)
Femizsion 292 (B.6) | 2 (E.0) 172 (9.0)

“Dhserved differences between etanercept and infliximab are not
statistically sigroficant.
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Predictores de Respuesta a
Terapia AntiTNF: UK

INFLIXIMARB
NSAID + SMOKING + HAQ
Where:
MSAID = | if patient currently receiving NSAID
SMOKING = 1 if patient a current non-smoker
HAQ = 0 if HAQ score =2

= | if HAQ score between 1.0 and 2.0

= 2 if HAQ score =1.0

ETANERCEFT
NSAID + MTX + HAQ)
W here:
NSAID = | if patient currently receiving NSAID
MTX | if patient currently receiving MTX
HAQ =0if HAQ score »2

= | if HAQ) score between 1.0 and 2.0

= 2 if HAQ score =1.0

Fic. 2. Formulae for predicting response.

Alto score> 40% EULAR bueno
Score 0< 10% EULAR bueno
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INFLIXIMAB

MALE + HAQ + NSAID + DAS28 + PREVDM P red i CtO res d e Res p u esta a

Where:
] [ ]

MALE =1 if patient is a male T A t TN F L] U K
NSAID =1 if patient currently receiving NSAID e ra p I a n I "
MTX = 1 if patient currently receiving MTX
HAGQ =0 if HAC) score

=1if HAQ

=2 if HAQ
DAS =0if DAS

=1if DAS

=2 if DAS2E score
PREVDM = 0 if =5 previous DMARDs

=1 if 4 or 5 previous DMARDs

=2 if 3 or fewer previous DMARDs

Combined strength of predictors in identifying remission

Infliximab Etanercept
Total possible score: 8
R emissio
ETANERCEPT

MALE + HAQ + MTX 4 NSAID + DAS28 + PREVDM
Where:

MALE =1 if patient is a male

NSAID L if patient currently receiving NSAID

MTX = | if patient currently receiving MTX

HAQ =0if HA 2

hetween 1.0 and 2.0
0

DAS

i DMARDs
=2 if 3 or fewer previous DMARDs

Fic. 3. Formulae for predicting remission.
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RESISTENCIA antiTNF SCQM

Change from baseline in anti-TMF dose

Time [year)
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RESISTENCIA antiTNF SCQM

Change from baseline in Disease Activity Score [DAS2 8]

—o— ADL
—{— IMF
—o— ETN

Time [year)
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Factores de Respuesta

* Polimorfismo -308 del Promotor del gen TNFa, Metaanalisis
(Lee YH et al, Rheumatol Int. 2006 Dec;27(2):157-61 )

— El alelo A estaria relacionado a una menor respuesta a
antiTNF

— La frecuencia de portadores del alelo A fue de 53/240
(22.1%) en respondedores y 32/71 (45.1%) en no-
respondedores.

— Pacientes no respondedores a anti-TNF mostraron una
frecuencia aumentada de alelo A.
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Switch entre Anti TNF: BIOBADASER

Table 1

Rate of discontinuation of three tumor necrosis factor antagonists; reasons for discontinuation and rank of treatment

THF antagonist Reaszon for discontinuation Rata par 100 patient years axposad
First traatment Sacond treatmant

Infliamak: Adverase svants 6.5 32.7

Lack of afficacy 4.7 38.5
Etanercapt Advarze avants 3.8 .1

Lack of afficacy 3.6 9.3
Adalimumak: Addverse svants 7.2 125

Lack of afficacy 3.2 12.5

THF, turmor nacrosis factor,




HOSPITAL CLINICO UNIVERSIDAD DE CHILE®

Switch entre Anti TNF: Large UK National
Cohort Study

Tahle 5 Ohtcomes of treatment with the second biologic agent*
Catcome with second biologic agent

stll taking agent Stopped Stopped
at end of for for
Reason for switch Aprl 2005 ineficacy adverse event

Inefficacy (n = 303 ITAT4 T8 (16 S0 (10
Adverse event (n = 353) 249 (71 35 (M 71 {20}
Total switches (n = 836 G624 (T3 11113 121 (14

*Values are the number {9:) of patients,
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Indicaciones de Agentes Biologicos,
anti TNF, en Chile

AR seropositiva o erosiva de mas de 6 meses de evolucion.

« Signos y sintomas de enfermedad activa y persistente evaluada
por reumatolgo.

 Enfermedad activa a pesar del uso de DMARDSs solos 0 en
combinacion (dosis plena maxima y por tiempo suficiente ) o
con toxicidad o intolerancia a DMARDs a esas dosis

* Pacientes que requieran uso de dosis de prednisona mayores a
10 mg/dia

Guias de Tratamiento de AR. SOCHIRE. 2004
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Exclusiones de Agentes Biologicos

* Antecedentes de TBC no tratada con un esquema efectivo
 Artritis séptica durante los ultimos 12 meses.

* Infeccion de proétesis

« Uso de sonda vesical a permanencia

« Enfermedad desmielinizante

* Neoplasias durante los ultimos 5 afos

 Embarazo y lactancia

» |nsuficiencia cardiaca congestiva

« Ulceras cutaneas cronicas

Guias de Tratamiento de AR. SOCHIRE. 2004
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Aprobacion FDA para uso de Drogas

Biologicas mayo/2007

Aprobacion FDA Etanercept

AR

ARJ
EAA
APs

+

Placa Ps +

Crohn
CUI

* Adultos y nifios / fistulas

Infliximab

+

Adalimumab

+
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