ASPECTOS IMPORTANTES DE LA INFORMACION PARA LA
PRESCRIPCION
Estos aspectos importantes no incluyen toda la informacién necesaria
para utilizar IDACIO® de forma segura y efectiva. Consulte la
informacion para la prescripcién completa de IDACIO®.

IDACIO® (adalimumab-aacf), solucién inyectable para uso subcutianeo
Aprobacién inicial en los EE.UU.: xxxx

IDACIO® (adalimumab-aacf) es biosimilar* a HUMIRA® (adalimumab).

ADVERTENCIA: INFECCIONES GRAVES Y MALIGNIDADES
Consulte la informacion de prescripcion completa para conocer los
recuadros de advertencias.

INFECCIONES GRAVES (5,1, 6,1):

! Aumento del riesgo de infecciones graves que conducen a la
hospitalizacion o la muerte, incluyendo tuberculosis (TB), sepsis
bacteriana, infecciones fiungicas invasivas (como histoplasmosis) e
infecciones debidas a otros patogenos oportunistas.

*! Interrumpa IDACIO® si el paciente desarrolla una infeccién grave
o sepsis durante el tratamiento.

+! Realice la prueba para tuberculosis latente; si es positivo, inicie el
tratamiento para la tuberculosis antes de iniciar IDACIO®.

*! Vigile a todos los pacientes para detectar tuberculosis activa
durante el tratamiento, incluso si la prueba inicial de tuberculosis
latente es negativa.

MALIGNIDADES (5,2):

*! Se han notificado linfomas y otras neoplasias malignas, algunas
mortales, en nifios y adolescentes tratados con bloqueadores del
TNF, incluidos los productos de adalimumab.

Se han producido casos posteriores a la comercializacién de
linfoma hepatoesplénico de células T (HSTCL, por sus siglas en
inglés), un tipo poco frecuente de linfoma de células T, en
adolescentes y adultos jovenes con enfermedad inflamatoria
intestinal tratada con bloqueadores del TNF, incluidos los

productos de adalimumab.

--------------------- INDICACIONES Y USQ ~ -------=--==-==-=-=

IDACIO! "es un bloqueador del factor de necrosis tumoral (TNF) indicado

para:

*! Artritis reumatoide (AR) (1,1): Reduce los signos y sintomas, induce una
respuesta clinica importante, inhibe la progresion del da#o estructural y
mejora la funcion fisica en pacientes adultos con"AR'moderada
a'gravemente activa.

| Artritis idiopatica juvenil (ALJ) (1,2): Reduccion de los signos y sintomas
de"AlJ poliarticular de"'moderada a'severamente activa en pacientes de 2
a#os de'edad'y mayores.

! Artritis psoriasica (APs) (1,3): Reduce los signos'y sintomas, inhibe la
progresion del da#o estructural y mejora la funcion fisica en pacientes
adultos con APs activa.

! Espondilitis anquilosante (EA) (1,4): Reduccion de los signos y
sintomas en pacientes adultos con EA activa.

| Enfermedad de Crohn (EC) (1,5): Tratamiento de la enfermedad de
Crohn moderada a gravemente activa en adultos y pacientes pediatricos
de 6 afios de edad y mayores.

I Colitis ulcerosa (CU) (1,6): Tratamiento de la'colitis ulcerosa'moderada
a'gravemente activa en'pacientes'adultos.
Limitaciones de uso:"No se ha establecido'la eficacia’en pacientes que
han perdido la respuesta’o eran'intolerantes'a los bloqueadores del TNF.

| Psoriasis en placa (Ps) (1,7): Tratamiento de pacientes adultos con
psoriasis en placa cronica moderada a grave que son candidatos para
terapia sistémica o fototerapia, y cuando otras terapias sistémicas son
médicamente menos apropiadas.

----------------- DOSIFICACION Y ADMINISTRACION -------------

! Administrar'mediante inyeccion subcutanea’(2)
Artritis reumatoide, artritis psoriasica, espondilitis anquilosante (2,1):
ol Adultos:'40"'mg cada dos semanas.

! Algunos pacientes con AR que no reciben metotrexato pueden
beneficiarse de aumentar la dosis a 40'mg cada"semana u"80 mg
cada dos semanas.

Artritis idiopatica juvenil (2,2):

Peso pediatrico
2 afios de edad y mayores

Dosis recomendada

! 30 kg'(66'1b) v mas 40"mg cada dos semanas

Enfermedad de Crohn (2.3):

ol Adultos:1160 mg el Dia 1 (administrado'en un dia o dividido en dos"dias
consecutivos); 80 mg el Dia 15; y 40 mg cada dos semanas a partir del Dia
29.

*| Pacientes pediatricos de 6 a" os de edad y'mayores:

Peso pediatrico Dosis recomendada

Dias 1y 15 A partir del Dia 29
40 kg'(88'b)  |Dia 1: 160 mg (dosis unica o 40"mg cada dos semanas
y mas dividida en dos'dias
consecutivos) Dia 15: 80 mg

Colitis ulcerosa (2,4):

*! Adultos:1160 mg en el Dia 1 (administrado’en un dia o dividido en
dos"dias consecutivos), 80 mg el Dia 15"y 40 mg cada dos semanas a
partir del Dia 29. Interrumpir en'pacientes que no tengan evidencia de
remision clinica a las ocho semanas'{(dia 57).

Psoriasis en placa (2.5):

*! Adultos:'Dosis inicial de 80 mg, seguida de 40 mg cada dos semanas
comenzando una semana después de la dosis inicial.

----------- FORMAS DE DOSIFICACION Y CONCENTRACION ------

Inyeccion:
+! Pluma prellenada de dosis unica (IDACIO! Pen): 40 mg/0,8 ml'(3)
«! Jeringa de vidrio prellenada de dosis unica: 40 mg/0,8 mL'(3)"

Ninguna.'(4)

------------------ADVERTENCIAS Y PRECAUCIONES--------------

*! Infecciones graves:No inicie IDACIO! durante'una infeccion activa. Si'se

desarrolla una infeccion, vigile cuidadosamente y suspenda IDACIO! si la

infeccion se hace grave."(5.1)

Infecciones fiingicas invasivas:!Para los pacientes que desarrollan una

enfermedad sistémica en IDACIO!, considere la terapia antifiingica empirica

para aquellos que residen o viajan a'regiones donde las micosis son

endémicas.(5.1)

*! Neoplasias malignas:'La incidencia de neoplasias!malignas'fue mayor'en los

pacientes tratados con adalimumab que en los controles'(5.2)

Pueden producirselanafilaxia o reacciones graves de hipersensibilidad\(5,3)

*! Reactivacion del virus de la hepatitis B: Monitoree a los portadores del

VHB durante la terapia y varios meses después. Si se produce la

reactivacion, suspenda IDACIO® y comience la terapia anti-viral. (5,4)

Enfermedad desmielinizante:'Puede ocurrir exacerbacion o nueva

aparicion,.'(5,5)

| Citopenias, pancitopenia:'Aconsejar a los pacientes que busquen atencion
médica inmediata si se presentan sintomas y considerar la suspensi$n de
IDACIO! .'(5,6)

! Insuficiencia cardiaca:'Puede ocurrir empeoramiento o nueva aparicion.'(5,8)

! Sindrome parecido al lupus:!Suspenda IDACIO! si se desarrolla el
sindrome."(5,9)

---------------------- REACCIONES ADVERSAS --------=--=-=-----
Las reacciones adversas mas comunes (>10%) son:'Infecciones (por ejemplo,
de las vias respiratorias superiores, sinusitis), reacciones en el sitio de
inyeccion, dolor de cabeza y erupcion cutanea.’(6,1)

Para reportar POSIBLES REACCIONES ADVERSAS, péngase en
contacto con Fresenius Kabi USA, LLC al 1-800-551-7176 o a la FDA al 1-
800-FDA-1088- 0 www.fda.gov/medwatch

--------------------- INTERACCIONES FARMACOLOGICAS ---------

*! Abatacept: Mayor riesgo de infeccion grave. (5.1, 5,11, 7,2)
*! Anakinra: Mayor riesgo de infeccion grave. (5,1, 5,7, 7,2)

*! Vacunas de microorganismos vivos: Evite el uso con IDACIO®. (5[10[

7.3)



Consulte la seccién 17 para obtener INFORMACION SOBRE
RECOMENDACIONES AL PACIENTE y la Guia del medicamento.
*Biosimilar significa que el producto bioldgico esta aprobado conforme a la
informacion que demuestran que es muy similar a un producto bioldgico
aprobado por la FDA, conocido como producto de referencia, y que no hay
diferencias clinicamente significativas entre el producto biosimilar y el
producto de referencia. Se ha demostrado la biosimilitud de IDACIO® para

las condiciones de uso (por ejemplo, indicaciones, regimenes de dosificacion),
concentracion(es), forma (s) de dosificacion y via (s) de administracion
descritas en su Informacién para la prescripcion completa.
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ADVERTENCIA: INFECCIONES GRAVES Y MALIGNIDADES
INFECCIONES GRAVES!

Los pacientes tratados!con!productos de adalimumab, incluyendo IDACIO", tienen un mayor
riesgo!de!desarrollar infecciones graves que pueden conducir a la hospitalizacién olla
muerte!/ver Advertencias y precauciones (5.1)]. La mayoria de los pacientes!que desarrollaron
estas infecciones estaban tomando inmunosupresores concomitantemente como!metotrexatolo
corticosteroides.!

Interrumpa!IDACIO" si el paciente desarrollalunalinfeccion gravelolsepsis. Las infecciones
reportadas incluyen:!

" Tuberculosis activa (TB), incluida la reactivacion!de TB latente. Los pacientes con TB
han!presentado con frecuencialenfermedad!diseminadalo extrapulmonar.!Realizar
pruebas a los pacientes!para detectar!tuberculosis'latente!antes!del uso de IDACIO" y
durante el tratamiento. Inicie el tratamiento paralla tuberculosis!latentelantes del uso
de IDACIO".!

Infecciones fungicas'invasivas, incluyendo histoplasmosis, coccidioidomicosis,
candidiasis, aspergilosis, blastomicosis'y'neumocistosis. Los pacientes con
histoplasmosis'ulotras'infecciones f#ngicaslinvasivaslpueden presentar enfermedad
diseminada, en lugar de localizada.!La prueba de!ant®enos!ylanticuerpos!para
lalhistoplasmosis puede!ser negativa en algunos pacientes!con'infecci% activa.
Considere la terapia emp¥ica antiffngicalen!pacientes con riesgo delinfecciones
f#ngicas invasivas que desarrollan una enfermedad sist&mica grave.
Infecciones!bacterianas, viralesly!de otro tipo!debidas!a pat%genos oportunistas,
incluyendo Legionellaly Listeria.

Considere cuidadosamente los riesgos y beneficios del tratamiento con IDACIO" lantes de
iniciar el tratamiento'en!pacientes!con'infeccion!cronica o'recurrente.!

Vigilar delcerca allos pacientes!para detectar!signos y sintomas!de infeccion durante y después
del tratamiento con IDACIO", incluido el posible!desarrollo!de tuberculosis en
pacientes!que!dieron negativo a lalinfeccion de!tuberculosis!latente!antes de iniciar el
tratamiento![ver Advertencias y precauciones (5,1) y reacciones adversas (6,1)].!

MALIGNIDADES!
Se han notificado linfomas y otras neoplasias malignas, algunas mortales, en nifios y adolescentey
tratados con bloqueadores del TNF, incluidos los productos de adalimumab [ver Advertencias y
precauciones (5,2)]. Se han reportado casos posteriores a la comercializacion de linfoma
hepatoesplénico de células T (HSTCL), un tipo raro de linfoma de células T, en pacientes
tratados con bloqueadores del TNF, incluidos los productos de adalimumab. Estos casos han
tenido una evolucion muy agresiva de la enfermedad y han sido mortales. La mayoria de

los casos reportados de bloqueadores del TNF se han producido en pacientes con enfermedad de|
Crohn o colitis ulcerosa y la mayoria se produjeron en hombres adolescentes y adultos jovenes.
Casi todos estos pacientes habian recibido tratamiento con azatioprina o 6-mercaptopurine (6-
MP) concomitantemente con un bloqueador del TNF en el momento o antes del diagnéstico. No
esta claro si la aparicion de CSTCL esta relacionada con el uso de un bloqueador del TNF o un
bloqueador del TNF en combinacién!con!estos otros inmunosupresores!/consulte Advertencias y
precauciones (5,2)].




1 INDICACIONES Y USO

1.1  Artritis reumatoide
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1.3 Artritis!psoridsica
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1.4 Espondilitis anquilosante
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1.5 Enfermedad de Crohn
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1.6 Colitis ulcerosa
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1.7 Psoriasis en placa
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2 DOSIFICACION Y ADMINISTRACION

2.1 Artritis reumatoide, artritis psoriasica y espondilitis anquilosante
1
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2.2 Artritis idiopatica juvenil!
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Peso pediatrico (2 a' os!de edad y mayores)! Dosis recomendada!
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2.3 Enfermedad de Crohn
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! Dosis recomendada!
Peso pediatrico! Dias!1!al15! A partir!del'Dia!29!
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2.4 Colitis ulcerosa
%.45*1)
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11 #$%&#®B! 00! 0K0*123,-0! 7! 509(302*1243,-0' DTl d'#S$, 9)HSH-*&,
<$#-:(F+#80=3>TBI(.(- 1/1-*-403)(1.430-*(1(5*30%09, (-*11/1-H$%&# ®1),1()!-(/()03,1B!

2.5 Psoriasis en placa!

00!.1),))4</4%~(013(/19(-.0.0!.(!  #$%&H ®1203QR0/,(-*()!0.45%1)!/1-12)13,0),)! (-1 250/0! DT)I!(
4-01.1),) 1,-/,05L(1YV196:1)(64,.0 1.(1UV!9610.9,-)*30.1) 1/0.0!.1) 1)(90-0)!0!203*,3!.(4-0!)(90-0!
024 R!.(1501.1),)! ,-,/,05B! H5! 4)1!.(1231.4/*1)!.(10.05,9490<! (-1 T)!/3=-,/0)! 91.(30.0)! 0! 630A()!
024 RY.( 14-10>11-11:01),.11(A0540.1(- 1()*4.,1)!/58,/1)//1-*3150.1)B

2.7 Supervision para evaluar la seguridad

%-+()! (! ,-,/,03 H$%&H ®1712(35.,/09(-*(' .430-*(! (5! *30%09,(-*1:! (A0H(! 0! 51)! 20/,(-*()! 2030
(*(031%4<(3/451)J0/* AQ7!  3(05,/(!  234(<0)!  2030!.(*(*03! ,-@(/,=! SO*(-*(I"#$,
O)HSHI-*:& , <SH-1(-*+/#8,0=3BB

2.8 Consideraciones generales para la administracion!

H$%&H#'®! ()*H .,)(>0.1! 2030! )4! 4)1<0?250648)171)42(3A,)= (! 4- 19 R,/1Ble- 120/,(-*(! 24(.(
04*1,-7(/03) (H$%&H ©1114-1/4,.0.13124(.(1,-7(/*03 #$%&H ®14* 5 KO-.15015490!. (| #$%6&# P11
501?(3,-6@B(55(-0.),!14- 19 R,/11.(*(39,-0'L4( ()102312,0.17!/1-1)(64,9,(-*1!9 R,/1:)(6 b-1)(0!
-(/003,1:.0024 R!.( 5!(-*3(-09,(-*1!0.(/40. 1\(-150MR-,/0L.(1,-7(/, =1)4</4*+(OH

HEY&H'™® )(124(.(1)0/03!.(5 13(@3,6(30.1312UB! [V19,-4*1)10-*()1.(1,-7(/*03 :12030!12(39,* 3!L4(!
3 4,.1105/0-/(150!*(92(30*430!09<, (-*(B1!3(*,3(1501<,(3*0-,150! 029, (-*30)! .(?0! L4(!05/0-/(150
*(92(30%430! 09<, (-*(B-)2(//,1-( 1/4,.0.1)09(-*( '50)154/=1(-! 50! T5490! .(K$%&H ®!1! (-1 50
2(3,-6023(55(-0.0 2030! .(*(/*03! 2084507 .(/15130/=10-*()! .(! 50! 0.9,-,)*30/, =1 )4</4*+(0B
S/1<)(3A@038450)! 7! .(/15130/,1-()3-1! 4*5/( (5! 231.4/*1B! #$%&H ®1-11/1-*(~("
/1-)(3A0.13()BT131511+0-*1:1.()(/2(150)!1213/,1-()!-114*,5,K0.0)!. (SKBDO/LILA(ILA(. (-! (-! 5012(3,-6DL
#-.,L4(0 0! 51)1 20/,(-*O'L4(! 4*5,/(-! 50! T5490! .(1#$%&# 11! 50! 2(3,-6023(55(-0.0 L4(!
~7(*(- '5000-*,.0.1 *1*09(-! 5012(3,-60L(! 0/4(3.1! /1-! 50)!,-)*34//,1-() ! 231213/,1-0.0)-!
5OW-)*34//,1-()1.(14)1 1/1-)45*(150)2/&'$(--*+/#8&., ) H(&+85

00)! ,-7(/1,1-0) 1.(<(- LO/3)( (- ),*,1)1)(2030.1)(-! (5! 94)51! 11(5! 0<.19(-B!%5*(3-(51)! ),*,1)! .(!
701, =171-11025,L4(,-7(/1,1-0) (- +3(0)!.1-.(150!12,(5!()*R)(-),<5(:!3170!11.430/1-1913(*1-() B

S,)(119,*(14-01.1),): 10.9,-,)*3(150!.1),) *0-1231-¥1/1911)(0!21),<5(B!%6!203* 3. (!(-*1-/()3(0-4.(!
50!.1),@,/0410150!:130123163090.0!3(64503B

H51%021. (5! Ra<1511.(15017(3,-685%&# ®171501/4<,(3*0!.(150106420()* +1@0<3,/0.1)!/1-4(C!.(!
/04/;11-0*4305B

5!

W




!
3 FORMAS DE DOSIFICACION Y CONCENTRACION!

#$%&#'® ()!14-01)154/=1/5030!(!,-/15130!0!0903,55%! 2:!L4(")(!123()(-*0/191a!
e Pluma O0'5490#$%&#' ®I!
#-7(//, =—alUNOB6XV:Y!95!(-140!T5490(!.1),)! b-,/0B
e Jeringa prellenada!
#-7(//, =—alUNOB6XV:Y!95!(-14-07(3,-60!.(!A,.3,123(55(-0.0(".1),)! b-,/0B!

4 CONTRAINDICACIONES!
P,-64- OB

!
S ADVERTENCIAS Y PRECAUCIONES!

5.1 Infecciones graves

01)120/,(-*()1*30*0.1)1/1-1231.4/*1)1.( 10.05,9490<!,-/547(-. 1! #$%6&H ®:1* (~(-14-]

907133,()61.( !.(03315503@(//,1-() '630A(LA(!,-A154/30A03,1)1),)*(90)71),*,1)!
.(1=360-1)L4(124(.(-'/1-.4/,310 150;1)2,*05,KO0A- 11150194(3*(Bl#-@(//,1-()! 1213*4-,)¥(%,.0)!0!
<0/*(3,0):19,/1<0/*(3,0):1-61) !,-A0),A1):!A,305():12030), O3 LR0%6(-1)!1213*4- )*0)!
-/547(-.110)2(36,51),):1<50)*19,/1),):1/0-.,.,0),):1/1//,.,1,.19,/1),)  1(1;,)*1250)91),):1S(!:0-!
3(213*0.1!5(6,1-(51),):15,)%(3,1),):1-(491/,)*1),)171*4<(3/451),)!/1-1<51L 4(0. 135!QPEB!O1)!
20/,(-*()1:0-123()(-*0.1/1-1@3(/4(-/,0 '(-@(39(.0.!.,)(9,-0.0!(-!54603!.( '(-@(39(.0.!51/05,K0.0B

H%4)1!/1-/19,*0-*( 1.('4- '<51L4(0.1B(5!QPE7!0<0*0/(2*!0-0\,-30!)('0)1/, =l/1- 14-190713!
3,061.( 1,-@(//,1-()!630A()(- 120/,(-*()!//1-103*3,* )13(490*1,.(ID%FIfl T13!51!
*0-*11(54)1!/1-/19,*0-*( L(! #$%&# ®171()*1)1231.4/*1)<,156,/1) -11)( 13(/19,(-.0 !(-!(5!
*30%09,(-*11.(120/,(-*(0V/1- 196FI A(30) #EH/-*& ,; <$t-:(-*+H#8& G343, =31/ #$:--*+/#&,
@:$A:-+BC*-:80435738
H5!*30*09, (-*11/1#$%&#' ®1-11.(<( !,-,/,03)(!(- 120/,(-*('/1-14-0!,-@(//, =!0/*,A0:!,-/54,.0)!50)!
-@(/1,1-()'51/05,K0.0)B!O1)120/, (-AGINAMO>1).( 1(.0.1119 4):151)120/,(-*()!/1-!
(-@(39(.0.() ¥/1-/19,*0-*() 17X1!51)120/,(-*(L4(1*190-1,-94-1)423()13()!/1-/19,*0-*()!D/191!
/13* /1)%(31,.()1119(*1*3(CO*1I24(.(-*(-(3 14-190713!3,()61L.(,-@(//,=B!&1-),.(3(!51)3,()61)! 7!
<(-(@,/,1).(5*30*09,(-*110-*()!.(!,-,/,03!501*(302,0!(51)120,(-*()a !

o /1-1-@(// = /3=,/01113(/433(-*(f

o L4(1;0-1)*0.1!/(C24()*1)!0!501*4<(3/451)))f

o /1-10-*(/(.(-*ON.( Y-@(//,='1213!9,/311360-,)911213*4-,)*Pf!

e L4(1;070-13(),.,.111!A,020.1!(-143(0)(-.R9,/0! .(*4<(3/451),)11!(! 9,/1))!(-. F9,/0):! *05()!

/191! ;)¥1250)91),):/1//,.,1,.19,/1),)!111<50)*19,/1),)f 1B
o /11 (-@(39(.0.()! )4<70/(-*()IL4(124(.(-123(.,)21-(351)!0!50!,-@(//=H

Q4<(3/451)))

S(1;0-1-1* @,/0.1/0)1)!.( 13(0/* AO/= L. 1501+4<(3/451) IT,-@(//,1-()!.(*4<(3/451),)!
.(-4(A010203, /= I(-! B)120/,(-*()'L4(13(/,<(-'231.4/*1)!.(10.05,9490<:! -/54,.1)!51)!

20/,(-*() IL4(%;0- 13(/,<,.11*30*09, (-*123(A, 1203650!+4<(3/451)50*(-*(110/* AOE1)B(213*()
-/547(31-1/0)1).( *4<(3/451) ]p4591-031C*3024591-03()!.(/,3:!., )(9,-0.0IBIHA05403!51)!
@0/*13()!.(13,()61!.(1*4<(3/451),))(-151)120/,(-{!3(05,K031234(<0)\.(!,-@EA50*(-*(10-*()1.(!

4




-, 03H$%&H#MI712(3=.,/09(-*(1.430-*((5 1*30*09,(-*1B
|

S(1:01.(91)*30. 11L4( |(5*30*09, (-*L(150#4<(3/451) J50*(-*(10-*()L.( 150<(302,01/1106(-*()!

<51L4(0.13(.(5!QPE!3(.4/( /(53,()61.( 13(0/*,A0/=!.(1501*4<(3/451),)!.430-*(1501*(302,0B!%-*()!| (!

-1, 03H$%&# ®:1(A0B(1),10)1-(/()03, 11(51*30%09, (-*112030!501*4<(3/451),)150*(-*(f1 71/1-),.(3('L4(
4-01,-.430/,=1.(1g!"M99I()!  4-13()45*0.121),* AL(- 1501234(d0H*~(0V.( *4<(3/45,-0:!,-/54)K-]
20/,(-*()123(A,09(-*('1A0/4-0.1)/1-! (5h0/,511.(! &O59(**(i4(3,-'Dh&ilB !

|

&1-),.(303!50¢(302,8-**4<(3/451)0-*() |.(5!,-,/,11.( #$%&H# MI(-120/,(-*()!

1-10-%((.(-*) 1. *4<(3/451) J*(-*(1110/* A- I51)ILA[-11)(124(.( V1-@,3908-1/43)110.(/40.1!
.(¥30%09,(-+1:171(-120/,(-*Q /1~ 14-13()45*0.1!-(60* AR030150!+4<(3/451),)I5042(%1/1- | @0/*13()!
.(13,()6112030!50!, - @ (#!*4<(3/451)0B1%!2()03!.(5!*30*09, (-*11281@ R03G0*4<(3/451),))(!
:0-1231.4/,.1 1/0)1)L.( *4<(3/451),)13(0/*,A013!20/,(-*()1*30*0.1)1/1-1231.4/*1)!.(
0.05,9490<BS(13(/19,(-.0 1/1-)45*03!R4-19 R,/11/1-/(C2(3,(-/,01(-!(51*30*09,(-*1 !.( !50!
*4<(3/451) )203M74.03(-150.(/,), =1.(!),! ()!02312,0.1-,/, 0350*(30210-* *4<(3/451)Q030}-!
20/,(-*(,-.,A,.4058

&1-),.(303/@4(3*(9(-*(0'50!*4<(3/451),)(-/{506- =)* /11.,@(3(-/,05(! 20/,(-*()!L4(\.()03315504-0!
-4(A0!,-@ (/I = .430-*(1(3*30*09, (-*1/1-! #$%&H ®:1()2(/,059(-*(I(- 120/,(-*()!L4(!;0-!A,0?0.1!
23(A,01113(/,(-*(9(-*( 101209()/1- 105*0123(A05(-/,0M44<(3/451), JLILA(1:0-1*(-,. 11/1-*0/*1!
/(3/0-11/1- 14-012(3)1-01/1-1*4<(3/451),)10/* AOB

S42(3A. %!

!
,6,5031.(1/(3/010151)120/,(-*()12030. (*(/031),6-1)! 7'B*190)!.(\,-@(//, =!.430-*(17.()24 R!.(5!

*30%00, (-*11/1-#$%&H# ©:1 -/54,.11(5!.(03315511. (1*4<(3/451),)\(-120/,(-*()1L4(\.,(31--(60* A110!50!

-@(/=.(1*4<(3/451),)150*(-*(10-*().(!,-/,03!(5!*30*09,(-*1B!00)!234(<0)!2030!50! =@(//,
*4<(3/451),)150%(-*(1*09R! 24(.(-1) (3! @TB)09(-*(I-(60*,A0)!9,(-*30) ) (1()* H(-1*(302,0!/1-!
H$%&H ©B

|

#-%(3349204$%&H ©1),14-120/,(-*(1.()033155014-0!,-@ (416 30A(111)(2),)BIH-1(5!/0) 1. (14-120/ ,(-*(!
L4(1.()0331550!4-01-4(A0!,-@E#.430-*(1(51*30*09, (-*11/1-B$%&# ©:13(05,/(14-)(64,9,(-*1!
9,-4/,1)1!.(151)!9,)91):13(05,/(14-0/(A0540/, =1.,06- =)*/013+2,.017//1925(*0!0.(/40.0!2030!4-!
20/,(-*(1,-94-1.(23,9,.1!(',-,/,(14-01%(302,010-*,9,/31<,0-0!0.(/40.0B !

#@(//,1-0)!@6./0)!,-A0),A0)
|

S,151)120/,(-*()!.()0331550-14-01(-@(39(.0.)F9,/01630A(17!3(),.(-!1!A,020-1(-13(6,1-()!. 1-.(50)!
9,/1),)1-I(-. F9,/0):1/1-),.(3('50!,-@(//, =!@-6,/0!,-A0),A0!(-!(5'.,06-2)* /1!., @(3(-/,05B!00!
234(<0!.(10-6(-1)!710-* /4(321)12030!50';,)*1250)91),)124(.(")(3!-(60* A0!(-10564-2QV, (-*()/1-!
-@(//,=10/* AOBI&1-),.(3(150!%(302,0108:GJ0!(92 B,/010.(/40.0:1%(,(-.11(-V4(-*0  *0-*11(5!
3,061 (,-@(//,=@-6,/01630A(1/191!51)!3,()61)!.(!501*(302,0108;@0:19,(-*30)1)(13(05,K0!4-!

9 R,/1/1-/(C2(3,(-/,0/(-1(5!.,06- =)*/1171*30%09,(-*11.(1,-@(//,1-()!@-6,/0)!,-A0),A0)B

5.2 Neoplasias malignas
&1-),.(3( 151)3,()61)!7!<(-(@,/,1)(5*30*09,(-*11/1-1<511L4(0.13()!.(5!QPE:!,-/54,.1!
#$%&#' ®:10-*()1.( 1,-,/,03!(5!*30*09,(-*1!(*20/,(-*()//1- 14-0!-(1250),0!
905,6-0/1-1/,.0 :1L4(*-11)(0!4-1/+/(3!.( !2,(8-1!9(50-190 IDPGS&I*30*0.1!/1-RC,*11!/40-.1!
/1-),.(3(!/1-*,-403 1/1-14-1<511L4(0.13!.(5!QPE!(-120/,(-*()!L4('.()03315504-0!-(1250),0!905,6-0B

P(1250),0)!905,6-0)- '0.45*1)

—~




H-151)1()*4.,1)1/58-,/1)1/1-*3150.1) 10564-1)!<51L4(0.13()!.(5!QPE/54,.1) 151)1231.4/*1)1.(!
0.05,9490<)( :0- 11<)(3A0.19 H1/0)1) !.( -(1250),0)!905,6-0-*3(151)20/,(-*() 10.45*1}*30%0.1)!
/1-1<51L4(0.13().(5'QPE(-//192030/, = /1-151)120/,(-*()10.45*1)1*30*0.1)191 !/1-*315B!
$430-*(151)1()*4.,1)/1-*3150.1)Y![_ !,-A()*,60/,1-() 1/58-,/0)1651<05()!.(10.05,9490K- 120/,(-*()!
0.45*1)1/1-103*3,*,)13(490*1 D% 103*3,*,)12)18,/0! D4 T):1()21-.,5,*,)10-L4,51)0-*(!
DH94:1(-@(39(.0.!.( 1&31;-IDH&I15,* }45/(31)D&el12)13,0),)!(-'250/0!DTHIL*30)!,-.,/0/,1-():!
)(11<)(3A031-(1250),0)!905,6-0)!.,)*,-*0)1.(3/ +/(31.(12,(5 1-119(50-190!D/R5450)!<0)05()!

71/ R5460)()/091)0)1! /1-1 4-01,-/,.(-/,0 'D,-*(3A051U/(L-@Q-K0!05! Kt I.(IV:c!

DV:UYV[I 1213]VMI20/,(-*() “0>1(-*3('c_c[ 120/,(-*()!*30*0.1)!/1-10.05,9490<!A(3)4)4-O0!
(1,0 L(V:c!IDV:UJcl 1213]VMVI20/,(-%() °

0>1(-*3(1UYURZO/,(-*() *30*0.1)191 Y/1-*318D9(.,0-01.(1.430/, =1.(5%30*09,(-*1.(U'9()()! (-
51)120/,(-*()1*30*0.1)!/1-10.05,9490471.(1UI9()() !(- 51)120/,(-*()*30*0.1)1 91 /1-*315IB{-!
AJI()*4.,1)1/58,/1) 1651<05()!/1-*3150.7)-1!/1-*3150.1).(10.05,9490<!(-120/,(-*()!0.45*1)/1-!
%F:D6T)IHYIHE 1&e: ITS711*30)!,-.,/0/,1-(): 150)!-(1250),0)!905,6-0)!1<)(3A0.0)!/1-190713!
@3(/4(-/,0:10203*(1.(5!5,-@190! 7!(5IPGS&:! @&3E-X(3!.(! 9090:1/151-:1232)*0*0:12458-:1(*/B!7!
(59(50-190B!00)!-(1250),0)!905,6-) 151)120/,(-*()*30*0.1)!/1-10.05,94904(-! 51)!()*4.,1)!
/1-+31501)171-11/1-*31501)! @4(31-1),9,503() *,21!7- b9(3110!511L4)( 1()2(30F(-!5021 <50/
6(-(305!.(151)1H)*0.1)!e-,.1) :1.(10/4(3.1 V1-150<0)(!.(1.0*1)ISHHF!D0?4)*0.0!213!(.0.:1)(C1!7!
30K0IB

H-10*4.,1)1/1-+3150.1).(11*31)!<51L4(0.13()!.(5'QPE- 120/,(-*()!0.45*1)!/1-190713!3,()61L.(!
905,6-,.0.()!ID*05()/191120/,(-*(V/1-IHT'&Y/1-  10-*(/(.(-*)! ,9213*0-*().("*0<0L4,)91!7\(-!
20/,(-*()//1-1630-45190*1),)!.((6(-(31*30%0.1)/1-1/,/51@1) @09,.0114-0190713/0-*,.0.!
.(1905,6-,.0.()!11/433,=(- 1(5!6342F80*0.1!/1-k51L4(0.13()!.(5!QPE!(-/192030k-1/1- [(363421!
/1-*315B

DE-#$,)# <*#. [+ A#. [+A: ]

$430-+(1B)!@Q)-1! /1-*3150.0)L.(![_10)*4.,1)!/58,/1) 1651<05()!.10.05,9490<(-120/,(-*()!0.45*1)!
J1-1%F:19% Ty IH%IH&:1&e:1 TSIA1*30)!,-.,/0/,1-(): '501*0)0!.(IPGS&I@4(!.('VIYL*(3A051L (!
/1-@0-KO0!05! K DV:AJ::V_ 1121311201/, (-R0>11(-*3(1520/,(-*()*30%0.1)!/1-10.05,9490<!71.(!
V:IIDV:VEIVA 112131120/, (@ 11(-*3(151) 120/, (-+()+30*0.1)1/1911/1-*318H) 1/ 1-A(-, (-*(!
(C09,-03101*1.1)!51)120/,(-*():17!(-'203* /450310151)120/,(-*()/1-10-*(/(.(-*()'9R /1) (1*(302,0!
-94-1)423()130123151-60.0!123(A, 011120/ !/1-12)13,0),)1/1-10-*(/(.(-*()!.(*30*09, (-*11/1-!

Tej% 120301 (*(*03!50123()(-/,0!.(PGS&I0-*()!71.430-*(1(5*30*09, (-+1!/ 1#5%&# °B

F*l@+A; F#H(-#A*:

H-150)@Q)! /1-*3150.0)\.(I51))*4.,1 )1/58,/1)1.(1*1.1)151)!<51L4(0.13()".(5'QPE!(-10.45*1):1)(!;0-!
1<)(3A0.1!991/0)1)!.(15,-@190!(-*3(151)120/,(-*()1*30*0.1)/1-1<51L.4(0.13()!.(5!QPE!(-1/1920364
/1-151)120/,(-*()! *30%0.1)/191!/1-*31BIH-15080)()/1-*3150.00[ _ 10*4.,1)!/58,/1) 1651<05()!
.(10.05,9490<!(-120/,(-*()10.45*1)/1-19%F :19%T}IHY6IH& 1&e:ITSI711*30)!,-.,/0/,1-(): 1)(1231.4?(31-!
JI5,-@190)!(-*3(lc_¢RO/,(-*()1*30*0.1)!/1-10.05,9490<!A(3)4) ]I (-*3(UYUY!20/,(-*(¥B0*0.1) /191!
/1-*31BIH-1"X)*4.,1)1/58,/1)1651<05()!/1-*3150.1)!7!-11/1-*3150.1)!.(10.05,9490€!20/,(-*()!
0.45*1)1/1-1%F:%T}IHY%IH& 1&e:I TSIA1*30)!,-.,/0/,1-() :1.430-*(4-019(.,0-0!.(10231C,90.09(-*(!
V:cl0>1):1,-/54,. 1)1 JUBNVAI20/, (-*()! 7491 ((UVBJIARO/,(-*() “0>1.( 10.05,9490<:!501*0)0!1<)(3A0.0!
.(15,-@190)!@4(!.(10231C,90.09(-*(IV:]]'213V20/,(-*() "0>1B!H)*11()!0231C,90.09(-*([!A(/()!

9 49105*11.(1511()2(30.1/(-150121<568/6(-(305!.(151)HHBeeB!$(10/4(3.1!/1-1501<0)(1.(1.0*1)| SHHF!
D0?4)*0.11213!(.0)(C1!7!30KBID)*0)0)!.(I5,-@190!(81){)*4.,1)!/58,/1)!.( 10.05,9490<!-11)(!
24(.(- 1/1920303!/1-150)*0)0)!.(I5,-@190%1)()*4.,1)1/58,/1)!.(11*31)!<51L4(0.13().(5IQPE!7!()!
21),<5(1L4(*-1123(.,60-150)1*0)0)!1<)(3A0.0)!(-14-0121<56¥,(120/,(-*()!9  $!0925,0B!01)!20/,(-*()!
/1-1%F1711*30)!(-@(39(.0.()!,-@5090*13,0320):1)2(/,059(-*(10L4(551)!/1-1(-@(39(.0.105*09(-*(!
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0/* AOI7XAL-! (C21),/,=1/3=,/0101%(302,0)!,-94-1)423()130):124(.(-*(-(3!4-13,()61!9 )!05*1!D;0)*0
A03,0)!A(/O1ILA(150121<568/6(-(305L.(1.(0331550315,-@190:!,-/54)11(-104)(-/,0!.(\<51L4(0. 138!
QPEBI!S(;0--1*,@,/0.11/0)1)!.(5(4/(9,0!064.017!£3.,/0121)*(3,13()!0!50!/19(3/,05, K& (-13(50/, =!
/1-1(514)11.(1<51L4(0.13()!.(5!QPE!(-15019%F!711*30)! -.,/0/, 1-()B#-/54) 11(-104)(-/,01.(*(302,01/1-!
<51L4(0.13()!.(5!QPE:!51)120/,(-*()/1-19%F124((-"*(-(3!4-13,()61!9 #!105*11D0231C,90.09(-*(J!
A(/OILA(150121<50%-16(-(305!!.(1.()03315503!5(4/(9,0B

P(1250),0)!905,6-0)- 120/,(-*()!2(.. +3./1)!70.45*1YZ=A(-() !

S(;0-13(213*0.1!-(1250),0)!905,6-0):10564-0)1913*05():!(-!-,>1):10.15()/(-*()! 710.45KEA(-()ILA(!
3(/,<,(31-1*30%09, (-*11/1-1<51L4(0.13()!.(5!QPE!D,-,/,11.(1501*(302,0!m!]Y10>1)!.(1(.0.I:1.(151)!
1405()#$%&# ©1()19,(9<31B1%231C,90.09(-*(150!9,*0.1.(151)1/0)1)!(30-!5,-@190):!,-/547(-.1!
5,-@190)!.(In1.6\,-171-1In1.6\,-B101)!1*31)1/0)1)!3(23)(-*0<0-14-0'A03,(.0...(!., @ (3(-*()!
-(1250),0)!905,6-0)!(!,-/58-1-(1250),0)121/1!@3(/4(-*()!L4('6(-(3059(-*()(!0)1/,0-1/1-!
-94-1)423(), =!71-(1250),0)1905,6-0)IL4(I-11)4(5(-'1<)(3A0B!(-!-,>1)!710.15()/(-*()B!O0)!
-(1250),0)!905,6-0)!1/433,(31-.()2®!.(14-0!9(.,0-01. ('[V19()()!.("*30*09,(-*1!D30-611.(]10!YU!
9()0)IB!00190713!.(151)120/,(-*()'3(/,< ®-1,-94-1)423()13()!/1-/19,*0-*()BIH)*1)1/0)1)! @4(31-!
3(213*0.1)!.()24R.(1501/19(3/, 05,KOA-171)(1.(3,A0-1.(14-01A03,(.0.1.(|@4(-*():),-/547(-.1!
3(6,)*31)113(213*())21-* +(1)! .430-*(150121)119(3 /,05,K0%- B

S(;0- 13(213*0.%0)1)!121)*(3,13()!0'50!/19(3/,05,K64.( 15,-@190!:(20(12R,/11.(// F5450)!Q!
DNSQ&OM- * 2113031( I5,-@8D!.(!// R5450)!a: 120/,(-*()1*30*0.1)1/1-1<51L4(0.13()!.(5!QPE:!
-/54,.1) 151)1231.4/*1)!.(10.05,9490<BH)*1)/0)1) :0- I*(-,.1 14-0!(A154/=-19471063(),A0L. (150!
(-@(39(.0.17;0-1),.11913*05()B!00!907 B3!.(151)/0)1) -1* @,/0.1)!.(<51L4(0.13() (5!

QPBE)(!; 0-1231.4/,.1 (- 120/,(-*Q/1- {(-@(39(.0.1.(1&31;- 111/15,*)45/(31)07!50!
90713)(1231.42(31-1(JA031-()0.15()/(-*() 170.45*1)EA(-()BI&0),1*1.1)()*1)120/,(-*()::0< &-!
3(/,<,.11*30*09, (-*11/1-151),-94-1)423()13() '0K0*,123,-0I9(3/02*1243,-0!DS T! !
J1-119,%0-*(9(-*(/1-  14-1<51L4(0.1B(5!QPBE(-/(51919(-*1 1110-*()\.(5!.,06- =)* /1BP1!()*+/5031!
),15010203%!.(INSQ&O!()* #3(50/,1-0.0/1-1(5!4)1!.(14-1<51L.4(0.13!.(5!QPE!L{! 4-1<51L4(0.13!
(5IQPE!(-/19<,-0/, =1/1-1()*1)11*31)!,-94-1)423()13()B!H5!3,()61121*(-/,05!/150!/19<,-0/, =!
.( '0KO0*,123 1DIN"9(3/02+1243, - (! #$%&H#'M!.(<(//1-),.(303)(/4,.0.1)09(-*(B !

5.3 Reacciones de hipersensibilidad

S(:;0--1* @,/0.110-0@,50C,0!7!(.(968, 1-(43=*,/1121)*(3,13!60!0.9,-,)*30/ = 1.(1231.4/*1)1.(!
0.05,9490<BS ))(1231.4/(14-0'3(0//, =109F86,/010-0@{5,/0'411*30!3(0/5-10536,/0!
B630A(;-*(334920!,-9(.,009(-*( 15010.9,-,)*30/ = 1.(! #$%&# ®(1,-)**47050!%(302,0!

D*05()!/194(B42/,=1/4* +(0:13(0//, =!0-0@,50/*1;18(0//, 1-()! @0390/46,/0)!@,PB3(0//,1-()!
@0390/46,/0)!-11()2(/ 8@,/0):!43*,/03/0IB

5.4 Reactivacion del virus de la hepatitis B.

H514)1(1<51L4(0.13()".(5!QPE!,-/547(-.1 #$%&H ®:124(.(1049(-*03!(5!3,()61!

.(13(0/*, AO/= 1.(5!A,34). (150! (20* * Yh IDjnhI (-1207,(-*()!L4(") 1-1213*0.13()/3 =,/1) L(IQ*("
A,34)BI-10564-1)/0)1):15013(0/*, A0 (5ljnh  IL4(1)(1231.4/( 124-*11/1-1501%(302,0/1-!
<51L4(0.13()(5'QPE;0),.1! 913*038090713!.(()*1)! 3(213) )(1;0- 1231.4/,.1 (- 120/,(-*() IL4(!
3(/,<(-Y1-/19,0-5(9(-*(  11*31)19(.,/09(-*1)IL4(!,-;,<(- (5),)*(90 !,-94-*03,1:151!
L4(™09< R 124(.( 1/1-*3,<4,31015013(0/*,A84, (5jnhBIHA0S(10!51)120/,(-*()/1-13,()611.(!
-@(/1,=12131(5!jnh!l(-1<4)/01.( I(A,.(-,0 123(A,Q( ,-@(//,=12130)*('A,34):0-*(.( !,-/,031(5!
*30%09,(-*1/1-1<51L4(0.13().(5'QPEBB(!.(<(1*(-(31/4,.0.1 10523()/3,<,851L4(0.13().(5!QPE2030
20/,(-*01,.(-*,@,/0.1)1/1911213%0.13()1.(5!jnhB!P11)(".,)21-(l.(  1.0*1)10.(/40.1)!)1<3(!50!
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)(643,.0.11150/(@,/0/,0!.£830*09, (-*11.(120/,(-*()!213*0.13()!.(GjnhV/1-  *(302,-* A,3084-*1!
/1- 1%(302,0!<51L4(0.1301@EPE2030!23(A(-,3!5013(0/*, A9/(5!jnhBIH-(51/0)1!.(151)120/,(-*()!
213*0.13()\.(jnh!71LA(13(L4,(3 (-1*30*09,(-*1/1- 1<51L4(0.13()".(5!QPE3(05,/(14-1)(64,9,(-*1!
(C;04)* A1L.(1../:1) 120/,(-*() I(-1<4)/0.( 1),6-1) V/58,/1)17 1.(150<130*13, 11 @ (/= 10/*, A0213!(5!
jnh  1.430-*(1*1.11(5*30*09, (-*I7!.430-*(!A03,29()() '.()24 R!.(150!@,-05,K&/\.(5 *3609,(-*1BH-!
20/,(-*() IL4(1.(0331550-13(0/*,A84.(5!jnh:  1,-*(334920#$%&# ®1(1,-/,( 14-01*(302,8-* A,305!
(@(/*,A0L- 14-1%30*09,(-+1.(10217110.(/40.1B!S(.()/1-1/( !50!)(643,.0.!.(13(0-4.0350!%(302,0!/1-!
<51L4(0.130X5!QPE.()24 R.( /1-*31503!BJ0/* A0/=!.(55nhBIT13!510-*1)(!.(<(**(-(3!

/4,.0.1 105/1-),.(303!5013(0-4.0/=-!.(1501*(302, B$%&H ®I(-1()*01),*40/, =!7191- *13(( 1.(1/(3/0!0!
51)120/,(-*OB

5.5 Reacciones neurologicas

H514)L(106(-*()! <51L4(0.13()(5!QPE!,-/54,.1) 151)1231.4/*1)!.(0.05,9490<:1)(1;0'0)1/,0.1!/1-!
/0)1)!3031)( 1-4(A0!0203, - 111(CO/(3<0/=L.( )8*190)!/58,/1)I7X1I(A,.(-/,0!30.,163+@,/0!
((-@(39(.0.1.009,(5,-, KO-*(1.(51),)5(90  -(3A,1)11/(-*305!,-/54,.0150()/5(31),)!9 b5*,25(mB4!7 150!
-(43,*)1=2* /0:1760¢-@(39(.0.1.()9,(5,-, KO-*(12(3, @3,/04,-/54,.11(5)8.319(!.( 'i4,550,- hO3FBS(!
(<(*((3! /4,.0.1 10%1-),.(3031(5!4) 11 (#$%&H ®I(-120/,(-*0V/1- *30)*13-1)!.0)9,(5,-,KO-*()!.(5!
),)*(901-(3A,1)11/(-*308112(3, @3,/1123((C)*(-*() '11.(13(/,(-*(10203,/, =F )(1.(<( !/1-),.(303!
50,-+(3342/=1.(1 #$%&# ™), )(1.()0331550564-1!.(1()*1)1*30)*13-1)B

5.6 Reacciones hematologicas

S(:0- 13(213*0.1-@139()!3031( 120-/,*12(-,0:!,-/54,.0!50!0-(9,0!

023),/0:1/1- 106(-*() <51L4(0.13(){(5!QPEB!00)!3(0//,1-()!0.A(3)0)!.(H,)*(90!:(90*15 =6,/1:!
-/54,.0150/,*12(-,019 R,/09(-*( 1),6-,@,/0* A0'D213!(?(9251:1%319<1/,*12(-,0:!5(4/12(-,01!)(!:0-!
-1*,@,/0.11/1-121/0'@3(/4(-/,01/1-151)1231.4/*1)!.(10.05,9490<B!00!3EM04)09.( 1()*1)!,-@139()
/1- 151)1231.4/¥1)1.(10.05,9490<!),64(1),-1()*03!/50308/1-)(?(101*1.1)151)120/,(-*()ILA(!<4) L4(-!
0*(-/, =19 R,/01,-9(.,0*0 1),123()(-*0-1),6-1)!71) 8*190)!L4(1)46,(30-1.,)/30),0)!

)0-648(0) 11,-@(//,='D213!(?(9251:!@,(<3('BY(; 1913(*1-(): )0-630.1:1205,.(KI'9,(-*30)! ) R!
<0711*30%09, (-*LIH#$%&# ®B&1-),.(3(150121),<,5,.0.1.(1)4)2(-.(3 1(5!*30*09, (-*11/1-H$%&H ®I(-!
20/,(-*()/1-10-1905 §)!:(90*15=6,/0)!),6-,@,/0*,A0)!/1-@,390.D)B

5.7 Mayor riesgo de infeccion cuando se usa con Anakinra

H514)¥1-/433(-*( 1. 10-0\,-30!D0-*061-,)4Q(!50!,-*(35(4/,-0]1 1711*311<51L4(0.13!.(5!QPE!)(10)4/,
014-01907131231213% 1. L,-@(//,1-()!630A()! 71-(4*312(-,071),- <(-(@,/,1!0.,/,1-05!(-1/192030/ =!
/1- (5<51L4(0.13!.(5\QPELF1(-120/,(-*() V1-19%FBIT13151*0-k11)(!

3(/19,(-.0 150/19<,-0/, =!.( 1H#$%&H ®1710-0\,-30U"H#S, 2/ #$:--*+/#& @:$A:-BC*-:8043:86

|

5.8 Insuficiencia cardiaca

S(:;0- -1*,@,/0.40)1)1.( (92(1309,(-*11.( !50!,-)4@/,(-/,0//03D/0Y1-6()*, AQIDHEET!.(I-4(A0!
0203,/=-1.(I#&& V/1-1<51L4(0.13()".(5!QPEB09<R!)(!:0-11<)(3A0.1 Y0)1) 1.( (92(1309,(-*11.(
501#&81-1231.4/%1)1.(10.05,9490<B!01)!1231.4/+1)!.(10.05,9490<-1)( 1:0- 1()*4.,0.1!@139059(-*(
(- 120/,(-OV/1-1#&&),-1(9<0361: (- 1()*4.,1)1/58,/1) L.( 11*31<51L4(0.1B(5!QPE)( 11<)(3A414-0!
~,.(-/,0 19 H105*01.(13(0//,1-()!0.A(3)0)!630A()!3(50/,1-0.0)!/1-I501#&&B. (<(1*(-(3/4,.0.1 !
0%4)03H$Y&H PI(-120/,(-*() Y1-1,-)4@,/,(-/,01/03. DIO'TIA,6,50358)!.0.1)09(-*(B !

5.9 Autoinmunidad




H51¥30%09,(-+11/1-1231.4/*1)!.(10.05,9490<124(.(1231A1/030@1390% |.( 104*10-* /4(3217:1(-!
3030)!1/0),1-04(5!.()0331554- 1)8.319( 1203(/,.1105!5428)'S,14-120/,(-*(23()(-0")8*190)L4(!
)46,(3(-14-18.319(1203(/,.1!05!5424)!.()24R).(51*30*09, (-1 1/1-H$%&H ®:1,-*(334920(5!
*30%09, (-*1"#$, G#:--*+/#&,9) "#$&: HHI BB

5.10 Inmunizaciones

H-14-1(*4.,11/58,/11/1-*3150.11/1-1250/(<11.(120/,(-*OV/1-19%F: -1 (L.((*  =I-,-64-01.,@(3(-/,0!(-!
503()24()*01.(10-*,/4(321)10-*,~(491/ =/,/1)10-*, I(-*3(151)163421)!.(1*30%09,(-*1!/1-10.05,9490<!7!
250/(<11/40-.11)(10.9,-,)*3=! 50!A0/4-010-*-(491//,/01215,)0 +3,.0!7!50! A0/4-0!/1-*30150!, - @54(-H
),945%(09(-*(1/1-10.05,9490<BIT31213/,1-()!),9,503()!.(120/,(-*()!.()033155031-!- A(5()!
231*(/*13()\.(10-*,/4(321)!0-*,63,205()!(-*3(151)!63421)!.(1*30*09, (-*11/1-10.05,9490<!71250/(<1f!)
(9<0361:151)8451)10680.1)!0!51)10-8(-1)!.(!,-@54(-KO!@4(31-191.(30.09(-*(1991<0?1)!(-/51)!
20/,(-+()'L4(13(/,<,(31-10.05,9490<B!00!,9213*0-/,018/01.(1()*11().()/1-1/,.0B101)120/,(-*()!
<0?11*30%09, (-*11/1#$%&# ®124(.(-13(/,<,3!A0/4-0)1),945*+(0):1(C/(2*1150)!A0/4-0) (!
9,/311360-,)91)!A,A)BIP11;07!.0*1)!.,)21-,<5())1<3(1501*30-)93!)(/4-.03,01.(150!,-@(//, =1213!
A0/4-0)L.(19,/311360-,)91! A, A)\(-120/,(-*(IL4(13(/,<(- 1231.4/*1)!.(10.05,9490<B
S(13(/19,(-.01L4(151)120/,(-*(12(., +3,/1):1),10121),<5(:!)(121-60-1G! &!/1-1*1.0)!50)!

-94- KO/,1-()1.(10/4(3.1/1-150)!.,3(/*3,/01.(1,-94-,KO/,  =10/*405(}10-*()L.(!,-/,03 150!
*(302,B#$%&# ®B101)120/,(-*()!(1*30*09, (-*11/1-H$%&H# ®124(.(-13(/,<,3!A0/4-0)!),945*+(0):!
(C/(2*1150)!A0/4-0)(19,/311360-,)91)! A A)B

S(.0/1-1/( 1501)(643,.0.!.(15010.9,-,)*30/=!.(IA0/4-0)! .(190/311360-,)91)! A,A)I110*(-40.1)!(-!
51)150/*0-*()|(C24()*1)1231.4/+1)!.(10.05,9490<!*/,( ‘#$4B!01)!3,0)61)!71<((@/,1)!.(<(-!
/1-),.(303)(10-*()!.(IA0/4-0310!51)I<(<R [(C24()*1)!B0/4-0)!.(19,/311360-,)91)! A,A1)!1!

0*(-40. 1)1 1"HS, 1&+ # ,<+J.:-*+/HEH&<HD*-.@5 313,638

5.11 Mayor riesgo de infeccion cuando se usa con Abatacept
H-10*4.,1)!/1-*3150.1):!50!0.9,-,)*304!),945*+(0!.(!<51L4(0.13()!.(5!QPE!7!0<0*0/(2*")(10) 14!
/1-14-0190713!1231213%-.(!,-@(//,1-()!630A()!L4(1(5!4)1!.(14-1<51L.4(0.13!.(5!QPE!)151f150!*(302
/19<,-0.0:1(-1/192030/, =1/1-1(5!4)1!.(14-1<51L4(0.13!.(5!QPE!)151:!-1!;0!.(91)*30.114-I<(-(@,/,1!
/58,/119(?130.1!(-!(5!*30*09,(-*1!.(!50!%FBIT13!51 t0-!)(!3(/19,(-.0 150!/19<,-0/,=!.(!
0<0*0/(2*1/1-1<51L4(0.13()!.(5!QPE:!,-/54, 5H$%&H' ® I"#$, ?2/'#$:--*+/#&,@:$A:-BC*-:8&043:3B
!

6 REACCIONES ADVERSAS!
00)1),64,(-*()!3(0//,1-()'0.A(3)0)!/58,/09(-*(1),6-,@,/0* AV (.()/3,<(-(-! 50#-@1390/,=-12030!
T3()/3,<,4

o #-@(//,1-()'630A()H#S,9) HSH/-*:& ; <$tt-1(-*+/#8 0=5TH

e P(1250),0)!905,6-0)-+/&(.'#,9) #$'#-*:&  <SH-(-*+H#&O0=3F

o F(O//,1-00.(12(3)(-),<,5,.0.  1-H&('H#,9)HSHI-*& ; <$H-:(-*+H#&0=3IF

o F(0/*,A0/,=1.(51A,34).(150!;(20% * Y I"#$,0) HSH#/-*:& ; <$H-:(-*+/#8&0=3F

o F(0//,1-()!-(4315 =6,/0) I"#$,9)" HSH#/-*:& : <$#-1(-*+/#&0=387

o F(0//,1-()1;(90*15 =6,/0) |-+/&(.'#,9)" #SH/-*:& : <$#-1(-*+/#& 0=31q7

o #)A@,/,(-/,0/03B/0 -+/&(.'H#,9)" HSHI-*:& | <SH-:(-*+/#& 0=3&F

o %4*1,-94- 0. \-+/&('H#,9)HSH-*& : <$H-1(-*+/#&0=3147

6.1 Experiencia en estudios clinicos

K0!

0!




$(<,.1101L4(151)()*4.,1)1/58,/1) N(155(A0-101/04¢Y/1-.,/,1-()1947!.,A(3)0):!50)1*0)0)!.(
3(0//,1-()'0.A(3)0)!1<)(3A0.0)(-!51)1()*4.,1)1/58,/1) 1.(14-19(.,J09(-*11-11)(124(.(-/192  0303!
,3(/09(-*( /1~ 150)1*0)Qf-151)1()*4.,1)1/58,/1) L.( 11*319(.,/09(-*1 17124(.(-!
-113(@5(%3*0)0)1<)(3A0.0)!(-50128* /0B

003(0//,=10.A(3)09 /19 b-1/1-10.05,9490<!@4(31550)!3(0//,1-()!(-1(51),*, 11.(,-7(//, =BIH-!
(*4.,1)1/1-*3150.1)!/1-1250/(<1(51IVK!.(151)120/,(-*()1*30*0.1)1/1-10.05,9490<!
.003315503B(0//,1-() !(-! (5!),*,2.(150!,-7(//, = ID(3,*(90!7X112,/8K!:(913306,0:!

151310;,-1:0K =1:1(-1/192030/, = Y/1-1(5UKL(151) 120/,(-*()!L4('3(/,<,(31-1250/(<1BO0!907 B!

(150)13(0//,1-0)(-! (B1),*,1.( \,-7(/1, =N(1.0/3,<,(31-Y191 I5(A(}7:1213!5116(-(305:1-1!3(L4,3,(31}!

50!,-*(3342%.(5!@390/1B

001231213% 1.(120/,(-*()!L4(!,-*(33492,(31-1(51*30*09, (-+11.(<,.110'3(0//,1-()!0.A(3)0)!
430-(150213/=1.1<5(1/,(6 1/1-*3150.01- 1250/(<1!.(151)1()*4., 1)\(- 120/,(-*QY1- 1%FDQL(/,3:!
51)10)*4., 1)IF% #IF% H#HF Y ###17F %1 1@4(!.('cK!(-! 51)120/,(-+()!IL4(!3(/,<,(31-10.05,9490<!
71.(0UK (- 151)20/,(-*() *30*0.1)1- 1250/(<1E80Y3(0//,1-()'0.A(3)0) 19 H1/194-() 'L4('55(A031HD
-*(3342/=1.(510.05,9490<!(-1()*1) !(0*4.,1)\.( 1%F!@4(31-'88(0//, 1-() ¥/58,/0)!.( 103.13
DV:ckIl(342/,= IDV:[KII71-(491- @IDV:[KIB

#@(/,1-()!

H-150)@0)()!/1-*3150.D)i51)![ ! ()*4.,1)/58,/1)1651<05()!.(10.05,9490<(- 120/,(-*()10.45*1)!/1-]
%F:D6TIHYIHE 1&e: ITSIA1*30)!,-.,/0/,1-() :1B0)0L.(,-@(//,1-()'630A()! @4 U:[1213V V!
20/,(-*() "0>2(-Ic_c[ 120/,(-*() *30*0.1)1/1-10.05,9490<!@3(-*(18-0!,-/,.(-/,0 1.(13:_1213VV!
20/,(-*() "0>1(-lUYUY20/,(-*()! *30*0.1)1/1911/1-*31BIO0)!,-@(//,1-()!630A()!1<)(3A0.0)!
-/547(31--(491- D103*3,* JBR* /01,-@(//,1-() .(! 23=¢),)17121)*L4,B36,/0):!(3,),2(50:1/(545,*,):!
JA(BH A5 X )1712, (51-(@3MYS,0) HS -+ & <$H-1(-*+/#&0=3BB

N(IHS-(+&*& X @#--*+HE&F$<+$'(1*&"&

H-11J1()*4.,1)1/58,/1) 1651<05()!/1-*3150.7)-11/1-*3150.1)(- 1%F:B6TIH%!H& &€ :ITS!71*30)!
-,101,1-() :ILA(1,-/547(311JUBNY2Y/,(-()1*30%0.1)!/1-10.05,9490<:150+0)0!

. *4<(3/451) )0/ AG-1*, @,/0.0@ 4((IV:IVI213VVI20/,(-*() “0>1!

7150:0)0.( 1/1-A(3),=121),* AQ( ITTS!@4((V:V_12131V20/,(-*() “0>1B4-14- )4<63421L('VB]][!
20/,(-*()1*30*0.1)!/1-10.05,9490<!(-'HHBeeBII&0-0. +:501*0)0.(QhI0/*, AG-1*, @,/0.0@ 4((V:VA!
2131VV120/,(-() 0>1!7501*0)0L.Y1-A(3), = 121),* AQ( ITT$!@4((V:Vcl213VVI20/,(-*() “0>1B!
H)*1)()*4.,1)!,-/547(31-13(213*()( 'Qh!9,5,03:15,4@/0:12(3,*1-(057124591-03B0!90718)!.(!
51)/0)1)1.("*4<(3/451),))(1231.42(31-1.(-*311.(51)23,9(31)1/;1190() 1024 R.(5!,-/,1 1.(5!
*30%09,(-*11T24(.(- 13(@5(ZEB(0/*,A0/,=150!(-@(39(.0.150*(-*(B4-1()*1) 1()*4.,1)/58,/1)! O!

- A(5!94-.,05:1)(1:0-13(213*0.1/0)1)!.(!,-@(//,1-()! 630A0)21316BI(-()! 1213*4-)*0)!@LO0!
(1,0 16(-(308.(1V:VAI2131VVI20/, (-*() 0>1B6564-1)0)1) L.( 1,-@(//,1-() '630A(R13!
1213*4-,)*0)171¥4<(3/451)()-1),.11913*05() "#$,0) #S #/-*:& ,; <$tt-1(-*+/#8,0=3 BB

%4*10-*,/4(321))

H-151)()*4.,1)1/1-*3150.1)(-120/,(-*()! /1-103*3,*)13(490*1,.¢(5!]IK!.( 151)120/,(-*()*30%0.1)!/1-!
0.05,9490<!17(5!ck!.(151) 120/,(-*() ¥30*0.1)1/1-1250/(<ILA(*(- D-1*§451)!.(1%P%! - /,05()!
-(60*,A1).()0331550318451)21),*, A1)-1501)(90-01JUB!$1).(/0.0![VUNI20/,(-*() *30*0.1)!/1-!
0.05,9490<!23()(-*031-!),6-1)//B,/1)!L4(!,-.,/0<0-14-) 8.319(1203(/,.1!05!5424)!.(1-4(A0!
0203,/=B!01)!20/,(-*()!9(?13031-1*38D!,-*(3342%.(5 *30*09, (-*1B!P6 b-120/,(-*(!
.()033158-(@3,4%2,/0'11)8*190)1.(5!),)*(90 !-(3A,1)1/(-*3058(!

O/1-1/( 1(5,920/*11.(5*30*09,(-*1!0!503611250K 11/1-1231.4/*1)!.(10.05,9490<(-!
(5.00331531 (-@(39(.0.() '04*1,-94-()B!
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H5(A0/,1-().(1(-K,90)!;,(2 +,/0)!

n0- 1:0<,.11 3213*(L.( 13(0//,1-0%:(2 +,/0)1630A():!,-/547(-.1!,-)A@./,(-/,0!

(2 +,/01064.01(- 120/,(-()'L4(13(/,<(-<51L4(0.13()!.(5!QPEBH-151){)*4.,1 )1/1-*3150.1) .| @0)('[!
.(10.05,9490<!DUB!S&!/0.0 1.1)!)(90-0)1 (- 120/,(-*(V/1-19%F:! %T)!7105!,6405!LU{- 150!
430/,=1.(512(38L.11.( Y1-*318L4(11)/,501(-*3¢UI7!VY(90-0): )(1231.42(31-/(5(A0/,1-()\.(150)!
(-K,90)! %0Q!g![!CleOP!(-(51[:k!.(151)120/,(-*() ¥30*0.1)1-10.05,9490<!7(-! (5!]:*K!.(151)!
20/,(-*()! *30*0.1)/1911/1-*31B1$0.11LA(194/;1).( 1()*1)120/,(-*0!(- '0)*1)!()*4.,1)*09< R!
()*0<0-*190-.1 19(.,/09(-*1)IL4(1/04)0-1(5(A0/, =-1.(1 50)-K,90):(2 +,/0)ID2131(?(9251:19%#PH
GQWII508(50/=!(-*3(10.05,9490<!7150!(5(A0/,=-1.(1501tK,90)1;(2 +*,/0)!-11()* +/5030B-!
4-10*4.,1/1-*3150.11.(!@0)(1[(10.05,9490<!(-120/,(-*O/1- 1%#R15,03* /4503!LA(H-(-*3(1U!7!
1c10>1):0)(1231.42(3145(A0/,1-().(! 50%0Q!g![|CleOR-! (5U:UK!.(151)20/,(-*() *30*0.1)!/1-!
0.05,9490<!7!(-(5!]:AKL(  151)120/,(-*()!*30*0.1)1/191Y/1-*31M5(A0/,=-1.(! %OQ!MY/19 b-1L4(!
%SQIfI00)!(5(A0/,1-()!.(150)1234(<0)L.(1(-K,90)!;(2*,/0)! @4 (31-19) |@3(/4(-*(Y-*3(!
0L4(55120/,(-*()! *30*0.1)1- 150'19<,-0/, =!.( 10.05,9490<I7!GQWIL4(-*3(10L4(551)30*0.1)!/1-!
0.05,9490<!)151B- 16(-(305:1()*0)!(5(A0/, 1-(J-1!55(A031-10150!,-*(3342/(5 *30*09, (-*1/1-!
0.05,9490<BIP11)(11<)(3A031-1(5(A0/,1-()!.B0%OQ!g![!CleOP!(-/(§)*4.,1 10<,(3*1(10. 05,9490<!
(-120/,(-*! .( \J10'0U!0>1J1-! %#R15,03* /45038

H-10*4.,1)!/1-*3150.1)!.(!{@0)(![.(10.05,9490<![1-! .1),)!,-,/,05() L(INV!96!7 IYV!96:!11YV!96!
7IUVI96(-! 51)$ D) 1711 130 2(/*, A09(-*(:1)(64,.0) 1.(1IUV1961/0.0!

1) 1)(90-0)1 I(-120/,(-*() 10.45*1Y1- (-@(39(.0.1.(1&31;- ://1-14-01.430/, =1.(512(38L.1!.(1/1-*315!
L4(11)/,501(-*3(1U171731)(90-0)1)(1231.42(315(A0/,1-()!.(' 50%0Q!g![!CleOR-! (5M:_K..(!
51)20/,(-*() ¥30*0.1)!/1-10.05,949047\(-1(5!V:_k!.(151)120/,(-*()! *30*0.1)//191!/1-*318H-!
(30*4.,11.( \@0)[ 1.(10.05,9490<!(- 120/,(-*(12(., +3,/1)/1-/(-@(39(.0.1.(1&31:-1L4((A054=I50!
(@,/0/,07'501)(643,.0.1.(1.1) 13(6®(-0L.(  L1),)L.( 190-*(-,9,(-*11<0)0.1)!(- 1(5!2()1/1321305
024 RY.( 1501%(302,01.(!,-.4//,=1<0)0.0!(-1(5'2()1//132130®)*01"J1)(90-0)!.(1*30*09, (-*1:1)(!
231.42(31-1(5(A0/,1-()!. ('50%0Q!g!['CleOP!(-!(513:NKDAX]_JI(151)120/,(-*(): 1. (151)/405()!U!
3(/,<®-1,-94-1)423()13()/1-/19,*0-*( 9(-*( 105!, /,11.(5!()*4.,1f!-,-64-1!

(10*1)1207,(-*0) 1. )/1-*,-4 =(51*30*09,(-*1(<,.110!0-1905®)!(-50)1234(<0)!. (196 0QB-()*4.,1)!
/1-+3150.1)!.(/@0)("(10.05,9490<!D/1-! .1),) I,-/,05() |.(]NVI96!7 IYV196!(-!51)!

$ D) 171" 13020/, A09(-*(:)(64,.1) 1.(IUVI96!/0.0!.1)1)(90-0)I!(-120/,(-*()10.45*1)1/1-1&e !

/1- 14-0.430/,=1.(5 12(3L.1!.(1/1-*315!L4(11)/,50!(-*3€]! 71°J1)(90-0):! )(1231.42(31-1(5(A0/,1-()\.(!
%0Q!g[!CleOP!(-1(5!]: KL (151)120/,(-*()*30*0.1)!/1-10.05,9490<!7\(-1(5!]:VK!.(151)120/,(-*()!
*30%0.1)!//1911/1-*31BH-151)()*4.,1)!/1-*3150.1)!. (| @0)[!.(10.05,9490<!D.1),)!,-,/,05!. ('Y VI96!7!
.024R)1UV1961/0.0!.1)1)(90-0)1 (- 120/,(-*Q11- IT):/1-1.430/, =1.(512(38L.1!.(/1-*315!L4(11)/,50!
(-*3(1)31713U1)(90-0):1)(1231.42(31-1(5(A0/, 1-()\.(! 50%0Q!g![!CleOP!(-!(5!]: YKL (!

51)20/,(-*() ¥30*0.1)!/1-10.09490< 17\(-! (51]:YK!.( 151)20/,(-*() *30*0.1)//191/1-*318

*30)!3(0//,1-()!0.A(3)0) !

O1)!.0*1)1.()/3,¥1)10!/1-*,-40/, = 13(@5(?04(821),/,=10!0.05,9490<!(-lJUNY'120/,(-*(1,-/54,.1)!
JVC[I(C24()*1).430-*(IN!19()():! 0)8Y/191!(-'TU_cl(C24()*1)!.430-*(19-)!.( 14-10>171[YV!

(- 10*4.,1)10.(/40.1)171<,(-//1-*3150.1)ID()*4.,1) IF% #IF% #HF Y% #4171 F%;1B%05,9490<1)(!
(O*4., =123,-/,2059(-*((- 10*4.,1)//1-*3150.1)/1-1250/(<1I (- 1()*4.,1).()(64,9,(-*110!503611250K
{(:0)*0N[NI9()()!.(1.430/, =B!O0!21<564*(- §14-01(.0.19(.,01.("UI0>1): I(5lcck I(30-1942(3()1(5!
1k 1(30-1/04/4),/0)17 1*(- -103*3,43(490*1,..(10/* A091.(30.0!0!)(A(30BD0!907 B! ( I51)!
20/,(-*0!3(/,<,(31- 'UV!19@.(10.05,9490< 1/0.0!.1) 1)(90-0) I"#% %&'()*+&, B*-+&,0123 86

00!Q0<§03()49( 150)!3(0//,1-()!3(213*0.0)1@-01 -/,.(-/,0 1.( 105!9(-1) "K!(-120/,(-*()!*30*0.1)!
/1-10.05,9490<! (-1.1),).(!  UV1961/0.0!.1)!)(90-0) :\(-1/192030/, = /1-(5!250/(<117!/1-14-0!

|
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~1,.(-/,01907131L4(1(51250/( <1BH-1(51()*4., LIF% ##51)1*, 2171 @3(/4(-/,0).( '3(0//,1-()!
0.A(3)0)(-I50(C*(-), = 10<,(3*01.(51)(64-.110>1 (5!()*4.,1:! @4(31-1),9,503()51)1<)(3A0.1)(-! 50!
@0)(L<5(!/,(611.( 14-10>1B
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Tabla 1. Reacciones adversas reportadas en >5% de los pacientes tratados con

Adalimumab durante el periodo controlado con placebo en los estudios agrupados de AR

(estudios RA-I, RA-II, RA-III y RA-1IV)

%.05,9490d T50/(<2
UV!96!)4</4%(1)!/0.0!.1)!
)(90-0) !
DPpcVAI DPpN_VI

F(0//, =10.A(3)0!DRB9,-1!23(@(3(-1(
Respiratorios!

#-@(/I='.(150)!AD)! Jek ! Ik !

3()2,30*13,0%2(3,13()

S,-4),%)! JIk ! k!

S8.319(1.(163,2( ! ck! NK!
Gastrointestinales!

P+4)(0)! k! Yk!

$1513!0<.19,-05 ck ! Uk!
Pruebas de laboratorio*!

F(45*0.1!('50<130*13,1!0-13905 Yk! ck!

n,2(3/15()*(315(9,0 NK! Uk!

n,2(35,2,.(9,0! ck ! Ak !

n(90*43,0! Ak ! Uk!

%49(-*1!.(!50!@1) @0*0)0!05/05,-0 Ak ! [k !
Otros!

$1513!.(1/0<(KO ]Ik ! Yk!

H342/=! ]Ik ! NK!

0(,1-() o/,.(-*05() ! JVk ! Yk!

FO/, = (- (BY),*1L(,-7(//, = qq Yk! Ik !

$1513!.(1()205.0 NK! Uk!

#-@(//=!1.(5!*30/*1143,-03!1 Yk! Ak !

n,2(3*(-), =! Ak ! [k !
g!00)!0-190%)!.(!150)!234(<0)!.(150<130*13,1")(!3(213*031-1/191!3(0//,1-()"
0.A(3)0)(- ()*4.,1)(4312(1)

F(0//,1-() !0.A(3)0)9(-1) /194-() Y(-!()*4.,1)!/58,/1)".(}03*3,*,)!3(490*1,.(!

*30)13(0//,1-()10.A(3)0)!630A()!,-@3(/4(-*()ILAL110203(/(- /(150 (/,1-0L.(  1%.A(3*(-/,0)!7!

T3(/04/,1-() '1IF(0//,1-()1%.A(3)0) 'L4(11/433,(31-1/1-14-0!,-/,.(-/,0!,-@(3,1305!k!(
*30%0.1)!/1-10.05,94904(- 1()*4.,1).( 1%F@4(31-a

Qr'+A:&,CH#/#$: #8#$1513!(-150)!(C*3(9,.0.():!.1513BA,/1:1/,348:1.1513!*18/1 |
!
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O*&'#A=$)*+":&-(.:$P ,%33,%9,0:!@,<3:50043,/4503:1.1513.(12(/;1*30)*13-11.150!03*(3,0!
/131-03,0:120311/08/1:1(-/|(@05126;,2(3*(-),A0:],-@03*11.(19,1/03., 12052, *0%-: 1.(3309(!
2(3,/43.,/1:12(3,/03.,*,):N8/12(:'*0L4,/03.,0!

O*&HANCHE*"£R15(/,)** ):1/15(5,*,0),):1) 1L@06,* ):160)*31(-*(3,*,):1:(913306,0!60)*31,-*()*,-05:!

L(/31),):(2 +,/0:1A9,*1)!
O*&#A: #)+-$*/+RD30)*13-112030* 311.(1
O*&HA: QHUB -+,:, *|@*-+P%630-451/,*1),):1215,/,*(910

N$:&'+$/+& At B*-+&,;,/($*-*+/: #&P5();,.30%0/, =:1/,/0%3,K0/=10-13905:!/(*1),):!
2030231*(,-(9,0:1(.(90!2(3, @B,/ 1!

O*&HAARR-(+S& T (HU-+P%3*3,*§30)*1345)(1:|@30/*43){0'D-1!
()21-*+(0l: 1-(/31),) 1=)(0:1*30)*134D3* /4503:1/0509<3()!94)/4503():19,0)*(-@B*3,*,)!2, F5,/0:!
),-1A*,):1*30)*13-11%(-.,-1)1

V#+<.:&*:P6.(-190 !
O*&'#A: J#$"*+&EA-@4¥%-: 203()*(),0: ;(90*190")4<.4305:1*(9<518

O*&HA: $HE&<*$:+$%D0: <31-/1()20)91:1.)-(0: .,)9,-4/, =!.( 50!@4!124591-03:.(3309(!
25(4305

WBC:/+&,)#,+&,8/'*)+&P&.0*030%0
N$+AJ+&*&B19<1),)!(-15012,(3-D
O*&HA:, ($+CH/* B,)*,* )1/ +5/4513(-05:1*30)*13-119(-)*3405

H)*4.,1)!/58-,/1)(-10 3*3,*,)1,12+* /01?4 A(-,8

H-16(-(305:50)3(0//,1-() 0.A(3)0)(-51) 20/,(-*()!*30*0.1)!/1-10.05,9490<!(-I51)1()*4.,1 )!.(103*3,*,)!
124 J0124A(-,51215,03* /4D0BIDH)*4., 1T HOGH TZHORHH IS, %6&' () *+&, Bt-+8& 0123 83@4(31-!
),9,503()!(-!@3(/4(-/,0!71*,2110150)11<)(3A0.0)!(-120/,(-*()!0.45414$,

O)'HSHI-*:& | X$H-:(-*+H#& 0=73,GH#:--*+/#8)"#$&:&OHAB!01)!;0550K61)!,9213*0-*()! 7!50)!

L@ (3(-/,0)/1-13()2(/*110151)10.45*1)1)(1., }/4*(-1(-151)1),64,(-*()12+330@!1) B

H-1(5!()*4.,11Z#96+)(! (A054 0.05,9490< (-1]c]'20/,(-*()1.(UI0Yc!I0  AL)L((.0.:/1-! %#E
215,03*,/4503B18(0//,1-()'0.A(3)0)1630A()!3(213*0.0)!(-!(5!()*4.,1!,-/547(31-1-(4*312(-,0:! @03,-6
(*3(2*1//,/0:1049(-*11.(150)109,-1+30-) @(30)0):!;(32()H)*(3:19,1),*,):19(*313306,0! 7102(-.,/,*,)B!S
1<)(3A031-!,-@(//,1-()'630A()(-1(5!UK!. (15120/,(-*()/(-'0231C,90.09(-*('J'0 A1)!.(24 R!.(5!,-/,1!
.(51¥30*09,(-*11/1- 0.05,9490< (1,-/547(31-Y0)1)".(';(32()!),925(:1-(491-  ®:!,-@(//=.(5!*30/*1!
43,-03,1:1@03,-6,*,)!17!:(320#3B

H-1(51()*4., 11Z#96+1(51U"K).(151)120/,(-0)(C2(3,9(-*031-14-0!- @ (// =19,(-*30)!

3(/,<®- 0.05,9490</1-111),-IGQWY/1-/19,%0-*( :I(-'50)123,9(30)!]N!)(90-0)!.(1*30*09,(-*1B!O1)!

* 21)1(1L,-@(//,1-0!-1* @,/0.0) (-120/,(-*()1*30*0.1)!/1-10.05,9490<! @4(31-16(-(3059(-*(),9,503()!0
) 1<)(3A00)//19 b-9(-*(1(-120/,(-*0Y  1-19%#215,03* /45031L4(1-1!3(/,<(-1*30*09, (-*11/1-!
<51L4(0.13()!.(5!QPEB!%5!,-,/,1!.(51*30*09,(-*1:150)!3(0//, 1-()!0.A(3) )@ 3(/4(-*() LA ()(!
231.42(31-1(-1()*0121<50%.(120/,(-*()1*30*0.1)//1- 0.05,9490<: @4(31-1.1513!(-1(5!),*,11.(

701, =1713(00, =115, *,11.(,- 73], =ID]_KI7'NK:!302(/*, A09(-*(IBle-! (A(-*1!0.A(3)1!9(-1)!
/19 b-1(-120/,(-*(IL4(13(/,<,(31- 0.05,9490<: @4(5630-4519010-45031L4(-1!/1-.42110150!
-*(3342/=1.(5 *30%09,(-*1/1-! (519(.,/09(-*11.(5!()*4.,.1 B
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H-150)123,9(30)IY!)(90-0)!.(1*30%09, (-*1!(-1(5!()*4., 1! Z#%4#)(11<)(3A031-13(0//,1-)!.(!
:2(3)(-),<,5,.0. -11630A()-10231C,90.09(-*(!(5!NK!.( 151)120/,(-*(!(!,-/547(31-123,-/,2059(-*("

H-1(51()*4., 11 Z#96+1(51IVK!.(151)120/,(-*()1*30*0.1)/1- 10.05,9490<!LA4(1*(-8-10-*/4(321)10-*;
)$PY%!<0)05()!-(60* A1)L.()03315503181451)!121),* A1).()28!.('UY!)(90-0)!.(1*30*09, (-*1B!
P,-6 b-120/,(-*(123()(-* =!),6-1)!/58,/1)!.(104*1,-94-,.0.1.430-*(/(5! ()*4.,1/58,/1B!

9%6231C,90.09(-*(!(5'1°K!.(151)120/,(-*()1*30*0.1) /1- 10.05,9490<!.()033155031-/(5(A0/,1-()!5(A()!
91.(30.0)L.(! 5018(0*,-0!@1)@1L4,-0)0!D&TrI!(-/(5!()*4ZAY4B!S(11<)(3A031-(5(A0/,1-())42(3,14
OINMA/()! (5158, *(1)42(3,13!.(1511-1390%1A03, 1)120/,(-*()BIO0)/1-/(-*30/,1-()L. (1&Tr!
.)9,-47(31-111A15A, (31-10!50!-13905,.0.1(-1*1.1)151)120/,(-*()B!O0!90 BU(!51)!1 20/, (-*()!24.,(31-!
/1-*-403/1- 10.05,9490<!),-1,-*(3342/=H

H-1(51()*4., 11Z#96:)(10*4., =10.05,9490<!(-1[3120/,(-*(.(1J10!0U!0 A1)L(1(.0.111UI0 A1).(1(.0.17!
90713()//1-14-12)1!,-@(3, 13101 "\&/1-! %#215,03* /4503BIH512(3@,5!.(1)(643,.0.12030!()*6+214
(120/,(+0) :1@4()),9,508!2(3@,5!.(1)(643,.0.11<)(3A0.11(-120/,(-*(!. (U0 cHL)L.(1(.0./1-!  %#E
215,03*,/4503B

H-1(51()*4., 11Z#96H:1 (51 YKL (151)120/,(-*01(C2(3,9(-*031-14-01,-@(/5-19,(- *308(/,<®-!
0.05,9490<BIH)*1)!,-/547(31-1-0)1@03,-6,*,):1<31-L4,*,):! 4@ (5*30/*113()2,30*13,11)42(3,13:!11

9(.,0:171@4(31-1(-)419071".(15(A(10!91.(30.0!(-)(A(3,.0.B!S(11<)(3A031-!,-@(//, 1-()'630A()(-! (5

_KL(151)120/,(-*O'L4(13(/,<,(3 1-10.05,9490<!(-/(51()*4.,1:1(!,-/547(31-1/03,()!.(-*05:160)*31(-*(3,*,)
213131*0A,34)17!A03,/(50B

H-1(510*4., 11Z#96£:1)(11<)(3A031-13(0//,1-()!886,/0)!- 116 30A()! (- (5!NK!.(151)120/,(-*() (!
-/547(31-143*,/03,01,-*(39,*(-*(171(CO-*(90:1*1.1)!(551)!.(BOA(.0.I5(A(B

H)*4.,1)!/58-,/1)(-! 03*3,*,)!12)13,+),/0!7!()21-.,5,*,)!0-L4,51)0+*(!

9405,9490<!:01),.1! ()*4.,0.1 (-1~ 120/,(-*()/1-103*3,*)12)13D),/0!DA6T)I(-..1)! ()*4.,1)!
/1-+3150.1)1/1-1250/(<1T\(- 14-1()*4.,110<,(3*T(-'[_[ 120/,(-*QM/1-1()21-.,5,*,)10-L4,51)0-*(!
H94!(- 1.1)!()*4.,1)1/1-*3150.1)1/1-1250/(<1!d#$,%8& ()*+&, Bt-+&,0 2313, 1 2BBH5!12(3@, 5. (!
)(643,.0.! (-! 51)120/,(-*()//1- 1% T)7!*30*0.1)/1-UV!96!(! 0.05,9490<!/0.0!.1)!)(90-0) :1@4(!
),9,503!02(3@,51)(643,.0. 11<)(3A0.11(-120/,(-*() V1-19%F:! (-151)1()*4.,1)!.(10.05,9490< F% #O!
# !

H)*4.,1)!/58.,/1)!.(150!(-@(39(.0...(!&31;- !

9)(+&PHR(3@,5!.(1)(643,.0.!.(10.05,9490<!(-UCY!20/,(-*()!0.45*1)/1-1(-@(39(.0...(1&31;- :!
(-1 /40*31()*4.,1) Y1-*3150.1)1/1-1250/(<11T.1) 1()*4.,1) LO(CH(-), = 10<,(3*1)"#$ %68 ()*+&,-. K/*-+8&
01238@4(!),9,5032(3@,5!.(1)(643,.0.11<)(3A0.1!(-120/,(-*()/1-1%FB

Xo- ' #&, <H)YES*-+&#,H: 14, Y+8aIH512(3@,5!.(1)(643,.0.1.(10.05,9490<!(-1]_J120/,(-*()!
2(., #3,/1)L4(1203* /,2031-1(4-1()*4.,11.1<5(!/,(61!DH)*4, LI T&S #I1714-1()*4., 11.({(C*(-), =
0<,(3*0"#3$,%&'()*+&, Br-+&,012318F@4),9,503!02(3@, 5. (1) (643,.0.11<) (3A0. 11(-120/,(-*()!
0.45*1)l/1-(-@(39(.0.!.(1&31;-B!

$430-*(150@0)(\.(1,-.4//, =10<,(3*01.(1U!)(90-0).(5!()*4.,11T&$ “#150)!3(0//,1-()!0.A(3)0)!94)!
/194-() 1L4(11/433,(31-)(-15@1<504-12(., +3,/01%30*0.0!/1-10.05,9490<!@4(B151%-!(5!),*,1!
(731, =1713(0/, = 1(-1(BY),*,11.( 1,-7(//, = IDNKI7I"K:13()2(/* A09(-*(IB!

e- *1*0B(INCK!.(I51)!- >1)}(C2(3,9(-031-! 05640),-@(//,= 19,(-*30) 13(/,<®-10.05,9490<!(-! (5!
0*4., 1IT&S$ “#BIH)*1)!,-/547(31-@(// =!.(!50)!AD)!3()2,30*13,0)1)42(3,1800) 1 @03,-6,)B

e- WL*OE(1KL.(151) 1-,>1)1(C2(3,9(-*031-14-01,-@(//,=1630A(19,(-*30)!3(/,8-10.05,9490<!(-1(5!

D!

D)

)

50/,

k’*,)!

D:

<
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0*4.,11T&S “#B1)0)!,-/547(31-,-@(// = 'A,305(2),)!3(50/,1-0.01/1-1(5!. )21),* A1ID/GR (3!
60)*31(-*(3,*,):],-@54(-R0BA]P]!(;,)*1250)91),)".,)(9,-0.0B !

H-1(510*4.,11T&$ #:1)(11<)(3A031-13(0//,1-()!0B6,/0)!(-1(51"K!.(151)!-,>1):1*1.0)!(550)!- 116 30A()!

7123,-/,2059(-*(3(0//,1-()!51/05,K0.0)B
H)*4.,1)1/58,/1) I(- 1/ 15* ¥5/(31)0

9)(.'+&PH5!2(3@,5!.(1)(643,.0.19.05,9490<!(- V]V 20/,(-*()! 0.45*1)1 /1-1/15,* )1 45/(31)0! D&el
L4(! 203*/,2031-! (-L1)! ()*4.,1)! /1-*3150.1)! /1-1 250/(<1! 7! 4-! ()*4.,1! .(! (C*(-), = 0<,(3*1
dHGY&'()*+&, IK*-+&,01238@4),9,503!02(3@,5!. (1) (643,.0.11<)(3A0.11(-120/,(-*()V/1-1%FB

H)*4.,1)!/58,/1)! (-! 2)13,0),)!(-1250/0

9405,9490<!:0!1),.1! ()*4.,0.1)(-IN_N142(*1)/1-12)13,0),)!(-1250/0!DTI-1()*4., 1)1.({(C*(-), =!
0<,(3*1)171/1-*3150.1)1/1-1250/(41#$, %& ()*+&, Bt -+& 01 23@8H5!2(3@,5!.(1)(643,.0.1.(151)!

)42(*1)1/1-1T)1*30%0.1)1/1-10.05,9490<!@4(1),9,50312B@,5!.(1)@3,.0.11<)(3A0.1!(-151)1)4?(*1)!
/1-19%F1/1-150)1),64,(-*()(C/(2/,1-()BIH-150)! @0)()!//1-*3150.0)-1250/(<1!.(151)!()*4.,1 )1/58,/1)!
(- N42(*1)/1-1T) :151)1)4?2(*1)1*30%0.1)!/1-10.05,9490<!*4A (31-14-0190713!,-/,.(-/,0!.(103*3056,0
(-1/192030/, =-!/1-151)1/1-*315()!D[!A)B!]KIB

6.2 Inmunogenicidad

%5!,6405!1L4(!/1-1*1.0)150)! 230 *(30FR4*,/0):1(C,)*({F21*(-/,05!.(1,-94-16(-,/,.0.BIO0!
(1, =1.(150!@1390%.(10-* /4(321)!.(2(-.(/(-1630-19(.,.01.(1501)(-),<,5,.0.1710)2(/,@,/,.0.!
.(510*4.,1 B1%.(99):150!,-/,.(-/,011<)(3A0.0.(121),*,A,.0.1.(10-* /4(321)!D,-/54,.1! .( 10-*,/4(321)!
-(4*305,K0-3(/(-14-! ()*4.,1:124(.( 'A3)(!,-@54(-/,0.012131A03,1)! @O0/*1EFI1L91!50!
9(*1.15168!.(51)*4.,1 :1(5!90-(?1!.(150!194()*30:1(5!919(-*1!(-!L4(!)(!3(/16(150!94()*30:151)!
9(.,/09(-*1)1/1-/19,*0-*()! 7150  )I(-@(39(.0. () )4<70/(-*()BIT13!()*0)I30K 1L23(.( )(3!(-60>1)0!
501/1920304-1.(1501,-/,.(-/,0L.(  10-*,/4(321)\(-151)1()*4.,1)1.()/3,*1)10Y/1-* -40/, = :1/1-150!
-1,.(-1,01.(10-*,/4(321)!  1<)(3A0.1)(-11*31)!()*4.,1)!11/1-11¥31)!1231.4/*1)1.(10.05,9490<B

n07!.1)! ()*4.,1)IL4(")(';0-14* 5,K0.11203019(.,3!0-* /4(321)!0-*0.05,9490<B&.1-!(5(-)071!.(!
HO#S%:151)10-* /4(321)!/1-*3010.05,9490<!)1511)(124.,(31(/{03!/40-.1!50)!/1-/(-*30/,1-()!
)R3,/0)!.(10.05,9490<!(30-101J19/6 X95BH5(-07 1IH&O124(.(1.(*(/*031*8451)1.(10-* /4(321)10-%,
0.05,9490<!,-.(2(-.,(-*().(150)1/1-/(-*30/,1-()!.(10.05,9490<!(-150)!94()*30)..(1)4(31B!00!
~1,.(-1,01.(5 1.()0331551!.(10-*,/4821)0-*,"0.05,9490<D%%%!I!(-120/,(-*()!*30*0.1)!
/1- 10.05,9490<:1)(123()(-*0!(-!50!1Q0<501B

|
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Tabla 2: Desarrollo de anticuerpos anti-adalimumab determinado por ELISA y ensayo
ECL en pacientes tratados con adalimumab

Indicaciones!

Duracion del

Incidencia de anticuerpos anti-

Incidencia de

estudio! adalimumab por ELISA (n/N)! anticuerpos anti-
adalimumab
mediante ensayo
ECL (0/N)!
"H$%8&%0' (%] "# )+, -#$-'1+%;
)+, -#$-'1L/-] +06#+-#P0*+, Yy
0-+,1,-0%#! | * 30,+*'1&-!
*&*(,212%1 1 | *&*(,2/2*1 |
4152+672(!
80$0,$,'10-/2*$%, &+ oI5I2- 1| < =>7:295@ | ABC! A8
80$0,$,"1 | I*1:J1* A%'&-1 | I> 2% | | :9< =5J7:3:@ | ABC! A8!
&, %605, +*1| _g*&ib1
E/F-#( [ &154111"K%I%IL!| 51 =25 | | J< =.7:@ ABC! A8!
BGI® KOOI+ /4]
)-'%!41::IN6 !
80%$0,$,")'%D,+* I I> 2% € | :0< =5|7:J>@ | ABC! A8
"%o#&, (S, 1¥#./,(%*#$ 5l 2% | | P<=:97>;@ | ABC! A8
"#Q-02-8&*&I&-IRO%SHI-# | ;9 2% | | O<=J759P@ |>< =J7>9@ |AS8!
*&/($A
"#Q-02-8&*&!&-IR0%SH! 52k | | O<=97:>8@ |:?< =97;>@ | A8!
)-&, D0, H*
R%(,$,"1/(+-0%"*1-#&/($%4" 5 2% || < =:P7O9P@ | 5:< =:P7P53@ | A8!
op % U*'$* ;5! >< =JJ7P5P@ | 5:< =JJ70J5@ A8!
T'%0,*,1-#1)(*+* I Cor @ @

H#VIAR-0%!&-1)*+,-#$-"1+%#1*#$,+/-0) %' " #&*(,2/2* 1Y AZVA%!0-)%0$* &% Y IABVIAY!*) (,+* 1 (-1=#9

0-*(,[*&%@

g (') RS- ] O-+,1,-0%#12-$%$0-\*$%6!+ Yo+ URBBHBECIN@ _I(H #+ &-H+ *I&HS, +/-0)V*HSX

*&*(,2/2*1  Q/-1&-:<I-#1+9%2)*0*+, #1+%#!:5<1+%#! (*12%#%$-0%), *1+%0#!*&*(,212*1

g ('), -HS-'1J10-+,1,-0%H CIN+90H+9%02, SHBHS- _|(*] 1+ &-#+ &-1H#$, +1-0) Y HERE*(,2/2* 1!

Q- &-19<I-#14+062)*0%+, #1+06#159< 1+ Vo] (1 206#96$-0%), *1+0bH#1*&*(,2/2*1
AUS 1Yot #$-10-+, 1, IC]N+%6H+%62, $H#$-

St (901 +,-#$-'1./-10-+,1,-0%H# CIN+90H#+9%2, S4B #S- (] 1+ &-#+ &-1&-*00%((%!&-1*#$,+/-0)%'!
QI- &-(1I<IH1+962)* 0%+, #1+0bHIH<I-HI8Z |

%% /E-$%'!"-D-+(/$*0%84")) 31&-1+%2)(-$*0!5!-'$/&,%'1)0-F,%'1&-1511'-2*#* 9l : 5I'- 254> &-1
$0*$*2,-#$%b

B (00" Y+ HB-'TH06H1 ) %0, ¥, 1 -#1) (41 [-10-+,1,-0%H! 2%6H%$-0%), ¥l +06#1 *&*(,2/2*11 M1 )%'$-0,%602-4
0-$,0*0%HISAFS*2,-#$%_1(M$ &S +/-0)%'I+0HS0*&*(,2/2*8-")/ 31&-(10-$0*$*2,-#$%IQ/-I' 2, (0!

$**1%1'-0F*&**#3$-'1&-0-$,%b

ot -'$1&,%!&Q*'- 5 &-1:5!- 2%+

MU/#-'$/&,%!&Q*'- O&-1;5!"-2*#* |

OB'SH+& SH(A+)H, $'$+&, <&HBE*-1PO1)R0/,(-*(L.( 151)1()*4.,1)IF Y6 #: FYt# TF Y6 #(!
)19(*,(31-101234(<0)(-'A03,1)124-*1)1.(1*,(921:12030. (*(/*03!
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0-*,/4(321)/1-*3010.05,9490<19(.,0-*('HO#S%.430-*(1(52(38L.1!.( INO]JI9()()B!
P11)(11<)(3A414-01/133(505- 10203(-*(.(5!.()0331551110-* / 4(321)/1- 150)!3(0//,1-()!
0.A(3)0)E&.1-150191-1*(302,061)120/,(-*()IL4(!3(/,<(- .1),) /0.0 1.1)!

)(90-0) 124(.(- 1.()033155[@B*,/4(321)!/1-19 H!@3(/4(-/,0L4(151)IL4(13(/,<(4.1),) 1)(90-05()B!H-!
51)120/,(-*('L4(13(/,<,(31-1501),) 13(/19(-.0.0 1.(IUV!196!/0.0!.1)!)(90-0)1/191!91-1*(302,0: 50!
3()24()*01%&F1IVI@4(19(-13!(-*3(1BA0/, (-*()1/1-10-*,/4(321)121),* A1) ILA((-*3(151)120/,(-*()!
/1-10-* /4(321)1-(60* AL)BS(1.(/1-1/( 50!,-94-16(-/,.0.10!503611250K 1!161)1231.4/*1)!
.(10.05,9490<B

6.3 Experiencialposterior a la comercializacion

S(1;0-1,.(-*,@,/0.1150)1),64,(-*()!13(0//,1-()!0.A(3)0)1.430-*(1(514) 1121)*(3,1310150!0231=0/( !51)!
231.4/+1)!.(10.05,9490<BI$(<,.1101L4(!()*0)3(0//,1-() )(!3(213*0A154-*03,09(-*(!.(!
4-0121<50/- 1.( *090>1,-/,(3*1:1-11),(923(!() 121),<5(!()*,903!.(190-(30/1-@,0<5(!

YA @3(/4(-/,011()*0<5(/(34-0!13(50/=1/04)05/1-150(C21),/,=-10!51)1231.4/*1)0.05,9490<B

NS$:&+$/+&, C:&'S+/HE&™*/: HBRA(3*,/45,* ):12(3@130/,1-()\.(5!,-*()*,-11634()1!,-/547(-.1!
2(3@130/,1-0)1/,0.0)1/1-1.,A(3*,/45,* )1712(3@130/,1-()102(-.,/4503()!0)1/,0.0)/1-102(-.,/, *,):!
20-/3(0%,*,)

NS:&'+$/+&, CHIHS: HEA*-*+IHE&,H. &**+ YH)A*&'S:-* B PT,3(C,0
NS$:&'+$/+&, QH< T+ * SHER)A@,/,(-/,01;(2+,/0: ;(20* *))!
N$:&'+$/+&,)#., &*& #AA(/*:$*+ PS03/1,.1),)!

VH+<. &% & JHI*CL:&3,A: *Cl: &I+ HE&SH*@*-1):&, 0%/-.(*)+&, T (*&#&B *<+& T803/,-1901.(!// F5450)
(1G(3\(5!D/03/,-190!-(431(-.1/3,-1!.(15012, (5 !

NS:&+$/+&, )., &*&HA: JHS " *+&ED)*13-1)1.()9,(5,-, KO-*()!D213!(?(9251:1-(43 %3¥,/0:1)8.319("
.(1i4,550,- "hO3R:10//,.(-*(1/(3(<31A0)/4503

NS$:&+$/+&, $H&<*$: +$HEP(39(.0.124591-03!,-*(3)*,/,05:1,-/547(-. 11 @,<31),)124591-03:1(9<15,

24591-03

GH#:--*+#&,-( H#:&PS8.319(! .( IS*(A(-)1Z1:-)1-: 1A0)/45,* )y4*+(0:1(3,*(90!
945* @1399)13,0),}-4(A0'IIL4(1(92(130!D*1.1)151)1)4<*,21):1,-/547(-. 1124)*451J0
20591250-*031:10512(I3(0//, = /4*+(015,/(-1,.( !

NS$:&+$/+&,":&-(.:$H&B)/45,* )1),)* FO,/0:1*319<1),)!A(-1)01231@4-10
!
7 INTERACCIONES FARMACOLOGICAS!

7.1 Metotrexato
%.05,9490<!;01),.11()*4.,0.1 (- '20/,(-*()1/1-103*3,*))13(490*1,.(\D%PFL4('3(/,<,(31-19(*1*3(CO*1!
/1-/19,*0-*( 9(-*( 'DGQWIB!%4-LEAGQW!3(.4?B00203(-*(!(5,9,-0/,=!.(10.05,9490<: 151)!
.0%1)!1-1146,(3(-'50!-(/(),.0.1.(  '0?4)*Q30!.1),)!.( '#$%&# ®11IGQW!"#$,Z:$A:-+.+CK,D. K*-:,
01>3LRB8

7.2 Productos biologicos

H-10*4.,1)/58,/1))(-120/,(-*(0V/1-19%F:1)(1:011<)(3A0.114-190713!3,061!. (!,-@(//,1-()!630A()!/1-!
501/19<,-0/,=-1.(1<51L4(0.13()!.(5!\QPE!/1-10-0\,-30!110<0*0/(2*:),-1<(-(@,/,1!0.,/,1-05f T13151!
*0-*1:1(514) 11, (H$Y%6&# ®Y/1-10<0*0/(2*1110-0\,-30!-11)(13(/19, (-.0)(-120/,(-*(V/1-1%F  II"#$,

18

0]



O)HS'HI-*:& ; X$#-1(-++/#&,0=343, =3 BIJB<R!)(1:0!1<) (3A0.1!4-0190713Y,.(-/,0! .(
-@(/1,1-01630A()!(-120/,(-*()1/1-19%F1*30*0.1)1/1-13,*4C,90<IL4(!13(/,<,(31-1*30*09, (-*1121)*(3,13!
/1-14-1 <511.4(0.13!.(5!QPEP1:07)4@,/,(-*(',-@1398)1<3(1(5!4)11/1-/19,*0-*(1.(! #$%&H ®17!
1*31)1231.4/*1)I<, £6,/1)12030!(5!*30*09, (-*1!. (1501%%T ) IH%IH&: 1&e 171 T)B!00!0.9, -, }*304-!
J1-119,¥0-*(L.(!  #$%&H ®I/1-11*31)E%FGH.(113,6(-! <,156,/11D213!(?(9251:10-0\,-30!710<0*0/(2
411*31)1<51L4(0.13()!.(5'QBEL)(13(/19,(-.0/(-!@4-/, =1.(5121),<5(1049(-*11.(5!3,()61L(!
-@(/1,1-01711*30)121),<5()!,-*(30//,1-()! @0390/6/0)B

7.3 Vacunas de microorganismos vivos

HA, *((514)11. ('#$%&# ® /1-1 A0/4-0)L.(19,/311360-,)91)IA AL)I"#$ O) HSH/-*:& : <$#-:(-++H#8,
0=31[B

7.4 Sustratos del citocromo P450

O0!@13964.(! ,)1(-K,90)! .(5!&STUAVI24(.(1)(3)423,9,.01213!(5!049(-*1!.(150)!/1-/(-*30/,1-()!
{(1/,*1L4,-0)!D213!(?(9251:!QRE#ONI!.430-*(150!,-@50964/3 =,/0B!H)!121),<5(IL4F1)!
231.4/*1) L4(10-*061-,K0-15010/* A,.0.1.(150)1/,*1L4,-0)05()//19151)1231.4/+1)!.(0.05,9490<;!
-@5470-1(-150!@1380/(! ,)1(-K,90)! .(5!&STUAVBI%S! - /,1111,-4(3342/1.(1 #$%&H'® (-]
20/,(-*()1*30*0.1)1/1-1)4)*30*1(51&STUANVI/1-14-18. /(1*(302 RA* /11()*3(/;1:)(13(/19,(-.0! (5!
91-,*13(1!.(151)(@(/*1)D213!(?(92511- 103@03,-01'11501/1-/(-*36%!.(5!@390/1!D213!(?(9251:!
/1-11,/51)213,-0111%(1@,5,-01'7!501.1),)!,-.,A,.4051.(519(.,/09(-*1124(.(1074)*03) ()t6!)(O!
-(/003,18

!
8 USO EN POBLACIONES ESPECIFICAS!

8.1 Embarazo
F049(-.(!3,(061) !

01)10*4.,1)!.,)21-,<5()/1-/(5!4)1!.(10.05,9490<!.430-*(|(5!(9<030K 1-11()*0<5(/(-!.(190-(30!
/1-@,0<5(14-010)1/,041(-*3(10.05,9490<!7151)(@(/*1)/1-6R,*1)!90713()B!O1).0*1)!1H/1)!
(O*+1.,)21-,<5()/(-150""360-,K0/, =1.(1H)2(/,05,)*0)(-1#-@1390/-1Q(30*155,/0!D'Q#SIXF(6,)*31!.
H9<030K1\+'Q#$N+]:J; ” (-1942(3()!(9<030K0.0)D@ (/*0.0J1-103*3,*,)13(490*1,.(\D%FI!1!
(-@(39(.0.1.(1&31;-DH&I *30*0.0)//1-0.05,9490<B!01)!3()45*0.1)!.(5!3(61!91)*30314-0!
~1,.(-,0 L(IVKI2030'51)L.(@(/*1)!.(1-0/,9,(-*1190713()//1-1(5!4)1!(-/(5123,9(31*3,9()*3(!.(!
0.05,9490<!(-194?(3()!(9<030K0.0)//1-1%F!1IH&!A-0!,-/,.(-/,0 " 1.(Ic:*k!12030!51)L.(@(/*1)!.(
-0/,9,(-*1190713()!(-'501/1:13*(1.(1/192030/, =1203(0.0/1-150!(-@(39(.0.B!00EH0!.(120*31-()\.(!
(@(*1).(1-0/,9,(-*11,9213*0-*()1()1*30-L4,5,K0.130! 7!50)!.,@(3(-/,0)!(-*3(151)!63421)!.((C28)Y,
24, (31-1:0<(310@(/*0.1150!10203,(1.(@(/*1)\.(1-0/,9,(-*1  QA(0I50N(//,=-1.( ,~:'+&7,B

%.05,9490<!)(*30-)@, (3(10/*, A09(-*(101489). (150! 250/(-*0!.430-*(1(51*(3/(31*3,9()*3(1.(5!(9<030K[1!

7124(.(10@(/*03!50!3()24()*0!,-94-, *03(BI<(R(C24()*1¥/ ,(H$+0"HS, D+ &) HS: -+ +H& - & TBIH-!
4-10*4.,11.(1.()033155112(3,-0*05!(9<3,1-03@ (*05!3(05,K0.1!(-191-1)/,-19158E11)(! 1<)(3A031-
.0>1)!@(*05()!-,1905@1390/,1-()!/1-15010.9,-,)*364,-*30A(-1)01.(10.05,9490<!.430-*(!50!
1360-16R(),)!7121)*(3,139(-*(1(-'50!6()*0/, =:101.1),)IL4(1231.42(31-/(C21),/,1-()1;0)*O!
0231C,90.09(-*([c[!A(/()!50!.1),)19 +C,90!3(/19(-.0.0! (-1(5!;490 - LIIBGFn I1.(IUV!96!
)4</4%~(1)1),-19(*1*3(CO*LA(0!50N)(//,=-1.( ' +&TB

S(.0/1-1/(/(5!3,061L.(10-*((.(-0'0*,90.1L(L.(@(/*1)/1-6  R,*1)190713()!710<13*1!()21+(1!
(-1 50)121<50/,1-()!,-.,/0.0)BIQ1.1)!51)1(9<030K1)1*,(~(-14-13,()6 1L (10-*(/(.(-*O!. (.(@ (I 1)\.(!
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-0/,9,(-*1:1 0<13*1111*31)13()45%0.1)!0.A(3)1)BIH-150121=86¢;(305!.(151)!H)*0.1)'e-,.1):1(5!
3,061L(10-*(/(.(-*0!0*,90.1..(L(@(/*1)!.(-0/,9,(-*119071  3()1710<13*11()21+#(1!(-!
(9<030K1)!/B,/09(-*(13(/1-1/,.1)  10L(51 UKI7.(5* “IVk:13()2(/* A09(-*(B!

&1-),.(30/,1-()!/5 8,/0)!
G*#&CHAIS*+/.$*+_ @#HA'HP/+, :&+-%)+,.,.. #HI@H#HSAH):)!

01)1.0*1)124<5,/0.1))46,(3(-1L4(/(5!3,()61!.@()45*0.1)10.A(3)1)!(-!(5/(9<030K 1!(-1942(3()!/1-1%F
11(-@(39(.0.1,-@5090%13,0!,-*()*,-05! D) 1/,01/1-14-1049(-*11.(15010/*,A,.0.1.(150!(-@(39(.0.B!
01)13()45%0.1)!10.A(3)1)!.(5!/(9<030K1!,-/547(-1203*1123(90*431!D0-*()!.(150)![c!)(90-0)!.(!

6()*0/,=I :1<(<R1/1-1<0?112()1105!-0/(3!DI(-1)!.(1IVV!61171<®12(L4(71)12030!50!(.0.16()*0/, 1-05!

05!-0/(3B
GH#:--*+/#&,:)"#P&: &, @#" #H& [H+]" H&

01)10-*,/4(321)!191-1/51-05())('*30-)213*0-101*3BA( 15@250/(-*QY/0.0!A(K!9-)1019(.,.0!
L4(10A0-K5!(9<030K1:1/115@907131/0-*,.0.1*30-) @ (3, J0430-*(1(3*(3/(31*3,9()*3D#S.: &#--*B/,
YA HETBB(<(- 1/1-),.(303)( 18)!3,()61)17!<((@,/,10-*()1.(10.9,-,)*303 |A0/4-0)\.(!
9,/311360-,)91)! A, AL)!110*(-40. 1) 10550/*0-*(}(C24()*1)10231.4/*1)!.(10.05,9490< 1 ,('#$+,1"#$,
&+ #], <+]. -+ HE& HE<H@*- 8657

$0*1)!
A& #,Q(A: [+8&

e- 13(6,)*31231)2(/*, ALl ( 15Q1;13*(.(! (C21),/,=!.430-*(1(5!(9<030K1!3(05,K@1350Q#SX
\F'Q#SN+]:J; I(-! 51)H)*0.1)le-,.1)!17!1&0-0. H(-*3(1IVVUIDV]NY19203=!(53,0)61.( 1.(@(/*1)!
90713().(1-0/,9,(-*11(- '<(<R)!0/,.1)!A,AL)L.(13I]'942(3() 'DNI%FAA] IH&!

*30*0.1)1- 10.05,9490<!.430-*(1(323,9(3!*3,9()*3(17/]VN!94?(3()!DCUI%FIH&I -1 130*00) /1-!
0.05,9490<B

00I0- *,.0. L( L(@(/*1)B0713()!.(-0/,9,(-*11(-*3( 151)!50/+0-*¢)0/,.1)!A,AL)!(-!
50¥/1;13*() *30*0.0)F!-11*30*0.0)/1-10.05,9490<! @4((5']VK 'DY%F!Y:ckH&IV: kI17 1.(5!

Ak ID%FIN:YRH&! :UKI:13()2(/*,A09(-*(B!00! @A R0*31-().(1.(@(/*1)\.(!

-0/,9,(-*1 1,9213*0-*()()!*30-L4,5,K0.18050)!.,@(3(-/,0)!(-*361)!163421)!{(C21),/,= 124(.(-
:0<(310@(/*0.1500203, /= 1.( L.(@(/*1).(1-0/,9,(-*1B H)*(I()*4.,1 1-1124(.( 1()*0<5(/(3.(!90-(30!
@,0<5,(C,)*(14-010)1/,0/,=1(-*3(10.05,9490<!7!51)(@(/*1)!/1-6R,*1)!90713()\.(<,.1!0 150)!
5,9,%0/,1-()!9(*1.15 =6,/0).(5!3(6,)*31:1,-/547(-.1/(3-090>12(L4(>1!.(150!94()*30:150!-0*4305(KO0
A154-*03,01.(§%4.,1171(5.,)(>1!-1105(0*13,K0.1B

H-14-10%4.,11/58,/1!,-.(2(-.,(-*(  !3(05,K0.]- I.,(K!94?2(3()/(9<030K0.0)!/1{H##30*0.0)!/1-!
0.05,9490<:1)(19,.,(31-150)1/1-/(-*30/,1-()".(10.05,9490<!(-!  (5)4(31!190%(3-110)3

/191 I(- N0-63(.(5!/13. =-149<,5,/08D-p]VII A(5)4(31,-@0-1B-pY ! (5!®.(5!-0/,9,(-*1B!00!
b5*,90.1),)!.(10.05,9490<1)(10.9,-)*3  =!(-*3(1] I71"N.. ©)10-*()!.(5!203*1B!00)!/1-/(-*30/,1-()!.(!
0.05,9490<!@4(31-1.(IV:]\_:cl9/6X95!(- 1)0-63(L.(51/13. =149<,5,/05!.(1U:JY ]c:c!

9/6X95!(- 1)4(31!,-@0-* 517.(W:]19/6X95 (- 4(31190%(3-1B4-1*1.1)!51)/0)1) '9(-1)!(-!
4-1:1501-/(-+30/, =1.( 10.05,9490<(-1)0-63( !.(5!/13.=-149<,5,/08@4(190713!L4(1BB/(-*30/, =-!
)FRB,/0190%(3-0:1511L4()46,(3(IL4(!(5'0.05,949@%30A, ()010/*, AO9(-*(!5BE0/(-*0B6.(9 +):!
4-150/+0-*(* (DY 1-/(-*30/,1-()") F3,/0)!(-1/0.0 14-11.(1 51)!*,(921)),64,(-*()a!N)(90-0)!D]:_U!
9/6X9511c!)(9 0-0)!D]:[]'9/6X95I: IV1)(90-0)!DV:_[19/6X95117]] 1)(90-0)!DV:A[19/6X951:1511L4(!
)46,(3(1IL4()(124(.( 1.(*(/*0310.05,9490<I(-1(5N4(31.( 151)!50/+0-*(C24()*1)(-! */,( '#$+.430-*(105!
9(-1) 1900 '.0.((5!-0/,9,(-*1B !

N & H AL HE
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H-14-10*4.,11.(!.(03315512(3,-0*0§9<3,1-03,T @ (*0%)!91-1)!

/,-191564) [(9<030K0.03(/,<,(31-10.05,9490<.().('51)!. ®)IVIO!_&(16()*0/, = I(- 1.1),)ILA(!
231.42(31-1(C21),/,1-();:0)*0'[c[ 'A(/()'L4(!50)!51630.0)/15@GFn 1),-19(*1*3(CO*1!D)1<3(14-0
<0)(L(5!+3(0")1<3(!501/43MBERI/1- 1.1),) ¥ 190*(3-0)!.(1:0)*0!]VV 196 X\6X)(90-0IB!
%.05,9490<!-11231A1#.0>1)!11905@1390/, 1-(}!51)!@ (* 1B

8.2 Lactancia
F049(-.(!3,(061) !

01)1.0*1)15,9,*0.1)!.(151)8(213*().( Y0)1)!.( '506,*(30*43R. /0! 24<5,/0.0!.()/3,<(-'50!123()(-/,0!
.(10.05,9490<!(- 15015(/;(:490-0 I(-1-, A(GOL.(! .1),)!,-@0-* 50.(V:]'01K!.(150Y/1-/(-*30/, =1
)FR3,/0190%(3-0B!01)!.0*1)124<5,/0.1)!)46, (3(-ILA(1()2(30!L4(50(C21),/,=1),)*F9,/0 10!14-150/+0-*(!
09090-*0.1 !)(0'<0?0.(<,.110!L4(! 0.05,9490<!()!4-0 1915R450630-.(171)( 1.(630.0(-!(5*30/*1!
60)*31,-*()*,-05B!S,-I(9<036T1.()/1-1/(- 151)(@(/*1)( '50/(C21),5 '51/08-1(5!*30/*1!
60)*31,-*()*,-03BL1:07!3(213*().( (@(/*1)!10.A(3)1)(151)1231.4/*1)!.(10.05,9490<!(-1(5 I50/*0-*(!
09090-*0.117 1-1:07 (@ (/*1) 1<3(50'231.4//=!.( 15(/:(B!IOL)<(-(@,/,1)20345!.()033155150!
)0541.(150150/+0-/,0190*(3-01.(<(-!/1-),.(303)(1?4-*11/1- 150!-(/(),.0./5 8,/0 1.( 15090.3( .(! 3(/,<,3!
#$%&# ©:10)8!/D1! /405L4,(R1),<5(@(/*10.A(3) L. (#$%&H# ®I(-1(5!-,>1109090-*0.1111213!
50/1-.,/, =190*(3-01)4<70/(-*(B

8,4 Uso pediatrico

00)(643,.0.17(@,/0/,0.(! #$%&# ®1;01),.11()*0<5(/,.0! 2030a
o F(.4//, =1.(151)1),6-1)!7 1)8*190)!.(1501%#215,03*/4503!.(191.(30.0!0!630A(10/*,A; 10!
20/,(-*0'2(., +3,/1).(1310>1)!.( 1(.0.17 190713()B
o HE30%09,(-*1.(150!(-@(39(.0.!.(!&31;-191.(30.010!630A(9(-*(10/* A0!(-120/,(-*()!
2(., #3,/1).(IN10>1).( 1(.0.17 190713()B

e-01(A0540/=12(., +3,/01(94()*30 IL4(H$%&H# MI()1)(6431!7/(@,/0K12030!51)120/,(-*()!
2(., #3,/1)(-! 50)!,-.,/0/,1-()! 2030!50405()!:0!),.1!0231<00INeG#F%!D0.05,9490<IB!S,-!
(9<0361:#$%&# ®1-11()* H0231<0.112030!¢P5-.,/0/, 1-() 1.(<,.1101501(C/54),A,.0.1.(!
/19(3/,05,K0/=-! L4(/(C,)*('20301eG#F%!D0.05,9490<IB

$(<,.1 10N41,-;,<,/, =1 .(5!QPEL!51)1231.4/*1)!.(0.05,9490<10.9,-,)*30.1) !.430-*(!(5!(9<030K1!
21.3D-10@ (/*080!3()24())-94-,%03,0(-(5!3(/,R!-0/,.117 I(51<(R(C24()*1)¥/,(‘#$+BO1)!.0*1)!.(!
1/;1 150/%0-*()}(C24()*]1010.05,9490<¥, (#$+1)46,(3(-IL4(10.05,9490<!/34KB250/(-+0 d A B+,
] <+ +HHE HE<H@*-R63TB/S(!.()/1-1/( 150!,9213*0-/,0/8,/0!.(150)!/1-/(-*30/,1-()!
(5(A0.0)!.(10.05,9490<!(- 150/*0-*()BB(1.()/1-1/( '50)(643,.0.1.(10.9,-)*303 IA0/4-0)L (!
9,/311360-,)91)! A, A)I110*(-40. 1) (-1<(< R!(C24()*1)BD1)!3,)6 1)7!<(~(@,/, 1).(<(- V/1-),.(303)(!
0-*()!.(1A0/4-0310151)1<(R!(C24()*1)D1-!A0/4-0)!.(19,/311360-,)91)! A,A1)110%(-40.1)IB

S(1;0-13(213*0.2/0)1)!.( 15,-@190)24 R.(1501/19(3/,05,KO0/=:!,-/547(-.1 5,-@190!
{(20%1()2R,/11.(/  R5450)!1Q!7!1*30)!-(1250),0)!868):10564-0)913*05()(-!-,>1):10.15()/(-*()! 7!
0.45*1)12A(-()IL4(13(/,<,(31-1*30*09, (-*1/1-1<51L4(0.13()\.(5!QPE:!,-/54,.1051)1231.4/*1)!
.(10.05,9490<!1"H#$,9) HS H/-*:& ,; |<$#t-1(-*+/#8,0=35B

%3*3,*)!,.,12,/01?4A(-,5

H-1(5!10)*4.,11Z#9%6¢:1)(1.(91)*3=IL4(!10.05,9490<!3(.4/(151)!),6-1)17 ) 8*190)!. ("
56#R15,03*%,/4908,A0(- 120/,(-*(1.( 1U101cI0>1)L.(1(.0. 1"#$,%& ()*+&, D*-+&,0123>BB4-1(5!
()*4., 1) ZHOH(512(3@,5!.(1)(643,.0.1.(151)120/,(-+)(1J'0 loU0>1)1.(1(.0. '@4),9,50305!2(3@,5.(!
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)(643,.0.1.(151)120/,(-*() .(UIONCIO>1)L(I(.0.I/1-!  %H#HR15,03* /4T0BS,GH:--*+/H&,
9)"#$&:80H388!01)!1231.4/+1)!.(10.05,9490<!-11)(';0-1()*4.,0.1 (- 120/,(-*O/1-! %#P15,03*/450
9(-130%( 1J10>1)L.(1(.0. I-, 1(-120/,(-*QY1- 14-120)11,-@(3,13'0']V!\6B

00)(643,.0.1.(510.05,9490<!(-151)120/,(-*OL.( 151)()*4.,1).(! %#R15,03* /45@B4(!
6(-(3059(-*( 1),9,5030!50!1<)(3A0E 10.45*1)/1-1/,(3*0)(C/(2/,1-() W'H$,GH#:--*+H&,
9)"#$&:80H3 8B

00)(643,.0. 17!50/(@,/0A,0151)!1231.4/*1)!1.(10.05,9490<!-1!;01),.1! ()*0<5(/,.0l(- 120/,(-*()!
2(., #3,/1)/1-19%#B(-13()\.( 1J10>1)!.(1(.0.B!

H-@(39(.0.!.(1&31;-12(., +3,/0

00)(643,.0. 17'50/(@,/0AQ51)!1231.4/+1)!.(10.05,9490<!2030!(B30*09, (-*1.(150(-@(39(.0.!.
&31;-191.(30.010!630A(9(-*(10/* AQ:1;01),.11()*0<5(/,.0 I(- 120/,(-*0'2(., +3,/1).(INI0>1)!

.(1(.0. 17190713()BIH5!4)111231.4/+1)!.( 10.05,9490<12030!()*0!,-.,/0/,=1()* H
3()205.001213234(<0)!.(10*4.,1)!10.(/40.1)!71<,(-! /1-*3150.1)(- 10.45*1)//1-1.0+1)!0.,/,1-05()!
.(14-10*4.,11/58,/1105(0*13,K0.1:1.1<5(!/,(6117".(1"J1)(90-0).(1.430/,=-: /1-! .1) Y1-/(-*30/,1-()!
(1.1),)L.( 10.05,9490<I(-1_J 120/,(-*('2(., +3,/1)ID.(IND!Jc!0>1).(1(.0.1 W'HS GH#:--*+/H&,
9)"#$&:&0H31ZBA:-+.+CK-. K- ,01>3>3,1731968& ()*+8H2-+&012318BH512(3@,5!.(13(Q() !
0.A(3)0!(-120/,(-*() .(IN'0']c!0>1)!.(1(.0. '@4),9,50305!.(151)!0.45*1)B

00)(643,.0. 17'50/(@,/0AQ51)!1231.4/1)!.(10.05,9490<!-1!:01),.11()*0<5(/,.0 (- 120/,(-*()!
2(., #3,/1)/1-(-@(39(.0.1.(1&31;-19(-130)".(  IN!0>1)!.((.0.B!

8.5 Uso geriatrico

e- F1+OB(IN]_ 120/,(-*() Y1-19%F1.( INYO>1).( 1(.0.! 7190713()1,-/547(-.1 ]Vcl20/,(-*()L.(!
cMO>1).( 1(.0. 17190713():13(/,<,(31-10.05,9490<!(-151)()*4.,1)1/58,/1)IF% “#01#!
P11)(11<)(3A-,-64-01.,@(3(-/,01651<05!(-IK@(/*,A,.01(-*3(1()*1)120/,(-*()! 7!51)120/,(-*()19 !
2A(-()B!O0!@3(/4(-/,0!(-@(//,='630A(1T905,6-,.0. () [(-*3(151)20/,(-*() *30*0.1)1/1-!
0.05,9490<!.(INA0>1Y.( (.0.17190713() :!@4(190713!L4(12030!51)!9(- 1IN 10>1)1.(1(.0.B1S(!
(<(-Y/1-),.(303 151)<(-(@,/,1)!7!3,061)!.(H$%&H ®I(- 120/,(-*() 190713()L.(INA10>1)B4-151)!
20/,(-*() *30*0.1)/1-! #$%&# ®:1)(L.(<(! A,6,503!.(1/(3/QF.()0331551!10564-0L@(//,= 1!
905,6-,.0. "#$,0) HS'H#-*&,; <$H-(-*+/#&,6:313,=3B

|

10 SOBREDOSIFICACION

S(1;0- 10.9,-,)*30.1 1.1),).( 1:0)*0VI96X\610120/,(-*() (- 151)()*4.,1)!/58,/1) :1),-1(A,.(-/,0!
(*1C,/,.0.15,9,%0-*(1.( 150,1),)BIH-1/0)1!.(1)1<3(.1),@,/0/, =)(\3(/19,(-.0 ILA(!

(520/,(-*( 1)(0'91-,*13(0.112030A,6,508105L 4, (3!),6-11)8*190!.( 13(0//,1-()10.A(3)0) 1@ (/*LX!
)*,%4,3)(,-9(.,0*09(-*(!  (51*30*09,(-*11),-*19¢,/1102312,0.1B

[
11 DESCRIPCION!

%.05,9490< 00/@)!4- 1<51L4(0.13!.(5!@0/*13!.(-(/31)391305B!%.05,949W0/ @)’

4-10-* /4(321191-1/51-05;490-113(/19<,-0-*( 1.(150#6i] /3(0.1!9(.,0-*("*(/-1516 &\.(!
(C21),/,=-.(@061)L4(1.0/191!3()45*0.114-10-* /4(321!/1- 13(6,1-()!A03,0<5()!.(1/0.(-0!5,6(30F!
2()0.011713(6,1-() Y/1-)*0-*() 1.(! #6i]a\l;490-0)B! %.05,9490< 00/@(1231.4/(19(.,0-*( *(/-15168)!
(1%$P 13(/19<,-0-*( 1(-14- 1),)*(90!.(1(C23(), =.(// F5450)!.(19098@(31)!'D1A03,140)*(3!/;,-1!
D&N'III7 )(1243,@ J.,0-*(14- 1231/()1IL4(,-/547(120)1)!()2(/ 8@ ,/1)".(!,-0/* AO/=!A,305!7!
(5,9,-0/, =B&1L-)*OL([[V!09,-1 H,.1)!7 ¥ (-(14- 12()11915(/4508(10231C,90.09(-*(]JUY!
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\,51.05*1-)B

00)154/,=-1-7(/ *0<5((! #$%&#MID0.05,9496& 00/@)( 1)49,-,)*30!/191 14-01)154/=1()* R3,5!71),-!
/1-)(3A0.13()'2030!5010.9,-,)*30#-1)4</4*+(0BIH5!9(.,/09(-*1 1)(1)49,-,)*301/19114-0 IT5490!
23(55(-0.0(1.1),)! b-/O'DES%E&HMIT(-I111/191 14-012(3,-60!.(1A,.3,123(55(-0.0/1- 1] 195!.( 1.1),)!
b-,/0 BB(-*311.( 150T5490;07!4-012(3,-60!.(1A,.3,123(55(-0.01- !95!.(1.1),)! b-,/0BO0!)1545-!

(I #$%&# ®1()1/5030!(!,-/15130!010903,55%!2L:1/1- 14-12n!.(10231C,90.09(-*(":JB!

&0.012(3,-6023(55(-0.0 (IUVI96XV: Y I9RIT549023(/036001)49, -, )*301V: Y!195!DUVI96 5
9(.,/J09(-*1B1&0.0 IV:YO5!.(! #$%&H# ®V/1-* (-( -10.05,9490< 00/@!DUV!I96H7NLI0/ R,/1!650/,05!
DV:M961:1*3(;051)0!DAU:Y1961:1215,)13<0*11YVIDV:Y!961:1/513431!.(1)1.,1!DJ:[!1961!710640! ,-7(
:.3=C,.11.(1)1.,1))(10>0.(' 2030!0?4)*03!(5!2nB

[
12 FARMACOLOGIA CLINICA!

12.1 Mecanismo de Accion

01)1231.4/*1)!.(10.05,9490<1)(14-(-102(/ 8@,/09(-*(03QPE 05@0!7!<51L4);-*(30//, =!
/1-151)3(/(2*13()L(5'QPE(-! 50)42(3@/,(\/(54E93!712c"B101)1231.4/+1)!.(10.05,9490<1*09R!
5,)0-1501)42(3@,/(BIQPE(C23()0-.1!/ 450, "*'$+(- 123()(-/,0 1.( ¥1925(9(-*1B101)1231.4/*1)!
.(10.05,9490< 1-11)(14-(-1-, 1,-0/* A0-1050!5,-@1CGPQPE(*0IB{5!QPE!()!4-0!/,*1/,-0!-0*4305!
L4(1203* /,20(- 150)13()24()*0)-@5090*13,0)!(!,-94-,*031€13905()B!00)!/1-/(-*30/,1-()!
(5(A0.0).(5!QPE)(I(-/4(-*30- \(-1(5!8.4,.11),-1A,08.(151)!120/,(-*( 1/ 1-1%F: 196#T%T)7IHA
7124(6044-1202(5,9213+0-*(*0-*11(-150,-@50904-120*156,/01/191 I(-1501.()*34//, =103* /45031L4(
)1-1/030/%(3*,/0)!.,)*,-* A0)!.(10*0) '(-@(39(.0.()BIO0)!/1-/(-*30/,1-()!(5(A0.0) I.(5!QPE*09< R!
)((-/4(-*30- (- 150)1250/0)!.(12)13,0)J8-1T):|(51*30*09, (-*11/1-#$%&H ®124(.(13(.4/,3!
(502013!(2,. R39,/117150!,-@,5*301,( Y/ R5450)!,-@5090*1850)B/1-1/( '50!3(50%!
(-*3(10)*0)10/*,A,.0.()!@0390/1.,9,/0)17 151)9(/0-,)91) 121351)!/405()!51)1231.4/+1)!/1-!
0.05,9490<!(?(3/(-)4)/(@(/*1)!/8,/1)B!

O1)! 231.4/*1)! .(! 0.05,9490<! *09<R! 91.450-! 50)! 3()24()*0)! <,15,/0)! L4(! )1-! ,-.4/,.0)!
113(6450.0213! (RPE:! -/547(-.1! /09<,1)I(-! 50)/1-/(-*30/,1-() L.(! 915 R450)! .(! 0.;(), =!
3()21-)0<5()!.(15019,630k!.(! 51)5(4/1/,*1)\DHO%G&%G ]:!(1#&%G ]1/1-14-1#& NV 1.(1] "W
V1IGIH

12.2 Farmacodinamia

$(024 R!.(5!*30*09,(-*1!/1-10.05,9490<1)(11<)(3A=4-0!.,)9,-4/, =1(- 150)!

[1-/(-* 30/,1-()'.( N4)*0-/,0)!3(0/*,A)!.( 150@0)(!1064!q !,-@5090%-'D231&0!&!3(0/*, A0/ dT&FV!7

*0)oL.(N(.,9(-*0/, =Y3,*31/,*03,0!dHSR)B!/191!.( !/,*1L4,-0)!)R3,/0)!D#Mt!(-//192030/, = !/1-!

(5!A0513!<0)05!(-120/,(-*(O1/1-103*33(#90*1,.(BQO9< RN ( '1<)(3A14-0!.,)9,-4/, =(- 150)!

11-1(-*30/,1-0)'.( 'T&F!(- '20/,(-*()Y/1-!(-@(39(.0.!.(1&31;-17!/15,*,)!45/(31)0B!$()24 R!.(!50!

0.9,-,)*30/, =!1.(10.05,9490<! 19<,R!.))9,-47(31-! M)/1-/(-*30/,1-()! )R3,/0).( !50)!

9(*051231*(,-0)0)!.('90*3,KIDGGT'7!GGT [l :IL4(1231.4/(- 13(91.(50/, = *,)4503()21-)0<5{.(!50!

.0*34//, =!1.(5/03*%061B

|
12.3 Farmacocinética

O0!@0390/1/%,/0!.( 10.05,9490<!@4(!5,-(05!(-!(5!30-611.(1.1),)L.(V:MOIVI96X\6!.()2R!. (150!
0.9,-,)*30/, = 1.(! 4-01150.1),) !|,-*30A(-1)AD51)!231.4/*1)!.(10.05,9490K1 |()*+ 10231<0.1)12030!
)414)11, +30A(-1)1IBI$()28!.( 15010.9,-,)*30/=!)4</4*+(0.( LIV:IUVI7IYVIOE!
/0.01.1) 1)(90-0) 171/0.0 1)(90-0:150)!/1-/(-*30/,1-()19(.,0)!.(10.05,9490<!(-)4(31!
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(- 10*0.11(*0/,1-03,3049(-*031-10231C,90.09(-*(1231213/,1-059(-*{/1- 150!.1),)!(-120/,(-*()}/1-!
%FBIO0'A, B(.,0! *(39,-05(-12319(.,1! @4(('0231C,90.09(-*(\J )(90-0):!A03,0-.1L(]V!0IIV!

L ®)(-1*1.1)151)1()*4.,1)BO1))42(*1)0-1) 17!51)120/,(-*()!/1- 1%F191)*3031-140! @0390/1/ R, /0!
),9,503!.(10.05,9490<B

S(10)*,901L4(150/(C21),5 1010.05,9490<(-120/,(-*()1*30*0.1)//1- IYV!96!/0.01.1))(90-0) 1()!
/192030<5(10!5Q 120/,(-*()1*30*0.1)!/1- 1UV!961/0.01)(90-0B!

%<)13/=!

00!<,1.,)21-,<,5,.0.10<)154*2819(.,1 1.( 10.05,9490<!.()24 R!.( 150!0.9,-,)*30/,=-1.(!

4-01.1),) 1b-,/0 1)4</4%~(0 1.(UV196!@4(.(INUKBIH5!*,(92119(.,112030!05/0BOBL-/(-*30/,=-!
9 4C,90!@4("N. D)ID][] WIAN:130)1I71501/1-/(-*30/,=-1) FB,/019+C, 90! @4(!U:c!w!
J:NI9/6X90!(-1)4?(*1)!1)0-1) :1.(24 RY.( 14-01)1500.9,-,)*30/, = 1)4</4*+(0!.(1UV!96!
.(10.05,9490<B

$.)*3,<4/="

.1),)IL4(11)/,5031-(-*3(V:JN7IIMOBX\6!(-120/, (-*()/1-1%FB !
H5,9,-0/,=!

O0@0390/1/R:,/0\.( 14-01.1),) 'b-,/0 !.( 10.05,9490<!(- 120/,(-*() V1-1%F )(1.(*(39,- =/(-!A03,1)!
(0*4.,1) :1/1-1.1),)1,-*30A(-1)0)!L4(!1)/,50<0-1(-*3(IV:IM 71 M6 X\6 BHED/50309, (-+1!

),)*F9,/1 1.( 10.05,9490<I()!.(10231C,90.09(-*( ]J 195X;B-1()*4. ,1)!0!50361!1250K 1!
/1-10.9,-,)*30/,=-1.(519(.,J09(-*11.430-*(19+)! (! .1)10>1):-11)(11<)(3A031+

109<,1) I(- [(30/50309,(-*10!51150361!.(5'*,(921161)R0/,(-*() /1-1%FB

T1<50&-L(120/.(-*() !

OB'SH+&, SH(A:+¥)# H&SH)* ¥*& - T(* +&#BH-120/,(-*() 1L4('3(/,<,(31-UV!98.(10.05,9490<!
/0.01.1)1)(90-0):150)1/1-/(-*30/,1-()!9(.,0)!  (-()*0.1!()*0/,1-03,1!.(10.05,9490< :|@4(31{!
0231C,90.09(-*(IN9/6X95I7L(IYI0!_19/6X951),- 171/1-1%30*09,(-*11/1-/19,*0-*(1/1-IGQW:!
3(0)2(/*, A09(-*(B!O0)!/1-/(-*30/,1-()!.(10.05,9490< I(-1(5'8.4,.11),-1A,05!.(1/,-/1120/,(-*()/1-!
03*3,*,)13(490*1,:{1)/,5031-(-*3((5![]!7!(5!_NK!0!5011<)(3A0.0!(-/(51)4(31!.(
51)20/,(-*()BIO0@0390/1/R:,/0L( 10.05,9490<(- 120/,(-*()V/1-1H%! @4(!),9,503!0150 51)20/,(-*()!
/1-1%FB

9$'$*+&, <&ER*-:alH-120/,(-*(IL4('3(/,<,(31-1UNDBY/0.0 1.1)1)(90-0):! (5!2319(.,11.(! 50)!
J1-/(-*30/,1-().(10.05,9490<!(-  (5()*0.1!()*0/,1-03,1!@4(31-!.(IN!0!]V19/6X9BIFY: 0!
13 19/6X95:1),-171/1-1*30*09, (-*11/1-/19,*0-*(//1-'GQW:I3()2(/*, A09(-*( B

X&+$*:&*& #/,<.:aH5!2319(.,11.(150)11-/(-*30/,1-() 1.( '0.05,9490<!(-! (5{)*0.1!()*0/,1-03, L:I@4(
.(10231C,90.09(-*(MOINI9/6X95!.430-*(1(51*30%09, (-*11.(1UV196!.(10.05,9490<!/0.0!.1)!)(90-0)B

%/ @HSAH):),)#,D$+Q/ #/,:)(.+&B0)!/1-/(-*30/,1-() 19(.,0)!.(10.05,9490< 1@4(31{!
0231C,90.09(-*(1]J 19/6X90!(-15015(90-0 1J17!505(90-0 'U.()24 R!.(13(/,<,3NV!I96!(- 150!
S(90-0 IV:1)(64,.11.('YV196 I(- 1505(90-0 LIBH5!2319(., 1. (150)1-/(-*30/,1-()! (-1(5!()*0.1!
(*0/,1-03,1!@4(31-!.(1c!96X90!(-15(B(90-0 1JU7!(-1505(90-0 "N.430-*(!(3+30*09, (-*11/11UV!
96!.(! 0.05,9490<!/0.0!.1) )(90-0)B!
D+ **& | -#$:"": #/,9)(.'+& dH5!2319(.,1!.(150)11-/(-*30/,1-() 1.(! 0.05,9490<!@4(31{!
0231C,90.09(-*(1]J 19/6X90!(-15015(90-0 1J171505(90-0 'U.()24 R.(13(/,<,3NV!I96!(- 150!
S(90-0 IV:1)(64,.0)L.(I'YV!96!(- 150S(90-0 1IBIO0)Y/1-/(-+30/,1-()(-/(5! )*0.11()*0/,1-03, 1! @4(31L¢!
0231C,90.09(-*(1Y19/6X9571]M9/6X95 I(-15015(90-0 11J:1.()24 R!.(13(/,<,314-01.1),)1.(! UV!I96(’
24




0.05,9490<!/0.0!.1) 1Y(90-0)!7 IUV1961/0.01)(90-0:13()2(/*,A09(-*(B !
|

H@(/*1)!.(51)0-*,/4(321)Y1-*30!(5!9(../09(-*1 1)1<3(!5@0390/1/R./0!

9$'$+& SH(A+))HB(!,.(-*, @,F14-01*(-.(-/,01:0/,0 14-1907130/50309,(-*10203(-*('.(!
0.05,9490<!(- 123()(-/,0 L. 10-*,/4(321)I0-*,"0.05,9490<B

T1<50/,1-0)!(0)2(/ 8@./Q)

X ' #&, CHIES*-+&S (1<) (3A14-19(-1310/50309, (-+11/1-1(51049(-*11.( 1501(.0.(- 120/,(-*()!
/1- 1%FL( IUV!IXcMN0>1)B

X ' #&, <H)E$*-+&P

OB'SH+8& )R- ("HI*. P

¥ M2 114 A+&##))P 00)1-/(-*30/,1-(0)'9(.,0).(10.05,9490<!(-  (3()*0.1!()*0/,1-03,1!
@4(31{! N:YO/6X95!7V:_19/6X95!(-120/,(-*()ILA(12() O-lo[V \6 17!L4(13(/,<0-1IV96!.(!
0.05,9490<1213!®!)4</4%~(01/0.01.1)1)(90-0)/191  191-1*(302,0!1/1-IGQWY/1-/19,*0-*(:!
30)2(/*, A09(-*(BO0)!/1-/(-*30/,1-()!9(.,0)!.(10.05,9490<!(-1()*0.1!()*0/,1-03, 1! @4(31-1.(!
N:NI9/6X95IH J19/6X95!(-120/,(-*()/1-14-12() LIg[V\6ILA(13(/,<,(31-1UV 196!.(10.05,9490<!
21318!)4</4%~(01/0.01.1)1)(90-0)1/191  191-1%(302,0!3/1-1¥30*09, (-*11/1-/19,*0-*(!/1-!
GQW!3()2(/*, A09(-*(B

o M>: a2 A+&,)#H).),+)#,2,. it& AE&,-+,(/,<#&+*/@#$*+$,:,1=,00P/1-/(-*30/,1-()!
9(.,0).(10.05,9490<!(-()*0.11()*0/,1-03,1!@4(31-1.(IN:V!9/6X95!7!c:_19/6X95!(-120/,(-*()!
L4(13(/,<,(31-Y(519(.,/09(-*1! 21318!)4</4%(01/0.0!.1)!)(90-0)!//191191-1%(302,0'1!/1-!
*30%09, (-*11/1-/19,*0-*(1/1-1GQW:13()2(/*, A09(-*(B!

%/ @AF):) )# D$S+QIH)ES*-: PO0)!/1-/(-*30/,1-() 19(.,0)!.(10.05,9490< WISH@4(31(!

1 cWN:A9/6X95!(-150!)(90-01U*30150!0.9,-,)*30/,=-1.(! INVI96!(-1501S(90-0 M7!YV!96!(-!50!
S(90-0 1J:171. (V- WN:MO/6X95!(-1508(90-0 1J:1.()24R)!.(15010.9,-,)*30/,=-1.(! 4-01.1),)\.(1UV!
961/0.01.1)!)(90-0)!(-120/,(-*()!L4(12()0<0-1g!UVI\6B 100)!/1-/(-*30/,1-() '9(.,0)!.(10.05,9490<!
WISH@4(31-!.('[V:NWN:]19/6X95!(-1501)(90:01*30150!0.9,-,)*30/=1.(IYV!96 I(-1501S(90-0 M7IUV!
96 I(-15015(90-013:17!.(IN:_ W[:N9/6X95!(-1505(90-0 1"J*30)50!0.9,-,)*30/=1.( 1IV196!/0.01.1)!
)(90-0) (- 120/,(-*()!L4(12()0<0- l0!UVN\6B

Xo- 08 A& (M +&,; @ HAH+8P11)(11<)(3A031-.,@(3(-/,0)! @0390/R;/0)13(50/,1-0.0)1/1-1(5!
6R(311.(024 R!.(1501/133(//,=1.(5 12()1/132130%! 51)20/,(-*( )BOL)1)4?2(*1))0-1)7!51)120/,(-*()!
/1-103*3,*)13(490*1,.(191)*3031-14-0! @0390/R;7/0'),9,503!.(10.05,9490<B

X4 #& -+ *|&(@*-*#-*$#/:. + QHE*-:P P11;071.0*1)!.,)21-,<5()!.(! @0390/1/R:,/0|(-!
20/,(-*Q¥1- 1,-)4@,/,(-1,05(2 +,/0!113(-03B

D+-#'$:-*+IH8&, )# | @:-+$,SH(A:+*)# XDGRS(123(.,2(314049(-*1) 19(-13() !(-1(5'0/50309,(-*1!
0203(-*{((- 120/,(-*() V1-19%F IL4(13(/,<,(31-.1),)!,-@(3,13()!0!BY/19(-.0.0 :10)8Y/191- 120/,(-*()!
/1- 19%FY/1-1 /1-/(-*30/,1-()!05*0)!.( @0/*1313(490*1, (11! T&MB)!121/11231<0<5(!
L4(1()*1)!049(-*1) 1)(0- 1/58,/09(-*(1,9213*0-*()B !

H)*4.,1)L.(,-*(30//, = !@0390/£6./04
\#+'$Hc'+ aHEGQW!3(.4215!0/50309,(-+D203(-*(!.( 0.05,9490<.()24 R!.( 500.9,-)*30/, 6-1.(!
1)) b-,/0) 79b5*25((-14- J K 7 4-1UUK 302(/* A09(-*(: (- 20/,(-*(V1- YoF "#$, 2/ #$:--*+IH#&,

@:$A:-+BC*-:&043 18
!
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13 TOXICOLOGIA NO CLINICA!

13.1 Carcinogénesis, mutagénesis, alteracion de la fertilidad

P11)(1;:0-13(05,K0.1()*4.,1) 10!503611250KED!0.9,-,)*30/,=-! .( 1231.4/*1)!.( 0.05,9490<(-!
0-,905():12030A0540@21%(-/,05!/03/,-16R,/1 11)4)(@(/)1<3(50'@(3*,5,10.B
|

14 ESTUDIOS CLINICOS!

14.1 Artritis reumatoide

00(@,/0/,07'501)(643,.01.(5!0.05,9490<!@4(31-(A05401Q)Y/,-/11()*4.,1)105(0*13,K0.1):!. 1<5(!
1,(61 :1(-120/,(-*(!g]Y!0>1)!.(1(.0.1/1-103*3,* )13(490*1,.(! D%FD/*,A0L.,06-1)* /0. O\.(10/4(3.1!
/1- 151)1/3,%(3,1)(5!%9(3,/0- 1&155(6(L @!F:(490*1516 7! D%&FIB!O1)!120/, (-*(FH05!

9(-1) INO3*,/450/,1-();,-/:0.0) 17! 103*,/450/,1-())(-),<5()B!%.05,9490<!)(10.9,-,)*3=121 318!
)A4</4%~(01(-1/19<,-0/, = Y1-19(*1*3(CO*1IDGQWIIDJIONNIG I(-151)IH)*4.,1)IFY% #IF Y6 ##8!
FO6jII1 I(- 191-1%(302,DH)*4.,1)IFOe##1 7IF 941 11/1-11%31) | @390/1)10-*,33(49+ /1)!
91.,@,/0.13()".('50!(-@(39(.0. E%FGH!DH)*4., 11F 94l B!

H51()*4., 1IF%#(A0541011c] 120/, (-*()!L4(1;0< &-!@055006!*30*09, (-*11-10519(-1) 14-112(31!
-119 1.(/40*31IEYFGH7ILA(*(- 8-14-013()24()*0!,-0.(/40.0!0!GQWES(10.9, -,)*3031-1.1),) 1.(!
JV:IUVILIYVI96110.05,9490<!11250/(<¥0.0 1.1)1)(90-0)!.430-*(13U1)(90-0)B !

H51()*4., 1IF%##A05401 ULR0/, (-+()IL4(1;0< ©-1@055008+30*09,(-*1/1-105!
9(-1) 14-IE%FGHES(10.9,-,)*3031-.1),)1.( 1250/(<1tV!1IUVI96!.(10.05,9490<!(191-1*(302,0!
/0.01.1)!1)(90-0) !11)(90-059(-*(!.430-*(1IN 1(90-0)B!

H51()*4., LIFYs##A05410IN] 120/, (-*()IL4(123()(-*0<0-14-013()24()*0!,-0.(/40.0!05!GQWB!O1)!
20/,(-*0)!3(/,<,(31-1250/(<11UV198.(10.05,9490<!/0.0!.1) 1)(90-0)/1-!,-7(//,1-()\.("

250/(<1(- 1(90-0)105*(3-0)111JV!961.( 10.05,9490<!)(90-059(-*(1.430-*(14-19 +C,911.(1AJ!
)(90-0)BIH5!()*4., LIFYoH##1* 4L 1/3,%(3,1!.(!A0513G% 123,903, 110.,/,1-08I50YJ1)(90-0) :L.(!
1,0, =1.( 15012316365!.(150!(-@(39(.0.1D)(60-1511.(*(/*0.1 121351)!3()45*0.1)!.(3071)IWIBI%5!
*89,-11.(150)123,9(30)731)(90-0): UACI20/,(-*() )(!,-)/3,<,(31- I(- 14-0!@0)(!

((C*(-), = 10<,(3*Q- 1501L4B(/,<,(31-UV198.( 10.05,9490<1/0.01.1)1)(90-0).430-*( 14-19 +C,01!
(7 10>1)B

H51()*4., 1F% #!(A054=1501)(643,.0.1(-IN[N120/,(-*()ILA(I-11*(- ®-IE%FGH11ILA(")(15()!
2(39,*=12(390-(/(3 |(- )4!*(302,(8(490%156,/0123((C,)*(-*(:!),(923(IL4(!(5!*30*09, (-*1@4(30!
(*0<5(1.430-*[4-19 8,911, (1JY!.®)B!IO1)!20/,(-*()!@4(31-105(0*13,K@/A0!UV!96!.(10.05,9490<!
11250/(<3/0.01.1) )(90-0) !.430-*(1JU")(90-0)B

H51()*4.,11F%;j |(A05410lc_ 120/,(-*()V/1- 1%F!.(191.(30.0!0!630A(/1- *,(921!.(/(A154/,=-!
9(-131.(! [10>1):Y1-1(.0.! g]Y'0>1)!7!L4(1-1B(/,<80-GQWBIO1)120/,(-*()")(105(0*13,K031-12030!
3(/,<,3GQW!D12*,9,K0IA!IV96X)(90-0 I(-1501)(90-01Y: 1UV!96!.(10.05,9490<!/0.01.1)!

)(90-0) 111%(302,01/19<,-0.0L(! 0.05,9490<XGQW!.430-*(1[VU!)(90-0)B!S(!(ASBN51)!120/,(-*()!(-!
<4)/0!. (1),6-1)!7) 8+190):10)81/191!.(! 23163(x-!30.,163@,/0(5!.0>1103* /4503B!00!9(.,0-0!. (!
430/,=1.(150!(-@(39(.0.1(-*3( 151)120/,(-*()!,-/54,.1) {(-1(5!()*4., 11 @4(\.(N9()()B!O0!9(.,0-0L.(!
1),).({\GQW!05/0-K0.0! @4('JV!96 B

F()24()*0!/58,/0'!

H51213/(-82(1.(120/,(-*()*30%0.1)!/1-10.05,9490<!L 4(11<*4A, (313()24()*0).(10/4(3.1/1-150!
%&F:1.(1 IVINTICVRA-*1) (- I51)IH)*4., 1)IF% ## 7 #¥#94()*30/(-1501Q0<501B
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Tabla 3. Respuestas de acuerdo con el ACR, en los estudios RA-II y RA-III (porcentaje de

pacientes)
Estudio de monoterapia RA-II Estudio de la combinacion con
(26 semanas)! metotrexato RA-III (24ly
52!semanas)!
F()24()*0! | T50/(<1| %.05,9490d | %.05,9490d | T50/(<1XGQW %.05,9490<XGQW|
uVv!196!/0.0! uv!od UV!196!/0.0!).1)!
1)1)(90-0 )N (90-05()! (90-0 )
Pp]lV ! Pplll ! Pp]VI[ ! PpJVVf PpJvd
ACR20!
G()'N! k! UNkd kg ! [Vk ! N[kq !
G()!'J ! P%l P%l P%l JUK! " kq!
ACR50!
G()'N! Yk! JJkq ! ["kqg ! VK ! [ kg !
G()!'J ! P%l P%l P%l VK ! UJkq!
ACR70!
G()'N! Jk ! 13kqg ! 1Ykq ! [k ! Jlkqg !
G()!'J ! P%l P%l P%l k! Jlkqg !
g 20V:V]:10.05,9490<'&250/(<1

01)13()45*0.1)(5!()*4., 1!IF% #@4(31),9,503(J0!510.(51()*4.,1 IF% ###51)120/,(-+()ILA(13(/,<,(31-!
UV!96!(! 0.05,9490<!/0.0!.1) 1)(90-0) (-!(5!()*4.,1!F% #*09< R105/0-K031#0)0)!.(13()24()*0.(5!
%&FIIV:IMVTICM. (5INAK: K 1713UK:13()2(/* A09(-*(:1( -1/1920301, = 1/1- 150)13()24()*0)!.(
250/(<1.(5![k: lck 171K 130)2(/*,A09(-*(:10!51)NI9()() 'D20V:V]IB
01)130)45*0.1)(151)/1921-(-*0.(  !51)/3,%(3,1)!.(130240)*. (5!%&F(-! 51)!()*4.,1)IF% #HHTF%
###1)(194()*304- 150!QO<BIRD0)!*0)0){ 13()24()*0.(5!%&F7!15019(?130 *1.1)!151)1/1921-(-*() L(!
508()24()*0!(5!%&F!)(190-*4A, (31-1;0)*01508(90-0! VUB!$430-*(151)1J10>1)!.(5!()*4., 1 F#4H(5!
JVKL.(151)120/,(-+()! *30*0.1)11-10.05,9490<!L4(13(/,<,(31-1UV!1961/0.0!.1)1)(90-0) :!
51630314-0!3()24()*0!/B,/0 1,9213*0-*(:1.(@,-,.0/1911(5!90-*(-,9,(-*11.(14-0 13()24()*Q.(5!
%&FICM.430-*(14-12(38L.11.(IN19()()B!O0)!3()24()*0)! (5!%&F!)(190-*4A, (31-I(- 1231213/,1-()!
),9,503().( 120/,(-*() ;0)*0151)M0>1)/1-1(5¥30*09,(-*1/1-* -41 1/1-10.05,9490 <!(-150@0)("
0<,(3*0(5!()*4., 11F% ##

|

Tabla 4. Componentes de la respuesta del ACR en los estudios RA-II y RA-III

Estudio RA-IT! Estudio RA-III!
. . Placebo N=110! | Adalimumab?® | Placebo/MTX |Adalimumab?*MT
Parametro (mediana)! N=113! N=200! X N=207]
Linea |Semana| Linea |[Semana!| Linea |Semana| Linea |Semanal
basal! 126! | basal! 26! basal! 124! basal! 24!
Pb9(31 .(103*,/450/,1-()! ™! JN ]! INQ! JN " JU Yd
)(-),<5()!DVNY!
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Pb9(31 .( 03*/450/,1-()!| 1_! IN! IY! 1va! Jc! 1! IY! Q!
;,-/;0.0)!DV "NNI

HAO0540#-1651<05!.(5! c\M N:]! N:N [:cq! N:[! [~ N:1 J:vd
OR,/1"

HAO0540#-1651<05!.(5! c: N:' [ o U:~d U [:! A Jl J:vd
20/,(-*(®

$1513 c:[! NV cf! U:]q! N:V [:Y! A J:]q!
v../(1.(".,)/020/,.0.! JM | R 17q! | KAR! I ! |5AR. VY
Dn%zf

T&F D96X.5I [! Ug| UN 1:Yq! V! V! V! V:Ug

2 Uve6!.(10.05,9490<!0.9,-,)*30.1//0.0.1)1)(90-0) !
b'H)/0500-+51604,)405f1V!p2*,90: ]V!Ip 2(13

ey /(.(1.,)/020/,.0.1.(5  1&4()*,1-03,1!.(lHA0540%! .(! S054.4V!d9(?131[!p!2(13:!

9,.( 1500020/,.0. 1.(5!201,(-*( 12030!3(05,K08!64, (-*(alj()*, 3X033(6503)6(A0-+03)(:1/19(3:!
/09,-03:105/0-K03!1<?(*D603BI0-*(- (350;,6,(-(17!90-*(- (350!0/+,A,.0.1.,03,D

g 20V:VV]:10.05,9490<&%50/(<1:<0)0.1!(-1(5 /09<,119(.,11/1-13()2(/*1!05!A0513!<0)05

O0(A154/= *(921308(15013()24()*A%&FIM(- I(51()*4.,11FY% ###(194()*30/(-!50E,643QB

H-1(5!()*4., 1IF% ###5!Y KL (151)120/,(-*()1/1- 13()24()*0)%&FIVI(-1501S(90-0 |JU90-*4A, (31-150!
3()24()*00!501°31)(90-0)BIH5!/43)11%(921305!. (180)24()*A%&FIM(- [(5!()*4., LIF%H7\(-! (5!
0*4.,1IF% ##@4(!),9,503B

Figura 1. Respuestas del ACR 20 en el Estudio RA-III durante 52 semanas

——40 mg every other week - - O - -Placebo
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H-1(510*4., 11F% #:/(5 KL (151)120/,(-()*30*0.1)V/1- 1UV!96.(10.05,9490<!/0.0!.1)1)(90-0) '9 4!
0%(-/,=- 1()*+.03!*4A,(31-13()24()*0(5! %&F! IV (-1 508(90-0! JU:!(-1/192030/,=1/1-1(51[*k! .(151)!
20/,(-+()™*30*0.1)V/1- 1250/(<119910%(-/, =1()* +.03!D2!0!V:VV]IB!IBEL<)(3A031:3(0//,1-()!0.A(3)0)!
),-64503()8(50/,1-0.0)!/1-1501/19<,-0/,=1.( 10.05,9490<!7!1*31E%FGHB

H-1(510*4.,11F% j!/1-120/,(-*QY1-19%F L. (- [, 13(L(-*( 1,1 3(/,<,3GQW!(5!*30%09,(-*1!/19<,-0.1!
(! 0.05,9490<!/1-1 GQW!/1-.42110190713()! 213/(-*02()! .(1 20/,(-*()! LA(! L<*4A, (31-1 3()24()*0)5!
%&FIL4(150!191-1*(302,0!/1-\GQWHEO!91-1%(302,01-10.05,9490< I(-150!5(90-0! AJ17150)!3()24()*0
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)(190-*4A,(31-1(-150!S(90-0! [VUIDA(3!Q0<50!" B
I

Tabla 5. Respuestas del ACR en el Estudio RA-V (porcentaje de pacientes)

Respuesta! MTXP Adalimumab® Adalimumab/MTX
N=257! N=274! N=268!

ACR20!

1S(90-0 ~J! N[k ! AUK! clk !

11IS(90-0 VU ANKk! U k! N_k!

ACRS50!

1S(90-0 ~J! UNK! Ulk ! NJk!

11IS(90-0 VU ULk ! [ck ! N k!

ACR70!

1S(90-0 ~J! Jck ! JNK! UNK!

111S(90-0 VU JYk! JYk! Uck!

F(24()*0!/58,/ 090713 JYk! JNk ! U k!

¥00!824()*0!/58,/0! 90713)(".(@,-(1/191 516303!4-0!3()24() @ %&FcV!.430-*(14-12(BL.1!

/1-*,-411.(N()'90() !

20V:VN0.05,9490<XGQV@$#/'#,GQWI(-150!3()24()*0%&F IV

20V:VV]0.05,9490<XGQV@ $#/'#GQWI(-150!3()24()*0H&F V7 cV:7'3()24()*0!/8,/0! 90713

©20V:VV]:10.05,9490<XGQ@$#/'#0.05,9490<!

I
H-1508(90-0 11J:1*1.1)151)1/1921-(-*()!,-.,A,.405() .(151)1/3,%(3,1)!.(13()24()*0!(5!%&F-! (5!
(0*4.,11F%j :19(?13031-1(-1(5!63421!.(10.05,9490<XGQW!7!50)!9(?130)!)(190-*4Al@0!50!
S(90-0!'VUB

F(24()*0!30.,163@./0

H-1(510*4., 11F9% ###:1(5!.0>11()*34/+4305!.(150)103* /450/,1-()!) (| ABBAL63@09(-*(17!)(1(C23() =
/1911/09<,11(-150124-*40/, =1.(1- *,.(K*1*05!DQSSI!71)4)/1921-(-*():15@4-*40/ =1.( (31)=17!50!
24-+40/ =1.(10*3(/;09,(-*11.(5!()20/,1103*/4503IDZSPII(- (85()! ] :}(-//192030/, =!/1-! (513(6,)*31

<0)0B1%5!,-,/,11.(5!()*4.,1:15019(.,0-01.(QSS!@4('.(10231C,90.09(-*("I(-151)163421)!.(1250/(<1!7!

UV!1961/0.01.1)!)(90-0)B101)!3()45*0.1)!)(194()*30-(-1501QO<50MXBI 20/, (-+()*30*0.1)!/1-150!
/19<,-0/,=-1.( 0.05,9490<XGQW!91)*3031-19(-423163()'30.,163@,/@50)!"J1)(90-0)IL4(151)!
20/,(-*()IL4(13(/,<,(31-'GQW!)151B

Tabla 6. Cambios de la media radiografica durante 12 meses en el estudio RA-III

T50/(<1XGQY %.05,9490<XQd T50/(<1LXGQW %.05,9490<XG{0513!Tqd
QW D_"kL.(/1-@,0-KO
UV!96!/0.01.1)! #-*(3A051h]
)(90-0) !
T4-*40/=1064.0]  J:c! V]! J:NDJ:UL:YI! oV:VV]
T4-*40/ =1.(! J:NI &Y J:NDV:_J:JI! oV:VV]
T4-*40/ =! J:V! V]! V:_DV:[J:Ull V:VVD
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g#-*(3A051]1/1-@ K0'05! K* 2030).,@(3(-/,0)(-150) 24-*40/,1-()\.( /09<,1 (-*3( GQWT!
0.05,9490<B

H-1501(C*(-)=10<,(3*01.(5!()*4., 1IF%###: 1 (Slcek! . (151)120/,(-*()113,6,-05()1*30%0.1)!/1-1/405L 4, (3!
:1),).( 10.05,9490<)(/(A054031-130.,16@,/09(-*(10!51)1J10>1) BICRI, (-*()!90-*4A, (31-150!
-1,<0, =1.(51.0>11()*34/%4305:1)(6-5119(.,.11213!(51QSSBI&, -/4(-*01 7!/40*311213/,(-*11-11*4A1!
23163(5-1.(1.0>11()*34/*4305!/1911)(1.(@,-(1213!4-1/09<, 11(-!(5!QSS. (1/(31!119(-1)B!&, -/4(-*0!7!
1,-1112131/,(-*1ID MK (151)120/ ,(-*()1*30*0.1)!13,6,-059(-*(//1-UV!98.(10.05,9490< /0.0!.1)!
)(90-0)1:0-1),.11(A0540.1)!30.,163+@,/09(-*(10151)1"0>1)BIO1)!120/, (-*()180-!,-:,<,/, =/1-*-40!
(51.0>11()*34/*4305:1/1-14-1"VKIL4(1-1191)*30<0!23163¢), (51.0>1!()*34/*4305!.(@, -,.0' 213!
109<,1(-1(5'QSS!.((31!119(-1)B!
H-1(510*4.,11F%j:1(5!.0>11()*34/*4305!.(150)103* /450/,1-()!) (' AGHA 9 L(-1(51()*4., LIF% “###S(!
1<)(3A474-0190713!,-;,<,/, =1.(150123163(5-130.,163H@,/0:/(A0540.019(.,0-*(1/09<, 1)!(-!(5!QSS:!50!
24-%40/=1.(! (31)=17!(5!ZSP!(-/(8634211.(1/19<,-0/, =1.(10.05,9490<XGQW!(-//192030/ =!/1-!
(51634211.(191-1*(302,0!.({GQW!1!0.05,9490<!(-1501)(90-01"J! 71(-1501)(90-0]VU!DA(3!Q0<50!clE

Tabla 7. Cambio medio radiografico* en el estudio RA-V

W

MTXAN=257! |Adalimumab®® |Adalimumab/MTX
N=274! N=268!
~J )(90-0) ! T4-*40/,=1064.0! e DUX:[I! [:V DJ:.c:U:qI! I:[ DV:AJ]I!
*1*05
T4-*40/,=1.(! [:c DJ:.cU:Y ]:c D]:vVJ:Ul V:YDV:U:JI'!
(31)="!
T4-*40/=!1.( ZSPR J:VD]:J:J:YIl I:[ DV:AI]I! V:ADV:\:VI!
VU)(90-0) ! T4-*40/,=1064.0! V:UDc:ci[:dl ! | ~AD[:Nc:Ul ]._DV:_J:._ Il
*1*05
T4-*40/,=1.(! N:UDU:N:JI [}V DJ:VUM ]:'V DV:U:NI!
(31)=!
T4-*40/=!1.( ZSPR U:]DJ:c™:Ul J:ND]:M:[:cl ! V. DV:[]M!
gm319(.,1!D,-*(3A051!.(!/1-@KQA05! &I !
* 20V:VV]:10.05,9490<!XGQYkente a GQW!0!50)00-0)! ~JI711VU!712030!0.05,9490<!
XGQWhente a'0.05,9490<!0!50)!1VU!)(90-0)
P 20V:V]:12030!0.05,9490<!XG @YV %.05,9490<!0!50)!"J!)(90-0)

[
F()24()*0L( |@4---1@./0!

H-151)1(*4.,1)IF%#101#:0.05,9490<191)*3=14-019(?130!),6-, @,/0*, AO9(-*(190713!L4(!(5!250/(< 1 -
(58.,/(1.(".,)/020/,.0.1.(5!&4()*,1-03,11.(IHA0540/, =1.(150!S054.!Dn%Z#I:1.().((5!,-/,11;0)*0!(5!
@,-05!.(5!()*4.,10)8!/19114-019(?130!),6-, @,/0*, AO9(-*(190713IL4(!(51250/(<B()!3()45*0.1)!.(150!
)054:1)(6 b-150H-/4()*0! h3(A(L(! SO54.DSE![NIBIS(11<)E3(?13H*0-*11(-/(5IF()49(-.(!
&1921-(-*0'E 9,/1)IDT&SIV191!(-/(5!F()49(-.(1&1921-(-*()!G(-*05()!DG&SIB !
H-1(510*4., 11F% ###5!2319(.,1!.(! 5019(?130!DEBY ~KI!.( 51/4()*,1-03,10%2z "$#1/1-13()2(/*1105!
A05131<0)05!(-B@0-0! "J:1@4((! V:NVIDV:A:IV:AB1)20/,(-*()! *30%0.1)1- 10.05,9490<171V:J
DV:]c:IV:[[I-! 51)120/,(-*()'L4(13(/,<,(31-1250/(<IXGQW!D20V:VV]IBIH5!)()(-+0!71*3()1213/,(-*11.
51)20/,(-*()1*30%0.1)!/1-10.05,9490<!5163031-14-019(?&B.(IV:NLI9HI(-! (5!/4()*,1-03, 10%z “$#!
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(-15015(90-0! AJ\(-150@0)(L<5(/,(611.(5!()*4., 1BIH5IY IK!.(1)*1)120/,(-*()!190-*4A11()0!9(? 13!
:0)*0!505(90-0! [VU!714-0123121341),9,503!.(120/,(-+()'90-*4A11()*0!3()24()*0';0)*0!5@(90-0! INV
DAO>1)I1.(1*30%09, (-¥110<,(3*1B10019(?13019(.,0!(-(5ISB(190-*4A11;0)*0!(5!@,-05!.(|680540/,=-!
(-1501)(90-01]"NID[10>1)IB

H-1(510*4.,11F9% j:1(5! /4()*,1-03,1n%z “$#171(51/1921-(-*(!@,/1!.(5!SE [N!91)*3031-14-0!9(?130!
90713!D20V:VV]112030!(5!6342BOR09, (-*1419<,-0. 11/1-10.05,9490<XGQW!IA(3)4)!50!91-1*(302
J1-IGQW!1!(5!63421!.(191-1*(302,0!/1-10.05,9490<!(-1584(90-0! AJ:1L4(1)(!90-*4A1!:0)*0!50!
S(90-0!VUB

14.2 Artritis idiopatica juvenil

00)(643,.0.! 7(@,/0/,01.(5!0.05,9490<1)({(A05-!. 1)1()*4.,1)IDH)*4.,1)! ZHIGH TZHIGHI55(A0.1)!
01/0<1(-120/,(-*O/1- 103*3,4,),12+,/0124A(-,51215,03*,/450310F4IB

H)*4.,117#%¢B

00)(643,.0. 17150/(@,/0/,0!.(5!0.05,9490<!)(I(A0540814- 1()*4.,11945* R*3,/1:105(0*13,K0.1:!
1<5(1/,(61:1.(13(*,31171.(163421)120305(513(05,K0M-1c]  120/,(-+().('U10!]cl0>1) LO(.0./1-!  %#E
215,03*,/450385()*4.,1: 151)20/,(-*()! @4(31-1()*30*, @,/0\(t)". 1)!63421)a!Q30*0.1)!/1- GQW
*30%0.1)}-! GQWB!QL.1)!52D/,(-*() (- ®-1L4(191)*3031),6-1).( I(-@(39(.0.!91.(30.0 !1!

630AQ(-*( 10/*,A0012()03!.(51*30*09,(-*1123(A, 11/1-19%#PH-05®),/1)://13* /1)*(31,.() '1'E%FGHB!

S((C/547%(5!()*4.,1101*1.1)151)R0/,(-*()ILA(13(/,<,(31-1*30*09, (-*1123(A, 1//1-1/405L 4, (B%FGH
<,156,/1B

H¥()*4.,11,-/547 =/40*31!1@0)()ale@0)0<,(3*0(! ,-.4//,=-! D'O"O#IN!)(90-0)I: 14-0!@0)(!
05(0*13,KOT1<5(/,(61 . 13(*,2D$hA[J 1)(90-0)1:14-0 1@0)(".({(C*(-)= 10<,(3*D'OH hS%t;0)*0!
JIN D)(90-0)I'714-0 '@0)(.[.1),)!@,?20<,(3*D'OH ES$fN!)(90-0)IB!H-150)*3()123,9(30)! @0)()!
[(510*4.,11)(10.9,-)*3 =10.05,9490<!1<0)0.1!(-(543(0".(!5042(3@,/,(1/1321:895-0!.1),)!.(':JU!
96X921:0)*014-01.1),)//13213051*08 +C,90.(1UV!961213181)4</4%~(0!DS&I!/0.0!.1)!)(90-0)BIH-!
50@0)("OHES:151)20/,(-*()!@4(31-1*30*0.1)!/13V196!.(10.05,9490<!S&!/0.0!.1)1)(90-0) 1),1)4!
2()11(30!,-@(3,14\N\6 17!/1- 1UV!961.(10.05,9490<!S&!/0.01.1) 1)(90-0) 1),1)412()11(30.('[V\6!1!

9 9BI01)120/,(-*()12(390-(/,(31-1(-1.1),)1()*0<5()!. (1%#PH ) 11123(.-,)1-0'DMV:J196 X\6 R L1]V!
96X.8!9+C,91IB

01)120/,(-*()!L4(191)*303144-013()24()*02(., +3,/0.( 1%&F[V!05@,-05'50@0)0 "OH@4(31-!
05(0*13,K0.59/,01 50!@0)(!. 1<5(/,(61!D$hI!.(5!()*4.,11713(/,<,(31-10.05,94904250/(<1/0.0 . 1)!
)(90-0)!.430-*(I[J1)(90-0)  '1!:0)*0!L4A(!50!(-@(39(.0)(!(CO/(3<=BD0!(CO/(3<0/,=% (150!
(-@(39(.0.N(.(@,-,=1/19114-1(92(1309,(-*11.(Ig[VK!/1-1302  (/*1105!,-,/,11.(5!()*4.,1:)(-/g[!.(N!
13,%(3,1)1<),/1)12(., +3,/1).( 3%&F:1gJ103*,/450/,1-()!0/*,A0)1714-019(?&H.(X![VKI(-I-1 19 #)!
(L(51)INY3,%(3,1)B!$()28)!.(1[J)(90-0) '1I(- [(5!919(-*11.( BI(CO/(3<0/,=-.(150!(-@(39(.0.!
430-*(150!@0)(I$K5L)120/,(-*()! @4(31-1*30*0.1)!(-180) (1. [(C*(-), = 10<,(3*6<0)0.0!(- (576, 9(-!
hS%!D'OH 1hS%I:10-*()!. (/1-A(3*,3){0'4-136,9(-1.( 1.1),)!@,200)0.1!(-'(5!2()1/132130B@0)(!
'OH "E$IB

GHE<(H&" W2, # #. 48 %+ d?925

%E@,-05!50@0)0 “O#Y IN1)(90-0):1(5!_UK!.(151) 120/,(-*() I(-'(5!63421GQW!I(5!cUK!.(I51)!
20/,(-*() I(-1(5'634211),-GQW!(30-120/,(-*()12(., +3,/1)/1-13()24()*0! (5!%&F![VEH-!
50@0)$h: !4-1- b9(311),6-,@,/0* A09(-*O(-13!.(120/,(-*()!L4(!
3(/,<,(31-10.05,9490</(C2(3,9(-*03144- 0}(CO/(3<0/,=-1( '50!(-@(39(.0!(-//192030/, =- /1!
(5250/(<1P0-*1),-\GQW!DU[!A)BICIKI191 /1- IGQW!D[tA)BN~KIBIGH!20/,(-*()1*30*0.1)/1-!
0.05,9490<!/1-*,-4031-191)*30-.1!3()24()*0)2(., +3,/0).(! %&F![VX VXEM505(90-0 IUY(-!
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/192030/,= !/1- 151)120/,(-*()!*30*0.1)!/1-1250/(<1B!00)!3()24()Z)! +3,/0)!( F%&F!)(!
90-*4A,(31-1.430-*(14-19 +C,911.(1.1) 10>1)!(-'50@0)(I"OH(-! 51)R0/,(-*() IL4(13(/,<,(31-!
0.05,9490<!.430-*("*1.1(3()*4.,18

H)*4.,117#98+#

%.05,9490<!)(I(A0S4(- 14-1()*4.,110<,(3*1171945* R*3,/11(-[J120/,(-*() !.( 1J!00U0>1)!.(1(.0. 11!
9 HL(UI0>1)/1- 14-12()119(- 130" \6 17V/1- 19%#215,03* /45039(L.(30.0!0!630A(10/* A, .0.EDO!
90713!.(151)120/,(-*() 'D_ckI'3(/,<,(31-1213!5119(-1)JU)(90-0) !.(1*30*09,(-*1!/1-10.05,9490<!
(-1.1),)1.( 1JU9EX92:0)*014-19 +C,911.(13V1961/0.0!.1))(90-0) :I(-! 4-0N150,-7(//, =!S&;0)*0!
4-19 +C,911.(1J V!)(90-0)!.(1.430/, =B$430-*(1(3()*4.,1:150190718).(151)120/,(-*()!4* 5,K031-!
GOW!Y/1-/19,*0-*(! 71)15110564-1)1()*0<0-13(/,<,(-. X13*,/1)*(31,.() ' L1%#PHIBIH511<?(*,A1123,-/,2
(510*4.,1!@4(/50!(A0540/,.(150)(643,.0. I"#$, GH:--*+/#&,9) " #$ & HH3I BB

14.3 Artritis psoriasica

00)(643,.0. 17150/(@,/0/,0!.(5!0.05,9490<!)(I(A054081L 1)!()*4.,1)105(0*13,K0.1):1. 1<5(!/,(61:!
/1-*3150.1)!/1-1250/(<2(-1U][ 120/,(-*()!/1-103*3,* )12)13p),/0' % T)B!%5!@,-03(083)!

O*4.,1): Y[ 120/,(-*ON)(! 3(/54*031¢14- 1()*4.,11.( (C*(-), = 10<,(3*0(- !(5!L4€)(10.9,-,)*3031-UV!
96.(10.05,9490< 1/0.0!.1)!)(90-0)B !

H-1(510*4.,119%T) #203* /,2032f[ '20/,(-*()!0.45*1)!/1- 1%T).(!91.(30.0!0!630A(10/*,A,.0. IDX[!
03*,/450/,1-0%,-/:0. 0)17X[103*,/450/,1-()!)(-),<5()! :IL4(!23()(-*0<0-14-013()24()*0!,-0.(/40.0 10!50
*(302,01/1-19%#P)(-14-01.(150)1),64, (-*()! @1390)a! D]I'0@ (/*6!,-*(3@855,/0!.,)*05! D$#TDPpJ[If!
DJI03*3,4215,03*,/4530®4)(-/,0!. (- =.451)13(490*1,.0!7'23()(-/,0 !.(12)13,0),)!(-'250/0IDPpJ]VI!
D['03*3,* N(*../& 'DPp]If DU%T)D),9 R3,/ADPpccf! 1!DAN),9,503()!8R6! DPpBO1L)!

20/,(-*() *30*0.1)/14GQWIDINY(I[[120/, (-*OIN(-1(51919(-*1L.(!  )4!,-63()1ID.1),)1()*0<5(.(Im[V
96X)(90-01.430-*(IX]190)1121. " &-1/1-*,-403!/1-IGQW!/1-15019,)90!.1),)BI$430-*(1(5!()*4., 11!
0.9,-,)*3031-1.1),) 1.(10.05,9490<! .(! UV!9611250/(<1/0. 0'.1)!)(90-0)!.430-*( |(52(38L.1!.1<5(!
1,(611.( 1JU!)(90-0)B

H-1/192030/,=- 1/1- 1(5!250/(<2(5!*30%09,(-*¥1-10.05,9490<1231.4?19(?130)(-!50)!9(.,.0)!
.(1500/%,A,.0.1.( 150!(-@(39(.0'DA(RO<50Y17!_IBH-*3(151)!120/,(-*(¥/1- 1% TILA(13(/,<,(31-!
0.05,949 0<150)3()24()*0)!/B,/0)! @4(31-/(A,.(-*0/(-'0564-1)120/,(-('(- 1(5'919(-*11.(
5023,9(30A,),*0D.1)!)(90-0)1171)(190-*4A, (31- 1;0)*050)Y Y)(90-0) !(-!(5!()*4.,110<,(3*1!(-//43)1B!
S(11<)(3A031-13()24()*0)1),9,503()!(-120/,(-*()//1-1/0.014-11.(151)1)4<*,21Y.( 103*3,42)134),/0:!
04-L4(121/1)120/,(-*01)(! ,-63()031-11-151))4<* 21)!.(103*3,* N(**.:/& 171()21-.,5,*,)10-L4,51)0-*(B!

00)!3()24()*0)!@4(31-1),9,503(1B(51)!120/,(-*()!L4(13(/,<&®-11!-11*(302,01/1-/19, *0-*(//1-|GQW!OS|

-1.11.(51(*4.,1B!

01)120/,(-*Q/1-10@(/*0/=12)139,/01.( 10519(-1) *3(}213!/,(-*11.( +3(0L.(!
)42(3@,/(132130B%S&I@4(31-/(A054012D30!5@()24()*0)".(58.,/(.( 1630A(.0.17H43(0!
2)13#,/0IDT%SH#IBSE)!IY(90-0): 150/0-*,.0.! .( 120/,(-*()!L4('51630314-019(?130.(5!c k! 1!
VK- [(ET%SH@4(31-1.(5!_KI7IUIR()2(/* A09(-*( \(-1(5'63421!.(10.05,9490<!DPpN_I:I(-!
/192030/,= /1-/(51k 17'VK!3()2(/*, A09(-*( I(-(5!63421!.(1250/(<1!DPpN_I!D20V:VGDR
3()240)*0). (5! T%SHDA(31-I(A, .(-*(J(-10564-1)120/,(-*()! .(.(! (51919(-*11.(150 123,9(30A,),*0D.1)!
)(90-0)IB!00)!3()24()*0)!@4(31-1),9,503()!(-151)!120/, (-*()!LE(/,<&-11!-1 *(302,01/1-/19,*0-*(!/1-
GQWI!05!,-,/,11.(5!()*4.,1B

Tabla 8. Respuestas del ACR en el estudio APs-I (porcentaje de pacientes)

05!
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T50/(<1!Pp]NJ %.05,9490<"Pp]"] !

ACR20!

1IS(90-0 13! JUK ! AYK ]
11IS(90-0 JU 1k ! Ack |
ACR50!

1IS(90-0 13! Uk! [NK !
11IS(90-0 JU NK! [ k!
ACR70!

1IS(90-0 13! Ik ! JVK!
11IS(90-0 JU Ik ! JkK !
q20V:VV]12030!*1.0)!50)!/192030/,1-()!(-*3(10.05,9490<!71250/(<1

Tabla 9. Componentes de la actividad de la enfermedad en el estudio APs-1.

T50/(<1!'Pp]NJ 8&*(,2/2*1 “Ad:;: !
T039(*31aG(.,0-0 ! 08(0!<0)0% | JU)(90-0) !| OB(0!<0)05| 5II'-2*#* |
Pb9B. (103*,/450/,1-()! 15131)0)! J[:V! Je:v! 57 P LA
Pb9(31 .( 03*,/450/,1-();,-/;0.0) ® V! M 21 or
HA0540¢#1651<05!.(5!R,/1 © A[:V! VIR el 9 7
HA0540#-1651<05!.(5!20/,(-*¢ U 1 U v 1> 2 57 P
$151% u.:Vv u_:v i 52 P
v.,/(1.(1.,)/020/,.0.'Dn%z| ¢ ]:V! V! S 2 10
T&F D96X.5I VY V:d ? 3 ? 5

@ H)/0501\6Y!
b H)/0501NeN

4y 1(1.(1$,)/020/,.0.1.(5

° F0-61!-139054/V:JY96X.O

© H)/0500-45160,)405f1Vp9(?13:]VVp2(13
1&4()*,1-03,1!.(IHA0540% 1. (1501S054.fIVp9(?13p2(13f!
9,.( 1500020/,.0. 1.(5!20/,(-*( 12030!3(05,K0B!64, (-*(alj()*,3X-1A, 1:15(A0-*03)(:!
/19(3: 1/09,-03:155(60806033(;190-*(-60!50!:,6,(-(17190-*(-60150!0/*,A,.0.1.,03,0B

qRoV:VV]-! 50)1/192030/,1-()!.( 0.05,9490< "&®50/(<1!<0)0.0)- (5!2319(.,11.(/09<,1) !

é(!1<)(3A031-!3()45*o.1)!),9,503()!(-!4)*4., 110.,/,1-05!.(1131)(90-0)1.(1.430/, = (-VV!
20/,(-*() /1~ 103*3,*)12)19,/0191.(30.0 '0630ANL4(123()(-*0<0-14-013()24()*0!)4<=2*,90!0!50!
*(302,0!/1-'E%FGH:190-, @()*0.0'213!g[103*,/450/,1-())(-), <504} '03*,/450/,1-()":,-/;0.0)}(-!(5!

919(-*1l.( 58(/54*09,(-*1B
F()24()*0!30.,163@./0

01)1/09<,1)!30.,163@,/1))({(A05403(51)!()*4., 1)L.( 1% TBS(11<*4A,(31:30.,163CEA!.(190-1):!
94>(/0)1712,)!105),-,/,11.(5!()*4.,1 17)(- 1508(90-0 1JU!.430-*(1(B2(38L.1!.(1.1<5(!/,(61 /40-.1 I51)!
20/,(-*()! 3(/,<8-10.05,9490<!11250/(<1!7!(-'5(B(90-0 UY/40-.11*1.1)151)120/,(-*() !
3(/,<®-10.05,9490<(-!@1390!0<,(B- 124-*0?(1064.1!*1*05191.,@,/0.1!DGQSSI:!

L4(,-/548)03*,/450/,1-(),-*(3@8%,/0)!.,)*05() ID().(/,3:1-11,. R* /0) 105QSS!4* 5,K0.1!2CEWD3*3 4,

3(490*1,.(1:!@4(14*,5,K0211330., =516 1H(/*13()!/(60.1) 105634211 (!
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*30*09,(-*11203qA054030)30., 16 3B

01)120/,(-*() *30*0.1)!/1-10.05,9490491)*3031-14-0190713!-:,<,/=!.(150!123163()-130.,163@,/0!
(-1/192030/, =!/1-151) 120/,(-* () *30*0.1)/1-1250/(<I1()*( (@ (/*1!)(!90-*4A1!150)!UY(90-0)!DA(3!
Q0<50']MIB

Tabla 10. Cambio en la puntuacion SHARP total modificada en la artritis psoriasica

Placebo N=141! Adalimumab N=133!
S(90-0 JU S(90-0 JU S(90-0 UY
G(.,0L.(150158(0!.(! <0)(! JJ:]! J[:U! J[:U!
&09<,119(.,1!'w!S$ ! V: wli[:]! Vi ]wl:c! Vaiaw!u:”
g oV:VV]I2030!50!.,@(3(¢8(!0.05,9490<:1)(90-0 UY7!1250/(<1)(90-01JU!D0+5,),)!123,903,1I

F()240*0!.( '5004-~'@./0!

H-1(510*4.,11%T) #:150! @4/ @,/0!7!50!.,)/020/,.0.1)(!(A054031-14* 5 KO-. 11§51 /(\.(!
$,)/020/,.0.In%z!DNn%z $#117150!H-/4()*0!.(1S054.|SENB!O1)!120/,(-*()1*30*0.1)!/1-1UV!96!
.(10.05,9490<1/0.01.1)!)(90-0)!91)*3031-14-019071319(?13¥1-13()2(/*1105!A0513!<0) 050!
24-+40/ =! .( 5h%z “$#!D.,)9,-4/,1-('9(.,0)!.(Uck!7!U_K!(-!50)!)(90-0)1]J17!JU!

30)2(/* A09(-*(11(-//192030/, =1/1-1(5!250/(<1!D.,)9,-4/,1-('9(.,0)!.('K!7![k!(-!50)!)(90-0)!]J!
713U13()2(/* A09(-*(IB!H-150)1)(90-0)!]J! 71JU:151)120/,(-*()1*30*0.1)/19.05,9490<191)*3(B1-!4-0!
907130(?13801-13()2(/*1105!A05131<0)05!(-150124-40(5! F()49(-! .(5'&1921-(-*(E §,/1! SE[N!
(-1/192030/, =1/1-151)120/,(-*()1*30*0.1)!/1-1250/(<1:17!- -6b-1(92(1309, (-*1!(-150124-*40/, =1.(5!
FO49(-! .(5!&1921-(-(!G(-*05! SE[NB!OO{?130!.(150!@4!@,/0!<0)0.0!(-!(5!n%z "$#1)("
90-*4A1!.430-*(4-19 +C,91!.('YU)(90-0)! . (I50@0)0<,(3*01.(5!()*4.,18

14.4 Espondilitis anquilosante

00!)(643,.0.17/(@,/0/,0! {UV!96.(10.05,9490<1/0.0!.1))(90-0) (!(A054031-1(-1[120/,(-*()!
0.45*1)(-141()*4.,1105(0%13,K0.1:!. 1<5(!/,(61:!/1-*3150.1!/1-1250/(<1!.(1JU)(90-0)-120/,(-*()!
/1-1)21-.,5,* )10-L4,51)0-*(10/* AO!HOAIL4(123()(-*0<0-14-013()24()*0!,-0.(/40.010!654/1/13* /1,.():!
06#PI:10-058),/1): 19(*1*3(CO*IL!)45@0)050K, -0B!0%! HY%!0/ (@Y 191120/, (-*()1L4(!
14925,(31-105!9(-1)!.1)!.(151)1*3()!/3,%(3,1)!),64, (-*()a!D]I!4-0124-*40%-1.(5! 8.,/(1.('0/*,A,.0.1.(!
h0*;12030!58%8Dh%S$%#11gU! D JIM!124-*40/=! .(150!()/050!0-+51681)405! DHj%I!2030!(5!. 1513
*1*051.(1()205.0!g'UV!991DI[1!3,6,.(K!90*4* -01g!]';130B!H5 A3 Y/, (61! @4(1)(64,.1121314-12@ .1!
0<,(3*1!.430-*(1(5!/405!51)120/,(-*()!3(/,<,(31-1UV!96.(10.05,9490<!/0.0!.1)!)(90-0)!21 38
)4</4*~(0 :1.430-*(14-19 +C,91!.(1JY")(90-0)!0.,/,1-05()B!

00!9(?18)!(-150)B(.,.0).(I50!0/*,A,.0.1.(150)(-@(39(.0.)(11<)(3A =1213123,9(30!A(K!(-'50!)(90-0!]
71)(190-*4A11.430-*(1U!)(90-0):1*05!/197)(194()*30!(-'50! E,6430!J!7!50!Q0<5D!]|B

00)!3()24()*0)!.(151)!120/,(-*()//1-10-L4,51),)1()2,-05!*1*05!D-p]]I! @ 4(3:8,503()!0!50)!
51)20/,(-*() 1),-10-L4,51),)!*1*06B

Figura 2. Respuesta del ASAS 20 por visita, en el Estudio EA-I.
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- -©- - Placebo (N =107) —— Adalimumab (N = 208)

% ASAS 20 Response

0 2 4 6 8 10 12 14 16 18 20 22 24 26
Time (Weeks)

9450)!]3)(90-0): 15013()24()*0)!.(1%S%EIVX VXGPL<4A, (31H-1(5IYK: [[YK I7W[K:!
30)2(/*, A09(-*(: 1.( 151)120/,(-*()IL4(!3(/,<,(31-10.05,9490<:(-//192030/, = /1-(5\J]k: VKI7 W k:!
302(/*,A09(-*(: 1. 151)120/,(-*()'L4(13(/,<,(31-1250/(<1!DEV:VV]IB(11<)(3A031-13()24()*0)!
),9,503()!(-1501)(90-01JU71)(190-*4A, (31-!(-! 51)R0/,(-*()!L4(!3(/,<,(31- 10.05,9490</(-!@1390!
0<,(3*Q#30-*(14-19 +C,911.(1 AJ1)(90-0)B!

e-019071310-*,.0.! .(120/,(-*()!*30*0.1)!/1-10.05,9490<!DJIJIKII05/0-K=14- -, A(F<0?L(10/* A, .0.!
.(150/(-@(39(.0.1050)!J1)(90-0) D.(@,-,.1/191 14-IA0518IVId(-14-0!()/050.(IV10!]VVI99V!(-!
/0.014-11.(151)/40*311208@(*31)!.(13()24()*0L.(! %St (-1/192030/, = !/1- 151)120/,(-*()1*30*0.1)!
J1-1250/(<1'DNKIB

|

Tabla 11. Componentes de la actividad de la enfermedad de la espondilitis anquilosante

T50/(<1!Pp]Vd %.05,9490<!PpJVY

G(,0.(50! | G(,0'.(' | G(,01.('50! ] G(.,0L.(!

B(0! <0)05|505(90-0 J| B(0!<0)05|505(90-0 J
&3,%(3,1).(13()24()*0!.(%S% IV q!
IIHAO540%1651<05 150!(-@(39(.0.213(5 N~ NV N[! [Y!
20/,(-*( 1
1$151311*05(!()205.0!q! Nd Y Ny [c!
I1#-@5096% I N:d AN N:d [:N!
h%SE# AN A T [U!
T4-*40/=!.( h%S$%#q! N:[! A N:[! [:C!
T4-*40/=!.( h%SG#q! U:d U]l [Y! [[!
1103064 203(.!D/9l! ! Y v Ul
IIE5(C5- 549<0D/9l! U]l TRY; U:J U:U
IIF1*0/,=/(3A,/05!D630. 1) UJ:d uJJ uY:u SEN
IIE5(C-150%(30549<0D/9l! Y1 M . Tlic !
11$,)*0-/,0 ,-*(3905(150B/9l! J VAT M VY
T&F™ J:J! J:M TV VN
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b T13/(-+02(.()4?2(*1)/1- 105!19(-1)14-019(?1 ). (51IVK I7L.(V!4-,.0.() L.(! 9(.,.0 !(-! 50!
H)/050%-+516@Q)405!DHj%I:1.1-.(! VIpH-,-64-1| 17VVIp{630A(!

b G(.,0 .(! 50123(64-*0)M7IN!.(Bh%S$%#!D.(@,-,.0)!(-!.}

¢y J(E4-1,1-05 1(I50H)21-.,5,* )%-L4,51)0-*(('*h0*; !

Ay J0.00 %/%,A,.0.1.(150H-@(39(.0.L(150H)21-.,5,* )1%-L4,51)0-*({!h0*; !

ey J0L( G(*31518)!.(150H)21-.,5,*,)1%-L4,51)0-*((1h0*:! !

[ T31*80!&!3(0/* A0!D9IBX.OI
qH)*0.8*,/09(-*(1),6-,@,/0*,A1120301/192030/,1-()!(-*30.05,9490<!7 250/(<1(-'50!)(90-0 JU

e- 1)(64-.1 1()*4.,1105(0*13,K0D45* /R*3,/1:1.1<5(!/,(61!7!/1-+3150.11/1-1250/(<1.(1YJ!
20/,(-*QV1-! ()21-.,5,%,)10-L4,51)0-*(191)*3=13()45*0.1)!),9,503()B
01)120/,(-*()!*30*0.1)!/1-10.05,9490<!9(?13031-1/1-13()2(/*1!05!A0513!<0)05245@0/ =-!.(5!
&4()*,1-03,1.(! &05,.0.L( 1j,.0! .(I50IH)21-.,5,*)1%-L4,51)0-4D%Sz10D[:N!@3(-*('Qi]I '7!(-!
5024-*40/,=1.(5!F()49(-.( 1&1921-(-()! @,/1) 'DT&SI( '50H-/4()*0".( )054.!.(! EL390h3(A(!
DSHNI!Dc:U!@3(-1101 \(-1/192030/, = 1/1- 151)20/,(-*() *30*0.1)1- 1250/(<1(- '50)(90-01JUB

14.5 Enfermedad de Crohn en adultos

00)(643,.0. 17150/(@,/0/'F 19 b5*,25.1),) 1.(10.05,9490<!)( (A054031(120/,(-*()!0.45*1)1/1-!
(-@(39(.0.!.(1&31;-191.(30.010'630A(9(-*(10/* AQ:IH&IDE../(.(1%/*,A,.0.1. (50!H-@(39(.0.1.(!
&31;-1D&SY#I!gIIIVI7IMmIUAVI(-1()*4.,1)105(0*13,K0.1):1.1<5(1/,(6117Y/1-*3150.1)!/1-12508K 1 B
2(39,*,(314.1),)10*0<5()/1-/19,*0-*() 1.(109,-1)05,/,50%1):/13*/1)*(31,.()!

7X106(-*() 1,-94-191.450.13() BH5!C_K!.( 151)120/,(-*()//1-*,-4031-13(/,<,(-.110519(-1) 4-1L(!
(*1)!19(.,/09(-*1)B !

00!,-.4//, =1.( 1583(9,), = !/58,/0 'D.(@,-,.01/1914-124-02(1.(5E$%6#101] VI (1 (A0S 4 (-!

1) 10*4.,1)BIHA(51()*4., 1IH& #1)(105(0%13,K031-_120/,(-*()!L4(1-1! 3(/,<80<51L4(0.13()".(5!
QPE!0/,0 14-11.( 151)1/40*31163421)!.(1*30*09, (-#i#63421!.(1250/(<1!3(/,<51250/(<1!(-150)!
S(90-0) M713:1(5163421!. (']NVXB( <, =I[NV196!.(10.05,9490<!(-150!S(90-0 M7!Y\I96!(-150!
S(90-01J:1(5'634211.(IYVXUV!3@E¥VI96(-15015(90-0! VIIUVI9E(-1505(90-0! J:17!(51634211 (!
UVXJIVI3(/=IUNO6!(-1501S(90-0 M71IV!I961(-15015(90-0 1IBO1)!3()45*0.1) 18, /1)1)({(A054031-1(-!
508(90-0 UB

H-1(51)(64-.110*4.,11.(1,-.4/1,  =:IH)*4. LIH& #H[IN20/,(-() 'L4(1;0<®-12(3.,.1!50!3()24()*0!0!
50+(302,01-1,-@5,C,9023(A, 0L!(30-!,-+15(30-*(0!50!9,)90)( 105(0*13,K031-123880<, 3]NV!96!
.(10.05,9490<!(-1501S(90-0 M7!YV!I98(-50!S(9 0-01J:111250/(<1!(450)8(90-0)! M71IBO1)!
3()45%0.1)!/8,/1)!)(/(A054031-(-!508(90-0 'UB

H5190-*(-,9,(-*11.( 15013(9,)= 1/58,/0 N({(AOS4!(- I(5IH)*4. IHE& #+B

H-10*(10*4.,1: IYAU20/,(-*(O1/1-1(-@(39(.0.10/*,A0 13(/,<,(31-10.05,9490<(-1.,)(>1! 0<,(3*1YV!
96 1(-1501S(90-0 M7IUND6!(-150!S(90-0 LIBT 1)*(3,139(-*(:151)120/,(-*()!)(105(0*13,K031-1(-!50!
S(90-01UR030!3(/,<,BIV!96!.(10.05,9490<!/0.0!.1) 1)(90-0): IUV!961.(10.05,9490<!

/0.01)(90-0 111250/(<180.430/,= *1*05(5!()*4.,1!@4( ("N 1)(90-0 )B!O1)!20/,(-*()/1 - 13()24()*0!
/58,/01D.,)9,-4/, =1.(5!#&S$'gcVII(-'501S(90-0 IUN)(1()*30*,@,/03140F05,K031-12131)(2030.1!.(151
L4(1-11:0<80-1%(-,.113()24()*0!/®B,/0!(-'50!S(90-0 UB
|

#-.4//, =.( 1503(9,), =!/58./0!

e- 1907131213/(-*02((151)120/,(-*( )*30*0.1)/1INVXYVI96!.(10.05,9490<!51650!,-.4//, =!
(13(9,), =1/58,/01A(3)4)1250/(<11(-15G(90-0 IU:1,-.(2(-.,(-*(O(-*(  1.( 1),151)120/,(-*()!
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(30-1A,36(-()101*30*09, (-*U1L-1<51L4(0.13(). (5!QPEIM& #1111:0<®-12(3.,.1 13()24()*a1/(30-!
-*15(30-*()05!,-@5,C, I04& #HDA(B0<5IB!
!

Tabla 12. Induccion de la remision clinica en los estudios EC-1 y EC-II (porcentaje
de pacientes)

EC-1.! EC-II!
Placebo | Adalimumab!160/80 mg | Placebo | Adalimumab!160/80 mg
N=74! N=76! N=166! N=159!
S(90-0 U
F(9,), =!/58,/0! 9k ! [Nk * ck ! Jk *
F()24()*0!/58,/0! [Uk! Yk [Uk ! Nk

00!3(9,)=/58,/0 () 4-0124-*40/=1.(5!8.,/(1&$%#!0!]"Vf 5013()24()*C58,/0 ()!4-0!
)9,-4/, =1.(5!8.,/(1&$%#!.( 059(-1)icV! 24-*1)B
“20V:VV]12030!0.05,9490€.250/(<1{-! /192030/,=! 203(0.0231213/,1-05
“"20V:V]203010.05,9490£8250/(<1{-! /192030/,= 203(0.0231213/,1-05

!
GO-*(-,9,(-*11.(__1503(9,),=!/58,/0!

H-1(510*4., 1IH& ###1(-1501)(90-01U:I(SINYRU_ XYAUIL (151)120/,(-*()!()*0<0-1(-13()24()* BB 7!)(!
(A054031-1(-(5105,),)123,903,1B!H-!50)!)(90-0)lIN!7IAN:190713()'231213/,1-()!.(120/,(-*()'L4(!
()*0<0-1(-13()24()*0/mB,/0!(-1501)(90-01U'5163031-13(9,3:1/58,/0!(-1(5 163421!.(190-*(-,9,(-*1 1.(!
UV!96.(10.05,9490<1/0.0!.1)!)(90-0)!(-1/192030/, =1/1-151)120/,(-*()!.(5!63421!.(190-*(-,9,(-*1!
.(1250/(<1!DA(3!Q0<50!][IBIH5!63421!L4(:3¢38+09,(-*1/1-10.05,9490< !/0.01)(90-0!-1191)*3 =!
*0)0)L.(13(9,), =1),6-,@,/0%, A09(-*(194)105*Q)(-1/192030/, =1/1-1(5!63421IL4(!
3(/,<,=10.05,9490</0.0!.1)!)(90-0)B !

Tabla 13. Mantenimiento de la remision clinica en el EC-III (porcentaje de pacientes)

Placebo! 40'mg de adalimumab!
cadaldos!semanas!
N=170! N=172!
Semana!26!
F(9,), =!/58,/0! Jek ! UVkd!
F()24()*0!/58,/0! JYk! AUkq!
Semana!56!
F(9,), =!/58,/0! ]Ik ! [Nkqg!
F()24()*0!/58,/0! JYk ! Ulkq !
00!3(9,)=!/58,/0 () 4-0'24-*40/=".(5!8.,/(1&$%#!0'|"Vf 50!3()24()*068,/0 ()!4-0!
2)9,-4/, =1.(5!8.,/(1&$%#!.( 0P(-1)!cV!24-*1)B
g20V:VV]12030!50P2030/,1-() 203(0.0).( 0.05,9490<!@3(-*(!0!250/(x1

$(I0L4(55120/,(-*(V/1 -13()24()*0'0!5@(90-0! U!L4(15163031-13(95).430-*(I(5!()*4.,1:151)!
20/,(-+().(5 1634211.00.05,9490<1/0.01.1)!)(90-0) 190-*4A,(31-15013(9,)=1.430-*(19 !* (921IL4(
51)120(-+().(5'634211.(190-*(-,9,(-*1!  /1-1 250/(<1B!H-*3(151)120/,(-*()!L4(!-1!3()21-.,(31-10!50!
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S(90-011J:1501%(302,01/1-*,-419 +)1058.(150)1]31)(90-0)! ),-1.03!54603!014-b9(311),6-,@,/0* A09(-*(
90713!.(13()24()*0)B

14.6 Enfermedad de Crohn pediatrica

S(I55(AI0/0<114-1()*4.,1 1/58,/1 105(0*13,K0M1<5(/,(61:1( 1J1)(90-0)!.(1.430/, =:1/1- 1!
J1-/(-+30/,1-01.(  1.1),)L.( 10.05,9490<!DH)*4.,IT&$ #I(-1]_J 120/,(-*() 12(., +3,/1)D.(INO!
Jc10>1).(1(.0.1 V1- {(-@(39(.0.!.( '&31:-191.(30.0!0!630A(9(-*(10/*, AD.(@,-,.@134-1y-.,/(!
.(1%/*A,.0.1.(150H-@(39(.0.1.(1&31;- IT(., +3,/0DT&S$%AKI[VIBO1)120/,(-*() !,- /54,.1)1:0<80-!
*(-,.11 .430-*(151)!.1)10>1)10-*(3,13()!4-013()24()*0!,-0.(/40.01051)1/13* /1)*(31,.()110!
4-1-94-191.450.13 'D05()1/19110K0* 123,-0819(3/02*1243,-0119(*1*3(CO*11B(12(39,* =IL4(151)!
20/,(-*()'L4(1:0< ®-13(/,<,.1123(A,09(-*(14-1<51L.4(0.13!.(5|QPE( |, - /5430-),1:0<B-1*(-,. 1!
23(A,09(-*(12R8.,.01.(13()24()*0!1!,-*15(30-/,00() ('<51L4(0.13!.(5!QPEB

01)120/,(-*()! 3(/,<,(31-%(302,01.(1,-.4//, =10<,(3*@-14-0!.1),)!<0)0.0!(-1)412()1!/1321305!DgUVI\6!

710UVI\GIB!O1)120/,(-*()IL4(12()0<0-IgUVI\6!3(/,<,(31-1]NV!I96! D(-580-0! VII 7Y VI9&D (50!
S(90-0! JIBIO1)120/,(-*()!L4(12()0<0-10UVI\6!3(/,<,(31Y V!96!D(-158(90-0 VII71UV!98D(-!50!
S(90-0 1JIBH-1505(90-0 1U151)1207,(-*()1.(//0.01/0*(613 1.(12()1/1321305!DgUVI\6! 7I0UVI\GI1)(!
05(0*13,K031-1a]!, 0!4-11.(151)1.1) 13(6B(-OL.(  1.1),).(!

9 0-*(-,9,(-*1 !D.1),)05*0.1),) 1<0?0180.1),) 105*m@4(('UVI96 1/0.01.1) 1)( 90-0)!2030!51)!
20/,(-*() IL4(12()0<0-1gUVI\6!7!.(1JV1961/0.0!.1)1)(90-0)12030!51)!120/,(-*()!IL4(!2()0<0-1oUV\6B!
00.1),)'<0?20@4(!.(1JV'96/0.0!.1)!)(90-0)12030!51)120/,(-*()!L4(12()0<0-IgUVI\6!7!.(']V1961/0.0!
.1)1)(90-0)12030!51)!20/,(-*()!L4(12()0<0-!l0UMEH

$430-*(1*1.11(3(0*4.,1 1)(12(39,*,=15010.9,-,)*30/,=-1.(!.1),)!)*0<5()//1-/19,*0-*()!.(!
/13*/1)*(31,.0'D.1),)!.(123(.-,)1-0!mUVI9E X D! 11(L4,A05(-*(1!(,-94-191.450.13()!DOKO*,123,-0
N9(3/02*1243,-0119(*1*3(CO*1IB

H-1501)(90-01]J:151)120/,(-*()!IL4(}(C2(3,9(-*031-14-01(C0/(3<0/,=-1(!50!(-@(39(.0.1D049(-*11 (!
501T&$%#!. (Ig!M. (). (150! S(90-0! U171 T&$%#10<)154*0Ix! [MLI4(1-113()21-.,(31-!
D-15163034-01.,)9,-4/, = !(-1501T&$%#!.0g1".().(1(5!,-/,11.(5!()*4.,11.430-*(1JIA,),*0)!

/09<,03.(150!.1),) ¥/1-1(-90)/0309,(-*1 1/0.0!.1) )(90-0) 10!501),) V/1- |(-90)/0309,(-*1!
/0.0 1)(90-01f151)120/,(-*()IL4(1049(-*031-150!.1),)1)(//1-),.(3031- '@30/0)DB!*30*09;¢1B

9%5!,-,/,11.(51()*4., LS YKL (151)120/,(-*()!3(/,< 8W/13*/1(0*(31,.0!7(5INJIK!.(151)120/,(-*()!
3(/,<®14-1,-94-191.450.13B!&403(-+0!7!/40*311213/,(-*1IDUUKI!. (151)120/,(-*()!:@<12(3.,.1!
23(A,09(-*(15013()24()*0130-1,-*15(30-*(10!4-1<51L4(QL3!.(5!QPEBOQY(.,0-0!.( 50!
24-+40/ = 1<0)05(5! T&$%# @4(!.((UNB

$( 151)1]_J120/,(-*((-1*1*05:1]Y Y120/, (-*()/1925(*031452(38L. 11.(1,-.4//, =1.( U!)(90-0):!
173 120/,(-*()/1925(*031-1IN)(90-0) !.( ¥30*09,(-*11T|JU!20/,(-*()!

/1925(*03147J1)(90-0) 1.( *30*09,(-*1BIH5!/,-/4(-*01714-11213V/,(-*1IDAJKIIDUYX_AB1()!
20/,(-*() 1(-1(51634211.0.1),).( 190-*(-,9,(-*1 1<0?MA9(-* =I50!.1) )1 A(5![Yk ID[*X_[I.( 151)!
20/,(-*() 1(-/(5!634211.0.1),)1.(190-*(-,9,(-*1105*0 1049(-* =I50!.1),)B

H-1505(90-0! U:!(51IYKIDAIX]Y Y I (151)120/, (-*J(1(-/1-*30<0-! (-13(9,), =1/58,/0'D.(@,-,.01/191!
4-124-+02().(5T&$%#!Im!VIB

00)!1231213/,1-().(120/,(-*!(-!3(9,), =1/58,/0!D.(@,-,.0/191I T&$%# M!VI17!3()24()*0B5/0!
D.(@,-,.01/19113(.4//, =!.( IT&$%%#.( 10519(-1)PM24-*1) L.().(1(5,-/,11 :)({(A054031-!(-150)!
S(90-0) IN7WJB

H-109<0)!)(90-0) IIN7\J:150312135- 1.(120/,(-*((-13(9,), =1/58,/01713()24()*0/B, /0!

@449 FB,/09(-*(190713!(-1(51634211.0.1),) 105*F- 1/192030/,= /1-/(5163421( 1.1), )'<0?@0O<50!
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JUIBIHERG,9(-!.( 190-*(-,9,(-*1 13(/19(-.0.1 10).(\3V 196 1/0.01.1)1)(90-0)!2030!20/,(-*() 'L4(!
20)(- '0!UM6!7!.(1UV1961/0.0!.1)!)(90-0)12030120/,(-*()!L4(12()(-'g'UVI\6 B!O0!.1), @, /0!
)(90-05!-110)1(5!36,9(-1.(1.1),@,/0/, =!.(190-*(-,9,(-*1 13(/19(-.0.1 ,"#$ +&*&,:,
VAK&'S:-* B 0>5788

Tabla 14. Remision Clinica y Respuesta Clinica en el Estudio PCD-I.

Dosis de mantenimiento Dosis de

baja (20 0 10 mg mantenimientolalta” (40!o 20 mg

cada dos semanas)! cada!dos'semanas)!
Semana!26!
F(9,), =!/58,/0 1 JYk! [ k!
F(24()*0!/58,/0 UYKk! ANkl
Semana!52!
F(9,), =1/58,/0 1 Jk ! [k !
F(24()*0!/58,/0 JYk! UJk!

1100.1),)1.( 190-*(-,9,(-*1 1<0?m@4('.(1JV!96!/0.0'.1)1)(90-0) 12030/, (-*()!/1-14-12()11.(!
g!UVI\GIT]VI\6 1961/0.0!.1)!)(90-0)12030!20/,(-*(IL4A(12)(- 'o!UVN6B
-100.1),)105*01.(190-*(-,9,(-*1 '@4('UV196/0.0!.1) !)(90-0)12030!20/,(-*()!IL4(!2()0<0-g!
UVI\GIZIWI\6 1961/0.0!.1)!)(90-0)12030!20/,(-*(ILA(120(- '0!UVN6B

«IF(9,), =!/58,/01.(@,-,.0//191 IT&S$Y%H# m!]VB

00!3()24()*0!/8,/01)(".(@,-(/19114-013(.4//, =1.(5IT&$Y%#).(10519(-1)1]N24-*1) 13()2(/*1105
A05131<0)D5B

14.7 Colitis ulcerosa en adultos

00)(643,.0. 17150/(@,/0/,0!.(5!0.05,9490<!)(I(A054081:20/,(-*()!0.45*1)!/1- /15,* )145/(31)O!
0/*,A001.(30.0 10/630AD24-*40/-1.( 150!()/05@071!.(! N!IO!J!(-14- +1*05]J124-+1):1/1-!
4-01)4<24-*40/=1.( 1(-.1)/12,01.( 1JI0N!(-4-0 1()/050.(\V!0!]I :1012()03. (5!

*30%009, (-*1/1-/433(-*( 11123(A, V1-1,-94-1)423()13()1/1911/13*,/1)*(31,.():!0K0* 123,-01IN

GTI(- 1.1) 1()*4.,1)!/58,/1) 105(0*13,K0.2)1<5(!/,(61!7!/1-*3150.1)!/1-1250/(<1!DH)*4., Be “#7!
&e ##IBIH-109<1)!()*4.,1))B(4-,(31-120/,(-*()! A836(-()!01*30*09, (-*11-1<51L.4(0.13()".(5!QPE:!
2(311(5!H)*4., e “##H*09R12(39,*,=1(5!,-63()1! (120/,(-0IL4A( 12(3.,(31-15013()24()*L!(30-!
-*15(30-*(J0'51)51L4(0.13()!. (5!QPHEB5!/403(-*213!/,(-*LIDUVKIL (151)120/,(-*()!,-)/3,*1) I(-1(5!
(*4.,11 &e “##;0<®-14* 5 K0.23(A,09(-*(11*31<51L4(0.13!.(5!QPEB

S(12(39,*,(31-.1),)1()*0<5()/1-/19,*0-*() 1.(109,-1)05,/,50*1)!(!,-94-1)423()13()BH-151)!
(*4.,1) 1&e HT1##151)120/,(-*(B(/,<8-109,-1)05,/,501)IDN_KI:1/13*,/1)*(31,.()!'D*_KI'7X1!
0KO0*,123,-0!TT!D[ckI!05!, -/, 11.(51()*4., 1BH-109<1)1()*4.,1): (5! _JKL.( 151)120/,(-*0'3(/,<,(31-"
05!19(-1)14-11.( 1()*1)!9(.,/09(-*1)B !

H-150!S(90-0Y!)(I(A054(-109<1) 1()*4.,1)! B!.-.4//, =1.(150!3(9,), =1/58,/0'D.(@,-,.0//191!4-0!
24-+40/,=1.(! 501()/050!.(GO71Im!J),$)4<24-*40/,1-()!,-., A, .405() IX!JIBH-1(5!()*4., 11&e “#AX(!
(A054031-1579,), =!/ B,/0(-150!S(90-0 "J1715013(9,)=1/58,/0!)1)*(-,.0'D.(@,-,.01/19113(9,), =
/58,/0(- 150)5(90-0) IYI7AJIB

H-1(5!(0)*4.,11&e “#1)(105(0*13,KO3L-V!20/,(-*() |A836(-()!01*30*09, (-*11- 1<51L4(0.13()!.(5!

QPE;0/,0!4-11.(151)1*3()63421)!.(*30*09,(-*112030!(545,),)123,903,11.(150(@,/0/,0B!H5!634211(

250/(<113(/,<1250/(<1(-!50)!S(90-0) IV:1J:IWPINB56342L (INVXYB(/,<,=l[NV!96L.(!
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0.05,9490<!(-1501S(90-0 IM7!YVI98(-1501S(90-0 1J:17(363421 ('Y VXUS(/,<, =Y 96 1. (!
0.05,9490<!(-! 508(90-0 M7IUVI96(-150!S(90-0 1IB$()24 R!.(150!S(90-0 13:151)120/,(-*()!
.(109<1)163421)!.(*30*09, (-*1/1-10.05,9490< 13(/,<,(31-1UV!1961/0.0!.1) )(90-0)B!

|

H-1(510*4.,11&e “##)(105(0*13,K03L}Y120/,(-*() 1203B(/,<,3]NVI96L(! 0.05,9490<!(-!50!
S(90-0 V1YV!I98(-1505(90-0 1J171UV!1961/0.01.1)1)(90-0) 1.().( '508(90-0 U;0)*0!508(90-0! AV:!
11250/(<11.().( '508(90-0 M7!/0.01.1)1)(90-0)!:0)*0!50! S(90-0 VES(12(39,* =I50!13(.4//,=-!
630.405!.(1/13* /1,.()101203*,3160S(90-0 IYB

|

H-100<1)1()*4.,1) &e “#71&e “##4-1907131213/(-*02((151)120/,(-*()1*30*0.1)/1- INVXYV!96!
.(10.05,9490<!(-//192030/, = 1/1-151)120/,(-*() *30*0.1)!/14250/(<1!5168/50!,-.4//, =1.( 50!
3(9,), =/58,/0BH-1(51()*4.,11&e “##4-190713213/(-*0?(1.(151)120/,(-{)*30*0.1)/1-INVXYV!96!
.(10.05,9490<!(-1/192030/, = !/1- 151)120/,(-*()1*30*0.1)!/1-1250/(<1516814-013(9,), =!/58,/0!
)1)*(-,.0!D3(9,),=-1/58,/0!(- 109<0)!)(90-0) 7" JI'DDO<5P!B!

|

Tabla 15. Induccion de la remision clinica en los estudios CU-1 y CU-II y remision clinica
sostenida en el estudio CU-II (porcentaje de pacientes)

Estudio CU-L.! Estudio CU-II!
Placebo| Adalimu | Diferencia |Placebo/Adalimu| Diferencia
N=130!] mab del N=246!| mab |del tratamiento
160/80! | tratamiento 160/80!| (IC 95%)!
mg (IC 95%)! mg
N=130! N=248!
#-.411, = .( F(9,), =! Ik YRk _[kqg ! kT INAk! c:Jkq!
/5i-,/0! [X9,), =!/5i-,/0! (-! DV:_k:!c:NKkKl D]:Jk:1J:_kI !
505(90-0 Yl
F(9,), =1/58,/01)1)*(-,.0! U:Ukq!
D3(9,)=!/58,/0! PIXI%| PIX!% PIXI194! Uilk!| Y:~k! DV ]k:IY:NKI!
(- 09<0) S(90-0)!Y!7AJI!
00!3(9,)=!/58,/0 )(.(@,-(1/191 !14-0'24-*40/ =!.( |GO71m!J!),-N4<24-*40/,1-()!
-,A,.405() Ix!]1B!
&#p,-*(3A051!.(/1-@,0-Ke!X!1%pP1!025,/0<5(!!

H-1(510*4.,11&e “#-11)( 11<)(3A-,-64-01.,@(3(-/,01()*0. §*,/09(-*("),6-, @,/0* AO!(-!

503(9,), = /58,/0 |(-*3(1(363421!.(0.05,9490<IYVXUVI9B(563421!.(1250/(<1!(-'58(90-0 'YB

H-1(510)*4.,11&e “##(5']c:[K' DU[XJUYI!.(83421!.(10.05,9490<!)(!(-/1-*30<0-!

(- 13(9,), = !/58,/0 |(-15015(90-0 1"J!(-1/192030/, = 1/1-1(5!Y: Kk IDIXIUNH!(5!63421!.(1250/(<1!

D.,@(3(-/,0!.(1*30*09, (-*1¢: YKf!,-*(3A0511.(/1-@,0-KO! DRI _"kddJ:Yk:!U: kvfl20V:VAIB

H-1(51)4<634211.(120/,(-*()).(51)*4.,1 1&e “##/144)1123(A, 1!.(1<51L4(0.13()".(5!QPE:!50@ (3(-/,0!

(1*30%09,(-*1)(- 1501,-.4//, =1.( 15013(9,)= 1/58,/0 :1203(/=1)(3!9(-13!L4(!501<)(3A0.0!(*1.0!50!

21<50k- L(51()*4.,1:1 7'50)., @(3(-/,0)!.(1*30*09, (-*1(- 153(9,), = !/58,/01)1)*(-,. 017!50!3(9,)=!

/58,/01(-1501S(90-0 11J:1203(/D-1)(3!),9,503 (Y0501 <)(3A0.0)(- *1.0150121<5G4!.(5!()*4.,1BIH5!
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)4<63421L( 120/,(-*()V/1-14)1123(A,1!.(1<51L4(0.13()!.(5'QPE5162150!,-.4//, =1.( 150!3(9,)=!
/58,/0! (-1( B_k ID_X_N(5!634211.(0.05,9490<!A(3)4)!ck IDcX]VN-!(563421!.(250/(<1:!7!50!
3(9,), =1/58,/00)1)*(-,.0! (-!( Bk ID*X_Y(563421!.00.05,9490</A(3) K DIXIV]II(- (5!
63421 (1250/(<1BIHY5)4<63421L( 120/,(-*()!/1-14)1123(A, 1!.(1<51L4(0.13()!.(5|QPEX(5!

VK IDIVX_YII()*0<@- 13(9,), =1/58,/0!(-!501S(90-0 "JI(-1(5!63421!.(0.05,9490<!A(3)4)!(5!
[k IDIX]V]I(-!(5'63421!.(1250/(<1B

14.8 Psoriasis en placa

00)(643,.0. 17150/(@,/0/,0!.(5!0.05,9490<!)(I(A054081K)*4.,1)105(0*13,K0.1):!. 1<5(/,(61!7!
/1-+3150.1)1/1-1250/(<1(-1[N_ N)4?2(*1)!0.45*1)1/1-12)13,0),)!(-1250/043,/0'DT)1!91.(30.0!0!630A(!
L4(1(30-1/0-.,.0*1)12030!%(302,0!),J®,/0'1 |@1*1*(302,0B

H51()*4., 1IT)#/(A054013]3)42(*1)/1-1T)3 =,/ 0/1-1g]VK.( 0@ (/*0%-1.(5!43(0!.(1)42(3@,/,(!
/1321305!D%SAKI4-124-02(/(-1501()/050!.(HAO540% i51<05!.(5!GR,/1!DTi%!!

.(10%9(-1) 191.(30.0 1630A(.0..(150!(-@(39(.0.17%-1y./(L.(! €3(0!7130A(.0.1.(IT)13,0),)!
DT%S#IIgJ-/(5!L4(1)(13(05,K03E3(¥2(38L. 1)!.( *30%09,(-*BIH-1(5!12@.11%:!51)!)42(*1)!
3(/,<,(31-1250/(<1110.05,9490<!(-14-01.1),) I,-/,05L(IYV!96!(-150!S(90-0 \)(64,.0 1.(14-0!.1),)!
.(IUV1961/0.01.1) 1)(90-0)!01203*,3!.(15@(90-0 JB$()24 R!.( JN!)(90-0) !.( 1*30*09,(-*1:!51)!
)42(*1)IL4(105/0-K031-10519(-14)- 013()24()*0! T%S# cAI(-1501)(90-0 IN:1.(@,-,.0//191 14-019(?130
| 150124-*405-1T%S# ( 10519(-1)Ic K /1-13()2(/*1 105A05131<0)QHBB()031-G!2(8L.1h!7!
3(/,<,(31-1UV!196.(10.05,9490<!(-!@1390!0<,(3#0!0!.1) 1)(90-0)B!

$0)24 R!.( 1c 1)(90-0) .(*30*09(-*1! (|@1390!0<,(IF1)!)42(*1)IL400-*4A, (31-105!

9(-1) 14-013()24()*AT%SH#{! cA(-1501)(90-0 ![[ 17!L4(@4(31-105(0*13,K0.1)!13,6,-059(-*(!
2030B(/,<,3*(302,®/*, A0(- |(52(3L.1194:)(!A15A, (31-10/05(0*131K0B! (5!2(EL.1!&12036(/,<,3UV!
961.(10. 05,9490<!/0.0!.1)!)(90-0) !11250/(<1!.430-*{]_!)(90-0) !0.,/,1-05()BIH-1*1.1)!5153421)!
. ¥30*09,(-+1:150124-*4G4! - /,0519(.,01. (5! T%SH @4(1.(']_ T504-*40/ = 1,-,/,05!.( I50/(A054G%!
651<05!.(5/8,/11A03=!(-!(5!30-61!( {91.(30.0|!DAKI :{630A(|'DU]KIL{947!630A(|!DNKIB

H51()*4., 1IT)#4A054101)4?2(*1)1-12)13,0),)!/3=-,/0!(-1250/0!/1-1g]VK..(10@(/*0/, =1.( 3%S&!7!
To%S#Ig]d_ 120/,(-*()!@4(3165(0%13,K0.1p/, 010.05,9490<17101UYj42(*1)10/, 01250/(<1B1)!
)42(*1)13(/,<,(31-1250/(<1114-01.1),)!,-,/,05.(I'YV!96!.(10.05,9490<!(-150! S(90-0 \:1)(64,.0.(1UV!

961/0.0 1.1)1)(90-0) 10!1203*,31160!)(90-01] 1.430-*(|N1)(90-0)B!H-1*1.1)!51)163421)!.(1*30*09, (-*1!

5024-*40/,=19(.,0 <0)05!.(5!T%S# @4(!.(\IpWR4-*40/ = <0)05!.(5Ti% '@4{91. (30.0|'DUIKI:!
{630A(JDKI! 7{9471630A(/DYKIB

O1)I()*4.,1)IT) #H71##1(A05403840-*,.0. 1.(1)4?(*1)!L4(!5163031-14-0/(-@(39(.0.4/5030]!1!

{9 8,90|!(-50 1()/050!.(1Ti%!.(IN124-*1)17 15000-*,.0.! .( )4?(*1)IL4(!5163034-0'3(.4//, = !(-150!
24-+40/ =1.('T%S#!.(1089(-1)IcAKIDTY%SH#ICL (). (I(5!,- /,11.(51()*4.,11(-'50!  S(90-0!
INIDA(RO<SR: 171]YIB

%.(9 4):1(51()*4., 11T #(A05415012312134!.( N4?(*1)IL4(!

90-*4A,(31-14-01Ti% 1.( !(-@(39(.0. {/5030|149 8,90| 1114-0!3()24()*0!T%S#¢()24 R)!
(15AS(90-01[[ 7/(-1110-*()!.( 505(90-0 "IB

I

Tabla 17. Resultados de eficacia a las 16 semanas en el Estudio Ps-1. Numero de sujetos (%)

%.05,9490<!UV!96!/0.0!.1) )(90-0) ! T50/(<1
PIpIY]U PIpI[_Y!
Ti%a D..$: +AKA: g AVNDNJIKI Jc DUI
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TooSHICH | ACY D]kl [ INDclk!
q&503p!),- (5(A0/=L.( 250/0:),- ()/090): 0564-,2(32,69(-*0/, = 1/151304 .,@4)B1)0'1
3170
G8,91 p!T1),<5(12(31..85.( .(*(39,-03!),1:07!4-0!5,6(30!(5(A0% .( 50!250/213!(-/,90.(!
5, (5-13905:0564-0)(L4(.0.1)42(3@,/,05!/1-0561!.(/15130/41<50-/0: :0)*010564-015130/!
3170

Tabla 18. Resultados de la eficacia a las 16 semanas en el Estudio Ps-1I. Numero de sujetos (%)

%.05,9490<UV1961/0.01.1) )(90-0) ! T50/(<1

Plpl_| PIplUY

Ti%a D..$: +AKFA: g cVDc]'kl ! A DIVIKI!
TooSHICH cc DcY!kI DI

q&503p!),- (5(A0/=L.( 250/0:),- ()/090): 0564-,2(32,69(-*0/, = 1/151304 .,@4)B1)0
113170

G8,91 p!T1),<5(12(31..85.( .(*(39,-03!),1:07!4-0!5,6(30!(5(A0% .( 50250/Q13!(-/,90.(!
5, (5-13905:0564-0)(L4(.0.1)42(3@,/,05!/1-0561!.(/15130/4-!<50-/0: :0)*010564-0!
/15130513170

%.(9 :I(-1(51H)*4., 1IT) #:151)1)42(*)4(13(/,<,(31-10.05,9490<17IL 4(190-*4A, (3114-I T%SHIcA)(!
A15A,(31-105(0*13, K8, 010.05,9490<!DP!p!JAVIIR50/(<1!DRIJUVI(-'5015(90-0 [[[B!$()24 R!
(\IN)(90-0) 1.( *30*09,(-+11/110.05,9490<:19-)1)42(*1)L4(

3/,<,(31-10.05,9490<190-*4A, (31-))4(@,/0/,0(-1/192030/, = /1-151)42(*1)| L4 @H31-13(
05(0*13,K0.1D/,0 1250/(<3(-1<0)(105!()L4(90.(!

90-*(-,9,(-*1 L.( BTi% !.( (-@(39(.0. {/5030|19 8,90| 'DNY!AYBKI I114-IT%S#cMDc_!A)BIUIKIB

e- F1+OB(1[Uc!20/,(-*()V/1-13()24()*0!()*0<5(1203*,/,20314-14-0 [(A05405-1.(! 3(*,3!.(5!@+390!1
713(*30%09, (-*1(- 14-10*4., 11.( (C*(-), = 10<,(3*1B0!9(.,0-01.(1*,(921!:0)*0!50!3(/080!

D.,)9,-4/, =101Ti%!{91.(30.0]!1 12(131!@4('0231C,90.09(-*(I19()()B!$430-*( !(5!2(F..1..(!
04)(-/,01.(1*30*09, (-*1 :I-,-6 b-1)42(*11(C2(3,9(-*=!

*30-)@13964 1;0/, 012)13,0),)24)*451)11)(3,*31R39,/0Be- *1*05(1]cY!)4?(*1)IL4(*4A, (31-!
3(/,.,A0:13(,-,/,031-1(5*30*09, (-*1!/1LYV194.( 10.05,9490<:!54(61UNGE 1/0.01.1)1)(90-0) 101203* B!
.( 1508(90-0 []BH-1508(90-0! IN:!(5!N_KDJJI[X]cYL.(151))42(*1)1*4A, (314-0!13024()*0!.( ITi%!
{/5030|149 8,90|B!

H-14-10)*4.,1105(0%13,K0. T <5(!/,(61IDH)*4., 1T) ###11)(1/19203150/(@,/0/D501) (643,.0... (!
0.05,9490<!A(3)4)1250/(<i{-1J]c )42(*1)0.45*1)BIO1))4?(¥t)(F()*4.,1! .(<80-123()(-*03!
2)13,0),)/3=-,/0 (-1250/0!.(105!9(-1)!,-*(-),.0.! 91.(30.0!(-!501()/050!Ti%:10@ (/*0k-!.(!50)!4>0)!
.(10519(-1)!,-(-),.0.1 91.(30.0!(-! BI()/050!.(!HAO540%1i51<08.(1501T)13,0),){-'50)le>0)!
DTi% EI(A0540.0121@9 R,/1 :1.(M24-*1):1 0)8/19114 y. /(1G1.,@,/0.1! .(! i30A(.0.! .(150!
T)13,0),)(-'50)le>0)!DIP%T}#I{-! 504>0!,0-0! .(Ig!Y:!714-010@ (/*0%-.( 10/4(3.1!0!50!()/050!
%S&.( 10519(-1)]Vk!114-0 10@(/*0%- !.( B%S&.( 105!19(-1)1"k 1/1- 14-0124-+40/ =!

.(19P %T}*1*0R030!*1.0)!150)14>0)!.(Ig!JVBIO1))42(*1)13(/,<,8B30H1),) !,-,/,05\.(1YVI96L.(!
0.05,9490<!)(64,.0!.(1UV!196!/0.0 1.1)!)(90-0)!D/19(-KO-.1 14-0)(90-01.()24 R!.(!

50.1),) !,-,/,051111250/(<1.430-*('JN)(90-0) :)(64,.1!.("*30%09,(-*110<,(3*1!/1-10.05,9490<!
430-*(1IN)(90-0) 10.,/,1-05()BIH)*(()*4.,1 (AOS4DI231213%-.( N42(*1)!L4(15163034-0!
(A0540%- 1{/5030|!{9 8,90| !/1-105!9(-1)!14-0 19(?130!.(13!630.1)!(-'50()/050Ti% °
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EI71500-*,.0.1 .( )42(*1)IL4(15163031-105!9(-1)!1495?130.(5!c"k 1/1-13()2(/*1 105!A0513!1<0)a50!
24-+40/=19P %T}# DOPLT}Ic I(-15015(90-0 IINB

H-1508(90-0 1JN:14-0907132312135-1.( 1)42(*1)(-1(5'63421!.(0.05,9490<IL4(/(-/(5!634211.(!
250/(<1105/0-K=1(5!/3,*(3,11.(/(A0540/,@),-05!FTi% "EB6.(9 +):14-0190713/0-*,.0.1 .(1)4?(*1)!
(-1(5163421!.(10.05,94904L4(1(-(5!63421!.(128/(<1:151634-124-*02(1.(5BP %T)Hc(-150!
S(90-0 1IN!DA(3!QO85EB

Tabla 19. Resultados de eficacia a las 26 semanas

! %.05,9490<UV!98 T50/(<1!Pp]VY
&3,%(3,1!.((A0540/,2@,-05 &0.01.1) )(90-0)q!Pp]V._ !

Ti% EalgG(?1®!.(1J!630.1)!71 U k! ck !
(-@(39(.0.1-.:$:  LIAK*A: |

GP %T!ich Uck! [k !

*O1))42(*1)13(/,<,(31Y\V96 !.(10.05,9490< |(-15015(90-0 IV:1)(64,.1!.(1UV!96/0.0!.1)!)(90-0) 0!
203*,31.605(90-0 1|8

H-1(5H)*4., 1IT) ###09<, R1)( (A054!(5!.1513!.(150)14>0)(11<)(3A=19(?13!(- 1(5.1513.(150)!
9,)90)B!!

!
15 REFERENCIAS

B PO*1-058.0-/(3 #-)* *4*(BB43A(,550-/42,.(9,1516710-. IH-. IF()45*)$0*0<0)(!DSHHFI
T316309BHHR#-/,.(-/(1&34.(IFO*(): 1c! F(6,)*3,0):1IVVVIVVCB
!

16 PRESENTACION COMERCIAL / ALMACENAMIENTO Y MANIPULACION

00)154/,=-1,-7(/*0<5(1(! #$%&# ®1D0.05,9490200/@!)@3()(-*0!(-! 4-01)154/=1*30-)203(-*(!(!
-/151301010903,55852 1:1()*R3,5:1),-1/1-)(3A0.13(02030!50!0.9, -, }*30% !
)4</4%~(0BH)*~1.,)21-,<5() 150)!),64,(-*(23()(-*0/,1-()".(1(920L4 (B

[

e IDACIO® Pen - 40 mg/0,8 mL, caja de cartén con 2 unidades!
#3$%&H#' ®1)(1)49,-,)*30!(-14-0 /0?20!L4(}/1-*,(-('3")1<3()!//1-1*134-.0!7D5/1;15!7!4-0!<0-.(?0B!O0!
<0-.(?01/1-*,(-(".1)! T5490)!('.1),)! b-,/0:1/0.0!14- OI(-14!,-*(3,13Y1-14-0!?(3,-60!.('A,.3,1!
23(55(-0.0(')'95 :I/1- 14-0106470!.(1«!124560.0)!.(1/05,<3J_:1L4(1231213/,1-0!UV!96XV:Y!95!
( 1#$%&H# ®BIH5!*62. (5! RB<151!.(150!?(3,-60!7!50!/4<,(3*0!.(!150!064?0+@0<3,/0.1)!/1-8(C!
(1/04/;1!-0*4305B4% b9(31.(! P$& !() INNJ_ MU VY
|
e IDACIO® Pen 40 mg/0,8 mL - Paquete de inicio para psoriasis en placa
#3%&H#' ®1)(1)49,-,)*30!(-14-0 1/0?0!L4(1/1-*,(-(\U)1<3()!/1-1*134-.0!705/1;15!13!<0-.(?0)!D20L4(*
.(1,-,/,112030!2)13,0),)!(-1250/0IB!&0.0!<0-.(?0!/1-*,(-(*.1)T5490)!('.1),)! b-,/0:!/0.0!4- O.(!51)!
1405()(-H4!,-*(3,13V1-*,(-(14-0!?(3,-60!.(1A,.3,11 23(55(-0.0.(']'95 :1/1- 14-0106470!
.(!s 124560.0)1- 14-1/05,<3(".('J _:!1L4(!1231213/,0!UV!I96XV:Y!95!1#$%&# “BIH5!*62.(5! F9<151!
.(150!?(3,-60!"560!/4<,(3*0!.(150!06420()*+ '@0<3,/0.1)/1-45(C!.(1/04/;1!-0*4305B1% b9(31!.(5!
P$& I() INNJ]_MUJYB
|
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e IDACIO® Pen 40 mg/0,8 mL - Paquete de Inicio para la Enfermedad de Crohn, Colitis
Ulcerativa

H$Y&H ®1)(1)49,-,)*301(-14-0 YO20ILA(/1-* (-( IN)1<3()!/1-1*134-.01705/1;1571[1<0-.(?0)!D20LA(*(]

.(1,-/,112030!50!(-@(39(.0.!.(1&31;-:1/15,*,)145/(31)01B!&0.0!<0-.(?01/1-* (-(1.1)T5490)!(1.1),)!
b-,/0:1/0.014- OL(151)1/4050)1/1-*,(-(! (-14!,-*(3,134-012(3,-60!.('A,.3,123(55(-0.0(1]!95 :V/1- 14-0!
064720!.(1+124560.0¥1- 14-1/05,<3(!.(1J_:1L4(1231213/, 1 W\NO6XV: 05! (! #$%&# ®BIH51*62. (5!
F9<1511.(15012(3,-60!171501/4<,(3*01.(150106420+1I@0<3,/0.1)/1-H5(C.(1/04/;11-0*4305B
H51h9(31!.(5!P$&!()INAT] MUTYB

|

e IDACIO®: jeringa prellenada con 40 mg/0,8 ml. Caja de cartén con 2 unidades
#$%&#' ®1)(1)49,-,)*30!(-14-0 /0?0!L4(1/1-*,(-( 13 1<3()!/1-1*134-.0)!7105/1;1%7!4-0!<0-.(?0B!O0!
<0-.(?0Y/1-*,(-("4-0 1?(3,-60!.('A,.3,123(55(-0.a( ]'95:1.( 1.1),)! b-,/0 :!/1- 14-0106470!.(!e!
24560.0)1- 14-1/05,<3(1.(1J_:1L4('231213/,1-NO6XV: 95! ( #$%&# ®BIH5!*62.(5! Fo<151!.(!50!
?(3,-60!17150!/4<,(3*0!.(!150!064 704! @0<3,/0.1)!/1-(C!.(1/04/;11-0*4305B
H5!H9(31!.(5!P$&!()!NN_ ""N1YB
!

%590/(-09,(-*117 !()*0<,5,.0.!

P11)(14*5,/0.024R)!.(150@(/:0!.(/0.4/,.0. -.,/0.0)(-1(5/(920L4( BA$%&H ®!.(<( 13(@3,6(303)(!
4-01%(92(30*430.{J!,&!0'Y1,&!D[N!,B0IUN EIBIP' 1&'PiHO%FB IP115114*,5 /(1)()*-+/1-6(50.1:!
-/54)11),1( 1:01.()/1-6(50.1B!

9%590/(-03(- 1(5!/03%-113,6,-050)*0!(5!919(-*11.( 15010.9,-,)*30/= 1203@31*(6(3!.(!50'54KB

S,101-(/(03,1:1213!(?(92511{40-. 1) (1A, 070:#$%&# ©124(.( 10590/(-03)(101*(92(30*430109<, (-*(!
:0)*014-19 +C,911.(Icc!, EIDIN, &I1.430-*(14-12(38L. 11.(1;0)*01JY!. 8):1/1-1231*(//, = /1-*3050!54KB
#$9&H# . (<( 1.0(1:03)( 1),1-11)(14*,5,KO0!.(-*31(5!12(38L.11.(1IY!. ®)BIF(6,)*360!@ (/;0!(-!L4("
#$96&# ®N)(13(*,3013123,9(30! AIK5!3(@3,6(30.13(-1§)20/,1) 1231A,)*1)(-1560?0B

P110590/(-( #$%&#'® (-! (5/05181!@8B(C*3(91)B

!
17 INFORMACION DE RECOMENDACIONES PARA EL PACIENTE!

F(/19,(-.(!  0%0/,(-*( 11105!231@(), 1-050!)054.L4(!5(050#-@1390/,=-12030!(5!T0/,(0@31<0.0!
213I50'E$BI4D!.(519(.,/09(-*11(1#-)*34//,1-(".(14)1IB !

#@(/,1-()!
#-@139(10!51)120/,(-*() L H$%&H ®124(.(13(.4/,31501/020/,.0.!

.(41),)%(90 1,-94- *03,11203019<0*,3!,-@(//, 1-()B#-.,L4(10151)120/,(-*(50,9213*0-/,0. 121-(3)(!
(-Y/1-*0/*11/1-1)419 R,/11),123()(-*0-1056b-1) 8*1901.(1,-@(//, = :1*05()!

/191 *4<(3/451),);-@(//,1-0'@-6,/0)!,-A0),A0)! 7B(0/* A0/=.( |,-@(//,1-()1213(5!A,34)! 160!
[(20% * )N IS, 0) #S H/-*:& 1 <$#-:(-*+/#&,0-313,=3>37B

P(1250),0)!905,6-0)
#@139@851)120/,(-+())1<3(1(5!3,()61!.(1905,6-,.0.()!9,(-*30)13(/,<(-! #S%&H ®I"HS,
O)HSHI-*:& | XSh-:(-*+/H#& 0=3

F(0//,1-01.(:.2(3)(-).<,5,.0. !

06/1-)(?(10151)120/,(-*()ILA(I<4)L4(-10*(-/, =19 R,/01,-9(.,0%0 1),/(C2(3,9(-*0- /405L4(3!
)8+1901.( 13(0//,1-0%.( 1:,2(3)(-),<,5,.0.1630A()H

*30)l/1-.,/,1-()19 R,/0) !

%/1-)(?(10'51)20/,(-*() ILA(!,-@139(10)419R.,/11/405L4,(8,6-11.(' (-@(39(.0.()! -4(A0)!LILA(!
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(92(130- :1*05()!//1911,-)4@./,(-/,01/03.80/01/1-6()*,A0:)(-@(39(.0.() -(4315%6,/0):1*30)*13-1)!
04*1,-94-() 11Y,*12(-,0)BF(/19,(-.(!'  0!51)120/,(-*()L4(,-@139(%( /405L4,(3% *1901L4(!
)46,(304-01/,*12(-,0:1*05()//1911913(*1-():)0-630.1111@,(<3(12(3), )*(- '#S,

O)HS'HI-*& . <SH-1(-*+/#&,63=3,=3H3,=36B=3M

#-)*34//,1-() )1<3(!S0R-./0.(',-7(//, =

#-@139(10151)!120/,(-*()LL§0'23,9(30!,-7(// = 1.(<( 13(05,K03)(1<0?1!50!)42(3A04- 1231@(),1-05

.(1501)054.1/05,@ /0B, 14-120/,(-*( 11Y/4,.0.13 1A0100.9, -,)*303#$%&# ®:1,-)*34,35(-150)*R-,/0)!
(! 731, =171(A054031)41/020/,.0.12030!,-7(/*0312 18I </4*-(0 :12030!6030-*,K03!50!
0.9,-,)*30/, =10.(/40.0 L(! #$%&H PU"H#S$, 2/& ' $(--*+/H&)#, (&+85

H-1(51/0)1!.(151)120/,(-*()IL4(!A070-104* 5 KR! T5 4059684 ©:1,-. 8 4(5()IL4(1A

o F(*,3(-(5*02-1.(150106420! (DIT54907/(9247(171)42(*(50! T549@,39(9(-*(1/1-*30!5012, (5!(-!
(51,*1.0,-7(//, =(5(6,.18!

o  %/*A(50!T549@45)0-.1!(8<1=1.(},-7(//, =B!H5!/5,/,-.,/0!(5!,-,/,11.(150!,-7(//,=B
o GO-*(-60!50!T549¢3$%&# ®1/1-*3050!2,(5!;0)*0!L40+7(//, =-!.(5!58L4,.1,070!*(39,-0.1B!

o SO<ILA(50-7(//, =1:01%(39,-0.11/40-.1 (5R9<1511.(150!2(3,-601)(194(AI/1925(*09(-*(
:0/,010<0?11;0)*01501203*(!,-@ (3, 1B(ER 1. (150! 2(3,-60!*30-)203(=*030!2(39,*,3!LA(!(5!
231*%(/*131.(1)(643,.0.1/4<30!50!06 820

#-.,L4(10151)120/,(-*Q'L4(1.Q(/;(-  '50)!064?1?(3,-604)0.0)!11150!1T549@)0. 0!(-14-13(/,2,(-*(".(!
(5,9,-0/, =1.(11<?(*1)!24-K0-*()!0231<0.1!1213!50!E$%0(.,0*09(-*(1.()24 R!'.(")4!4)1BIndique a
los pacientes que no desechen las agujas y jeringas o Plumas sueltos en la basura

doméstica. #-.,L4(10!51)!120/,(-*()'L4("),!-11*,(-(-14- 13(/,2,(-*( '2030!50!(5,9,-0%!.(11<?(*1)!
24-K0-*()!0231<0.1!1213!50'E$246(.(-'4)03!4- 13(/,2,(-*(12030!(5!;26084()*R; (/;1 L.(!

4-125)* /113(),)*(-*(: 'L4(")('24(.0 1/(3303!/114-002@;(39 R,/0!7!13(),)*(-*('0!51)!2,-/;0K1)),-1L4(!
51)11<?(*1)!124-K0-*()!24(.0-1)05,3:!A(3*,/aB10<5(1.430-*(1(5!4)1:13(),)*(-*('0'50)! @460):!
7.(<,.09(-*( !(*,L4(*0.1)!'203@®.A(3*,8(!3(),.41)!2(5,631)1).(-*31L.(5/1-*(-(.13B!

|

#-.,L4(10151)120/,(-*O'L4(/40-.1 \(BY1-*(-(.131.(1(5,9,-0/, =1.(11<?(*1)124-KO-*()!()*R/0),!I55(-1:!
(<(3+ 1)(64,3150)!.,3(/*3,/()!.(150!/194-,.0.120301<*(-(350@ 1 3W/133(/*0. (!

003 (B/1-+(-(.131.( 1(5,9,-0/, =1.( 11<?(*1)124-KO-*()BI¥-.,L4(10151)120/,(-*()! L@A4(.(!
:0<(315(7()!()*0*05()L151/05(¥ 1-13()2(/*110150!(5,9,-0/,= 1.(106420)!7!2(3,-60)14)0.0)B!F(@,(30!0!
20/,(-*()1051),*, 11t(<!.(!50/E$%!(-1;**2aXXB@.0B6 1AX)0@();032).,)2 1BEB0! 1 <*(~(3!9)!
-@13905-1)1<3(150!(5,9,-0/=1)(6430!.(11<?(*1)124-K0-*()!712030! 1<*(-(3!,-@1380()2(/ 8@,/0!
)1<3(150!(5,9,-0/=1.(11<?(*1)124-KO-*()\(-! 50/,4.0.!(-! SOLA(IA, A(-B

Indique a los pacientes que no desechen su contenedor de desechos de objetos punzantes usados
en la basura doméstica, a menos que las directrices de la comunidad lo permitan. Indique a los
pacientes que no reciclen el contenedor de eliminacion de objetos punzantes usados.
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