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Resposta Inmune Innata i Adaptativa en la génesis de la AR
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Resposta Immune Innata i Adaptativa en la genesi de la AR
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Protagonisme del TNF en malalties Immunomedides

Anti-inflammatory cytokines
(IL-10, IL-1Ra, scluble
TNFR, IL-11)

Bone and cartilage
destruction

Pro-inflammatory cytokines
(such as IL.-6, IL-8, GM-CSF)

Macrophage

Feldmann M. Nat Rev Immunol. 2002; 2(5): 364-71.



Estrategies en el bloqueix de citocines inflamatories

Cytokine—Receptor Interaction

Description

Examples

Normal interaction
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Binding of an inflammatory
cytokine to its receptor leads to
the production of inflammatory
effector molecules.

Tumor necrosis factor a,
interleukin-1, and interleukin-6

Neutralization of cytokines

/

v

/ 4
Soluble Monpg:;c:inal
receptor antibody

No signal

The cytokine is prevented from
binding to its cell-surface receptor
by soluble receptor, natural
antagonists, or monoclonal
antibody.

Soluble tumor necrosis factor-
receptor fusion proteins
(etanercept), soluble
interleukin-1 receptor, monoclonal
antibody against tumor necrosis
factor (infliximab, adalimumab
nerelimomab), ana monoclonal
antibody against interleukin-6




Molécules anti-TNF

Mouse y Human
variable variable
region | region
Human IgG1
Infliximab
REMICADE®

Centocor Inc.

Adalimumab
HUMIRAT™

Abbott Laboratories

Human IgG1 Fc

Human
TNFRp75
(TNFR2)

Etanercept

ENBREL®

Amgen Inc.
Immunex Corp.



Diversitat en la eficacia dels antagonistes del TNF

Clinical profile of TNF antagonists

Infliximab Etanercept Adalimumab
Brand name REMICADE ENBREL HUMIRA
Synonyms/historical cA2 p75STNFR-Fc D2E7

EU registration
US registration

RA, PsA, AS, CD, UC, Ps
RA, PsA, AS, CD, UC, Ps

RA, PsA, AS. JIA, Ps
RA., PsA, AS, JIA, Ps

RA, PsA, AS, CD, Ps
RA, PsA, AS, CD

Efficacy in RA - e e
Efficacy in PsA +++ ++ -+
Efficacy in AS +++ +++ -
Efficacy in CD +++ —~ -+
Efficacy in UC +++ ND ND
Efficacy in Ps +4+ ++ R
Efficacy in JIA ++ s ND
Efficacy in Wegener’s ++ — ND
granulomatosis
Efficacy in sarcoidosis ++ - ND




Diversitat en la eficacia dels antagonistes del TNF

Factores que influyen en la eficacia:
e Actividad Biologica
Capacidad de unidon a tm-TNF y s-TNF
Bloqueo de la actividad del s-TNF
Seializacion Reversa. Supresion de sintesis de citocinas via tm-TNF
Induccidn de apoptosis via tm-TNF
Citotoxicidad mediada por complemento y tm-TNF. CDC
Citotoxicidad mediada por células y tm-TNF . ADCC
e Vias de administracion. SC, IV
e Dosis de administracion. mg/Kg
e Farmacocinética: vida media, aclaramiento, volumen de distribucion
e Concentracion en suero. Ventana Terapéutica
e Inmunogenicidad

e Monoterapia vs Terapia Combinada



Diversitat en la eficacia dels antagonistes del TNF

Factores que influyen en la eficacia:

e Vias de administracion. SC, IV
e Dosis de administracion. mg/Kg
e Farmacocinética: vida media, aclaramiento, volumen de distribucion

e Concentracion en suero. Ventana Terapéutica



Farmacocinética dels Anti-TNF. Dosis, Nivells

Table 1 Pharmacologic comparison of adalimumab, etanercept and infliximab in rheumatoid arthritis.@

Drug Peak level (mg/l) Mean concentration (mg/l) Half-life (days) AUC/TP (mgh/l)
Adalimumab 7.7+3.4 55+2.5 ~14 830+850
Etanercept 2.4+1.5 1.78+0.9 ~4.25 297 + 167
Infliximab 192 + 51 37.1 11.6+4.6 122,000+ 34,400

AData shown are for patients administered with adalimumab 40 mg subcutaneously every other week, and subcutaneous
etanercept 50 mg weekly, except for half-life, which is derived from 25 mg twice weekly. Infliximab data are derived from

5 mg/kg dosing with peak level and half-life measured after a single infusion, whereas mean concentration was determined at
8 weeks.21 PArea under curve/time—the ratio of AUC over the dosing period for adalimumab and etanercept for rheumatoid

Infliximab

Adalimumab

Concentration (pg/mL)

Etanercept

12 16
Time (Week)




La finestra terapéutica. Nivells de Farmac
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Diversitat en la eficacia dels antagonistes de TNF

Factores que influyen en la eficacia:

e Inmunogenicidad <




Supervivencia del farmac anti-TNF
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Figure 1. Kaplan-Meier curve for time to anti-tumor necrosis
factor (anti-TNF) agent discontinuation (drug survival). All causes
of discontinuation were analyzed together. The survivor curve
was adjusted for rheumatoid factor positivity, baseline disease
activity scores (Disease Activity Score in 28 joints), baseline levels
of functional disability (Health Assessment Questionnaire), year
of treatment initiation, and failure of previous anti-TNF agents.
ADA = adalimumab; INF = infliximab; ETA = etanercept.



Resposta Immunolégica. Inmunogenicitat




Biologics en Malalties Immunomediades

INN Etanercept < Adalimumab Tocilizumab = Abatacept Infliximab
) Human Humanised i Chimeric Chimeric
Human fusion Human fusion
Structure rotein monoclonal monoclonal rotein monoclonal monoclonal
P antibody antibody P antibody antibody
\ / > { ' 4 ¢/ \ / Y ard A\
Inhibition of
Mode of e e e e .
“ction TNF inhibition | TNF inhibition | IL-6 inhibition T-cell TNF inhibition |B-cell depletion
co-stimulation

Horneff G. Expert Opin Biol Ther 2013;13:361-76.



Efecte de |la estructura en la Immunogenicitat

INN Etanercept = Adalimumab Tocilizumab = Abatacept Infliximab
. Human Humanised . Chimeric Chimeric
Human fusion Human fusion
Structure rotein monoclonal monoclonal rotein monoclonal monoclonal
P antibody antibody P antibody antibody
OW 42O ® 2 #
st At \ 0 s ¢
Non- Neujcrallz-lng . Non- Neutralizing Neutralizing
. . antibodies Neutralizing . 0 .
Possible neutralizing . . neutralizing antibodies to | antibodies to
. - against the antibodies to . : :
immune | antibodiesto | . . antibodies to the murine the murine
. idiotype of the the Fab . . . . :
response the hinge . the hinge regions in the | regions in the
. molecule in the fragment .
region region Fab fragment | Fab fragment

Fab fragment

Wolbink GJ, et al. Curr Opin Rheumatol 2009; 21: 211-15.




Anticossos Neutralizants vs No Neutralizants

Anticuerpos Neutralizantes Anticuerpos No neutralizantes

Figure2 HAMA are formed in the presence of the chimeric monoclonal antibodies (mAbs) and HAHA are formed in the
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Anticossos Neutralizants vs No Neutralizants

Adalimumab elicits a restricted anti-idiotypic
anthOdv respﬂnse In autoimmune patlents rESUItmg Conclusions The humoral iImmune response against

adalimumab i1s highly restricted and limited to the

In funCtlonal HEUtrallsatlon idiotype of the therapeutic antibody. All antibodies resuft

in functional neutralisation of the drug, thereby providing
a mechanism by which AAA formation leads to clinical
non-response.

Pauline Avan Schouwenburg,’ Lotte A van de Stadt,’? Rob N de Jong,?
Esther E L van Buren,” Simone Kruithof," Els de Groot," Margreet Hart,’

S Marieke van Ham,' Theo Hispens,' Lucien Aarden,’ Genit Jan Wolbink, '
Diana Wouters'

Ann Rheum Dis 2013;72:104-109. doi: 10.1136/annmheumdis-2012-201445
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Formacio d’Anticossos Anti-Farmac

Anticuerpo Bloqueo
Anti-Infliximab Parcial

[

U@ INFLIXIMAB ﬂ@

Figure2 HAMA are formed in the presence of the chimeric monoclonal ame presence of the chimeric monoclonal an
nresence of hiimanized monoclonal antihodies The antibodies mav he rlonal antihndies The antibodies mav he v



Formacio d’Anticossos Anti-Farmac

Anticuerpo Bloqueo
Anti-Infliximab Total

/4

).

INFLIXIMAB

TNF soluble
TNF soluble

Actividad Proinflamatoria



Monitorizacio tractament anti-TNF: Ac i dosis

—— nflixmab —&— anti-inflixmab —e— DAS28
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Perfil tipico de un paciente con una pérdida de respuesta secundaria al tratamiento.
El infliximab se encuentra en niveles subterapéuticos, existen anticuerpos anti-infliximab positivos.

El indice de actividad de la enfermedad aumenta.



Monitorizacio tractament anti-TNF: Ac i dosis

e Disponible Infliximab, Adalimumab, Etanercept, Tocilizumab
e Monitorizacion terapia Infliximab: X [ ]

e Dosificacion del Farmaco Libre ug/ml

e Dosificacion de la presencia de Anticuerpos Libres UA/ml

e No discrimina Ac Neutralizantes

Ensayos de IFX Ensayo de anticuerpos contra IFX

TMB 450 nm
TMB 450 nm

Reagent E \_j
Reagent E

Reagent D
IFX de la curva
Reagent C o de la muestra
A TNF

> Standard (IFX)
Reagent A




éQuan obtenir les mostres? Nivells Vall

Ciclo de toma @5 Ciclo posterior
de muestra 27 \

Ciclo previo

Farmaco en sangre

~
——
————
DT —

[ 5 v |
Administracion Tlempo entre tratamientos Administracion

del farmaco del farmaco

v

Extraer las muestras séricas en el punto “valle” es imprescindible para:

= Permitir la deteccidon de anticuerpos anti-farmaco evitando interferencias con
concentraciones elevadas de farmaco en sangre (e.g. tras el tratamiento)

= Permitir la comparacion de medidas en el tiempo en el mismo paciente
= Permitir la comparacion entre pacientes y centros



Monitorizacio tractament anti-TNF: Ac i dosis

Infliximab (ug/ml)
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Monitorizacion tratamiento anti-TNF: Ac positivos

Tratamiento cada 8-9 semanas, en la cuarta infusion aparecen anticuerpos y el
farmaco es subterapéutico
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Monitorizacion tratamiento anti-TNF: Frecuencia

Si el tratamiento es mayor de 8 semanas...
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Monitorizacion tratamiento anti-TNF: Frecuencia

Pero, si el tratamiento vuelve a ser cada 8-9 semanas...
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Monitorizacio tractament anti-TNF: Ac i dosis

Tratamiento cada 8-9 semanas, en la cuarta infusion aparecen anticuerpos y el
farmaco es subterapéutico
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Factors que influxen en la Immunogenicitat

Caracteristicas Individuales del Paciente
— Inmuno-competencia del paciente (infecciones incrementan la inmunogenicidad)
— Predisposicion (Polimorfismos en el gen IL-10
— Otros factores del perfil genético

Factores relacionados con el farmaco
— Contaminantes en el proceso de sintesis
— Propiedades estructurales
— Variaciones en la secuencia /componentes murinos
— Capacidad de union a la diana
Deteccidn de anticuerpos anti-farmaco
— Tipo de ensayo (ELISA, RIA)
— Tiempo de obtencion de la muestra
— Duracion del tratamiento
Factores relacionados con el Tratamiento
— Dosis y frecuencia de administracion (altas dosis bajan ADAbs, el espaciado los aumenta)
— Ruta de administracion (iv > sc)
— Uso de terapia combinada con farmacos inmunomoduladores

Jani M, et al. Rheumatology (Oxford). 2013 Aug 14. [Epub ahead of print]



Immunogenicitat. Reaccions Adverses

Generacion de Anticuerpos frente a proteinas terapéuticas
o Reduccion de la eficacia del tratamiento por bloqueo. Neutralizantes
e Incremento en la eliminacion del farmaco. Reduccion en suero
e Incremento de las reacciones adversas. Infusion, area inyeccion

Consideraciones generales al farmaco
e Las diferencias estructurales influyen sobre la inmunogenicidad
e Los Ac quiméricos son mas inmunogénicos que los humanizados
o Efecto de Tolerancia a altas dosis
o La terapia combinada con inmunosupresores reduce los Ac
e Las infecciones bacterianas agudas estimulan la inmunogenicidad



Diversitat en la eficacia dels antagonistes de TNF

Factores que influyen en la eficacia:

Monoterapia vs Terapia Combinada <



Monoterapia vs Terapia Combinada

percentage of patients developing anti-adalimumab
antibodies per baseline methotrexate dose group
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Krieckaert CL, et al. Ann Rheum Dis 2012;71:1914-1915



Monoterapia vs Terapia Combinada

A DAS28(CRP) < 3.2 B DAS28(CRP) < 2.6
100, ex 1007
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Figure 2 Clinical and functional efficacy following 26 weeks of open-label adalimumab in combination with different doses of MTX. Proportion of
patients achieving DAS28(CRP) <3.2 (A), <2.6 (B), ACR70 (C) and change from baseline HAQ-DI<—0.22 (D). DAS28, 28-joint disease activity score;
CRP, C reactive protein; ACR, American College of Rheumatology; HAQ-DI, Health Assessment Questionnaire Disability Index; ADA, adalimumab;
MTX, methotrexate. Missing values were imputed using non-responder imputation. *, ** and *** denote statistical significance at the 0.05, 0.01
and 0.001 levels, respectively.

Burmester G-R, et al. Ann Rheum Dis 2014;0:1-8. doi:10.1136/annrheumdis-2013-204769



Terapia Combinada Puntual. Rescat dels Anticossos

A Patient 1 B Patient 1
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Addition of an Immunomodulator to Infliximab Therapy Eliminates
Antidrug Antibodies in Serum and Restores Clinical Response of Patients
With Inflammatory Bowel Disease

SHOMRON BEN-HORN" MATTI WATERMAN.® LRI KOPYLOV,® MiRI YAVZORL® ORIT PICARD," ELLA FUDIM,*
HALIM AWADIE," BATIA WEISS," and YEHUDA CHOWERS!

gt o ottty et Ml o Sk St o Mo, T A Uty T v it G s .- CLINICAL GASTROENTEROLOGY AND HEPATOLOGY 2013;11:444-447

0o bsaturo of Technoiogy, Mol el



Terapia Combinada Puntual. Rescat dels Anticossos
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Nivells i Inmunogenicitat. Reumatologia Hospital Clinic

70 pacients amb ineficacia secundaria/efectes adversos

35
30

30
M Total Patients Patients AB positive

25

20

15
11

10

Adalimumab Infliximab
37.7% dels pacients tractats amb Ac monoclonals
0% de tractats amb etanercept

Immunogenicity induced by tumor necrosis factor antagonists in chronic inflammatory arthropathies:

Retrospective study in clinical practice conditions.

José Inciarte, Maria Victoria Hernandez, Sonia Cabrera-Villalba, Virginia Ruiz-Esquide, Julio Ramirez, Juan D Cafiete,
*Jordi Yagiie, and Raimon Sanmarti.

Arthritis Unit. Department of Rheumatology. * Department of Immunology. Hospital Clinic. Barcelona.



INMUNOREMAR

INMUNOgenicitat de pacients en REMisi6 o baixa activitat de la malaltia, amb
diagnostic de ARtritis reumatoide o psoriasis poliarticular en tractament anti-TNF.

Determinar si els nivells de farmac o la presencia de anticossos anti-farmac
s'associen a la recurréencia clinica (perdua de la remissid o baixa activitat de la
malaltia) durant un any de seguiment en pacients amb malalties reumatiques
croniques (artritis reumatoide i artritis psoridsica poliarticular) en remissio clinica o
amb una baixa activitat de la malaltia en tractament amb inhibidors del TNF
(adalimumab, etanercept, infliximab).



INMUNOREMAR

INMUNOgenicitat de pacients en REMissio o baixa activitat de la malaltia, amb diagndstic
de ARtritis reumatoide o psoriasis poliarticular en tractament anti-TNF.

Multicentric, observacional, prospectiu d’un any de seguiment.

0 mesos 4 mesos 8 mesos 12 mesos

CLINIC _|||||__ Bellvitge ' Parc Tauli Sabadell

HOSDitﬁ' Hospital Universitari

Hospital Universitari

187 pacients inclosos (106 Artritis Reumatoide i 81 Artritis Psoriadsica poliarticular)



NIVELLS SERICS D’ANTAGONISTES DEL TNF EN LA ARTRITIS REUMATOIDE: ¢PODEM
ESTABLIR UN PUNT DE TALL PER DEFINIR UNA BONA RESPOSTA CLINICA? ADALIMUMAB

DAS28<2.6 DAS28>2.6
Remissio No Remissio

Adalimumab (mediatDE) 6.614.6 3.5£10*
(n=54)

* p=<0.001

DAS28<3.2 DAS28>3.2
Baixa Activitat Act Moderada Alta

Adalimumab (media+DE) 6.314.5 3.2+10%*
(n=54)

* p= <0.001

Sanmarti et al. Abstract SER 2015



NIVELLS SERICS D’ANTAGONISTES DEL TNF EN LA ARTRITIS REUMATOIDE: ¢ PODEM
ESTABLIR. UN PUNT DE TALL PER DEFINIR UNA BONA RESPOSTA CLINICA?
ETANERCEPT

DAS28<2.6 DAS28>2.6
Remissio No Remissio

Etanercept (mediatDE) 2.3x1.4 1.3+1.2*
(n=73)

* p=<0.001

DAS28<3.2 DAS28>3.2
Baixa Activitat Act Moderada Alta

Etanercept (mediaDE) 2.3+1.2 0.6+0.5*
(n=73)

* p= <0.001

Sanmarti et al. Abstract SER 2015



NIVELLS SERICS D’ANTAGONISTAS DEL TNF EN LA ARTRITIS REUMATOIDE: ¢ PODEM

ESTABLIR UN PUNT DE TALL PER DEFINIR UNA BONA RESPOSTA CLINICA?

1.0

AUC =0.81 95%CI( 0.682 to 0.939)

Nivells sérics d’Adalimumab: 1.336ug/mL.
Sensibilitat: 81.8%
Especificitat: 80.9%

Cut-off for Adalimumab blood levels, than maximizes
sensitivity and specificity simultaneously: 1.336
Sensitivity = 81.81%

Specificity = 80.95%

PPV =87.10%

NPV=73.91%

Likelihood ratio + =4.29

Likelihood ratio <= 0.22

Post-Test Odds ratio = 2.62

0.8

0.6

Cut-offAdalimumab 6 months, Chen 2014: {.274
Sensitivity = 81.81%
Specificity = 80.95%

PPV =87.10%
NPV=73.91%

Likelihood ratio + =4.29
Likelihood ratio - = 0.22
Post-Test Odds ratio = 2.62

Sensitivity

0.4

0.2
|

Cut-off Adalimumab 12 months, Chen 2014; 1.046

. . . Sensitivity = 81.81%
Punt de Tall: baixa actividad vs act moderada alta Speciicity = 80.05%
PPV =87.10%

36 pacients actius NPV=TION
91 pacients INMUNOREMAR :

Likelihood ratic - = 0.22
Post-Test Odds ratio = 2.62

0.0

I I I I I I
1.0 08 0.6 04 0.2 0.0

Specificity

Sanmarti et al. Abstract SER 2015



Algoritme Terapeutic en No Responedors. Nivells i Ac

Suboptimal TNF inhibitor
ADAD -

Non-response to
TNF inhibitor

l

Drug concentration and ADAb measurement

Increase dose or
injection frequency

Suboptimal TNF inhibitor
ADAbD +

Optimal TNF inhibitor
ADAD +

Switch to

another TNF inhibitor

Vincent F B et al. Ann Rheum Dis 2013;72:165-178

Optimal TNF inhibitor
ADAD -

Switch to biologic with
another mechanism of action




Algoritme Terapeutic Nivells cada 3 mesos

Maintain
Responder Decrease Tx |
Detect
Non- mggnz:zi*sm
responder ;
. of action
-
Drug lev3e » Re-evaluate |
i diagnosis
__months I |
Responder ; Stable
Active remission:
synovitis? | consider
EEEE— stop therapy |
ADA + Stop therapy,
| | Non- : Swto less. ‘
Und responder immunogenic
- __drug

Assess ADA

Re-evaluate |
diagnosis

Assess Respondcr y Stable
Complian Active | remission:
bl synovitis? consider
1 SW  stop therapy/
weight ‘
adjusted? | Repeat tests

Non-

‘m Assisted drug/
admin

Garces S, et al. Ann Rheum Dis. 2013 May 11. [Epub ahead of print]



Immunogenicity of anti-TNF biologic
therapies for rheumatoid arthritis

Pauline A. van Schouwenburg, Theo Rispens and Gerrit Jan Wolbink

Immunogenicity data should ideally be reported
along with assay strategy and characteristics, so that the
results can be interpreted in the appropriate context and
standardized with regard to the timing of blood sam-
pling (that is, using samples drawn at the same time after
the last drug dose).” However, information on assay

cles, making data interpretation difficult. In clinical prac-
tice, therefore, measurement of active drug levels—the
amount of drug that is available to bind to TNF—is
the most valuable method of predicting the response to
anti-TNF biologic agents. However, in order to investi-
gate the immunological processes that underlie ADA for-
mation, it is important to realize that a discrepancy can
exist between the amount of ADA produced in patients
and the levels of ADA detected by the different assays.

van Schouwenburg, P. A. et al. Nat. Rev. Rhaumatol. advance onfine publication 12 February 2013; doii10,1038/nrrhaum 20134



Experiencia de Monitorizacion en el Manejo de Ell

Caracteristicas basales de los pacientes

Ne@ Pacientes (N) 101 pacientes
Género
Hombres 46 (45%)
Mujeres 55 (55%)
Edad, afnos (media, DE) 38,11.6
Tipo Ell
E Crohn 79 (78%)
Colitis Ulcerosa 29 (29%)
Colitis Indeterminada 1(1%)
Tiempo Evolucion de Ell, afios (media, DE) 3.04, 1.85
Tipo de afectacion
ECLuminal 51 (50%)
ECFistulizante 17 (17%)
EPA 13 (13%)
Colitis Ulcerosa 20 (20%)
CU izquierda 7
CU extensa 6
CU pancoldnica 7

Biologico administrado

Infliximab 60 (59%)

Adalimumab 41 (41%)
Tratamiento concomitante

Ninguno 51 (50%)

Azatioprina/6mercaptopurina 40 (40%)

Metotrexate 8 (8%)

Corticoides 2 (2%)



Monitorizacion tratamiento anti-TNF: Ac y dosis

ﬁOT!VO DE SOLICITUD DE NIVELES: \\

Pérdida de respuesta
* Pérdida de respuesta
* R. hipersensibilidad

Control de respondedores
* Desintensificacion
* Control post-intensificacion
* Control post-desintensific

\' Retirada j

2

Niveles IFX/ADA
Titulos Ac IFX/ADA

B

/R_ECOM!_:'NDACIONE_S:

»No cambios

» Desintensificacion
» Intensificacion
»Cambiode anti-TNF

\F‘Stop anti-TNF

\

/




Anticuerpos en Respondedores vs No respondedores

Motivo Solicitud Niveles N Niveles Anti-TNF (pg/ml) Titulos Ac (ug/ml) Positividad Ac
Pérdida de respuesta 59 Media/SD 3.13/4.6 Media/SD 6704/31358 13 (22%)
Mediana 1.94 Mediana 0
Control de respondedores 42 Media/SD 6.84/13.8 Media/SD 4.64/18 3(7%)
Mediana 4.49 Mediana 0

p=0.06 p=0.17 p=0.04




Niveles Terapéuticos IFX 2ug : Respondedores vs No Respondedores

Pacientes con pérdidade PresenciaAc
respuesta

Terapéuticos (>2 ug/ml) 12 (34%) 16 (67%)

Infraterapéuticos (<2 pg/ml) 13 9 (26%) 4 (17%)
Indetectables 18 14 (40%) 4 (17%)
59 35 24
p=0.04

Presencia Ac

Pacientes respondedores

15 (60%)

Terapéuticos (>2 ug/ml) 14 (82%)

Infraterapéuticos (<2 ug/ml) 9 7 (28%) 2 (12%)
Indetectables 4 3(12%) 1(6%)
42 25 17

p=0.31




Niveles Terapéuticos ADA 2ug : Respondedores vs No Respondedores

Pacientes con pérdidade PresenciaAc

respuesta
Terapéuticos (>4 ug/ml) 15 6 (17%) 9 (37%)
Infraterapéuticos (<4 pg/ml) 26 15 (43%) 11 (46%)
Indetectables 18 14 (40%) 4 (17%)

59 35 24

p=0.09

Pacientes respondedores PresenciaAc

Terapéuticos (>4 ug/ml) 10 (40%) 12 (71%)

Infraterapéuticos (<4 ug/ml) 16 12 (48%) 4 (23%)
Indetectables 4 3(12%) 1(6%)
42 25 17

p=0.15




Toma de Decisiones Terapéuticas

Pt ysicians’ strategy post-measurement of sDL and hADA

C s
Aiysicans Ho Desintens Intensif SWith Stop TOTAL
strategy changes Biol Biol
pie- No
10 2 2 1 0 15
measurement o
changes 67% 13% 13% 7% 0% 100%
sDL and hADA
Desintens ; 13 0 0 0 20
35% 65% 0% 0% 0% 100%
Intensif 19 3 14 4 3 43
44% 7% 33% 9% 7% 100%
S‘;’_itfh 4 2 0 2 2 10
= 40% 20% 0% 20% 20% 100%
Stop Biol
0 0 0 0 12 12
0% 0% 0% 0% 100% 100%
40 20 16 7 17 100
40% 20% 16% 7% 17% 100%

p<0.001




Estrategia Terapéutica

Pt ysicians’ strategy post-measurement of sDL and hADA

c &g
s Ho Desintens Intensif SWith
strategy changes Biol

pre- No
measurement o changes
sDL and hADA

10

Desintens

Intensif

Switch

Biol

Stop Biol




Estrategia Terapéutica con Niveles y Ac

Physicians’ strategy post-measurement of sDL and hADA

Physicians’ No
strategy changes
pre- No

Switch Stop

TOTAL
Biol Biol

Desintens Intensif

10 2 2 1 0 15
measurement of
changes 67% 13% 13% 7% 0% 100%
sDL and hADA
Desintens ; 13 0 0 0 20
35% 65% 0% 0% 0% 100%
Intensit 19 3 14 4 3 43
44% 7% 33% 9% 7% 100%
S‘;’_"Th 4 2 0 2 2 10
i 40% 20% 0% 20% 20% 100%
Stop Biol
0 0 0 0 12 12
0% 0% 0% 0% 100% 100%
e 40 20 16 7 17 100
40% 20% 16% 7% 17% 100%

p<0.001




Estrategia Terapéutica con Niveles y Ac

Physicians’ strategy post-measurement of sDL and hADA

& & iy
PhVS|CIanS Ho Desintens Intensif SWiitel Sp
strategy chapges Biol Biol

pre- No
measurement of [EFTIPYFoR
sDL and hADA

TOTAL

Desintens

Intensif

Switch

Biol

Stop Biol

TOTAL




Estrategia Terapéutica con Niveles y Ac

Physicians’ strategy post-measurement of sDL and hADA

S
PhVS|CIanS Ho Desintens Intensif SWith Stop TOTAL
strategy changes Biol Biol
pre- No
10 2 2 1 0 15
measurement of
Lhangee 67% 13% 13% 7% 0% 100%
sDL and hADA
Desintens ; 13 0 0 0 20
35% 65% 0% 0% 0% 100%
Intensif
Switch
Biol
40% 20% 0% 20% 20% 100%
Stop Biol
0 0 0 0 12 12
0% 0% 0% 0% 100% 100%
Hotil 40 20 16 7 17 100
40% 20% 16% 7% 17% 100%

p<0.001




Estrategia Terapéutica con Niveles y Ac

Physicians’ strategy post-measurement of sDL and hADA

s
il No Desintens Intensif switch o TOTAL
strategy changes Biol Biol
pre- No
10 2 2 1 0 15
measurement of
changes 67% 13% 13% 7% 0% 100%

sDL and hADA

Desintens

Intensif
44% 7% 33% 9% 7% 100%
S‘;’_"Th 4 2 0 2 2 10
i 40% 20% 0% 20% 20% 100%
Stop Biol
0 0 0 0 12 12
0% 0% 0% 0% 100% 100%
e 40 20 16 7 17 100
40% 20% 16% 7% 17% 100%

p<0.001




Conclusiones :

La deteccion de niveles de farmaco y anticuerpos se ha incorporado al algoritmo
terapéutico para la toma de decisiones en la unidad de ElI.

Se han definido niveles terapéuticos: IFX 2ug/mly ADA 4 ug/ml

Los niveles de farmaco fueron superiores en los pacientes con respuesta

La presencia de anticuerpos en pacientes no respondedores se detecta solo en el 12.5-
37 % de los pacientes.

La medicion de niveles de farmaco y Ac ha tenido un impacto significativo en la practica
diaria evitando un alto numero de intensificaciones y permitiendo el aumento de
desintensificaciones.

Optimizacion de recursos econdmicos al ajustar la dosis a cada paciente

Las técnicas de deteccidon de niveles y farmacos son muy pocas y no existe un consenso
sobre su especificidad. Homologacion.

Existe la necesidad de realizar estudios inter-centros para llegar a este consenso y

homogeneizar los valores y su significado clinico.



