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* IL17A: papel relevante en las enfermedades inflamatorias de
etiologia inmune.

» IL17F: ??

Bimekizumab: anticuerpo monoclonal humanizado anti IL17A e
IL17F (UCB).

Estudios en APso y otras enfermedad de etiologia inmune.




Valoran el papel de IL17F en la inflamacion crénica en tejidos de
pacientes con APso y sobre las células asociadas.

Ver el efecto de la neutralizacion dual frente a la de la IL17A sola:

Estimulo con IL17F produce un incremento de mediadores
inflamatorios (IL-6 e IL-8), pero menos que IL17A.

EL blogueo dual da mayores reducciones de IL-6 e IL-8 que el
bloqueo solo de IL17A.
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mRDCI: indice de comorbilidades en enfermedades reumaticas modificado.

Valoran: Impacto en la supervivencia y la efectividad de las terapias bioldgicas (DAS28 < 2.6).
Retrospectivo.

Resultados:
*  mDRCI basal esta asociado con el numero de cambios de tratamiento bioldgico.
» Persistencia del fdrmaco es mayor en aquellos cuyo mRDCI=0 que en los que es >2 (no en AR).

»  Predictor de descontinuacion definitiva del farmaco y de la imposibilidad de alcanzar la
remision DAS28.
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Figure 1. Kaplan-Meier curves for patients affacted with Rheumatoid arthritis (RA), Spondyloarthritis (SpA), and
Psoriatic Arthritis (PsA)
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Retrospectivo: EA (7), APSo (4), nr-axSpA (1) y SpA asociada a Ell (1).
24 ojos de 13 pacientes, 84.6%: TB previa.

Seguimiento de 13.1 + 6.6 meses (6-27):

* 9 pacientes siguen CZP.

* 10 ojos mejoraron la agudeza visual AV, 10 se mantuvieron establesy 2
empeoraron.

» 4 abandonos: 2 por empeoramiento articular, 1 edema macular y 1 uveitis activa.
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Pacientes con TB, 782 N, multinacional, transversal.

36% tiene dolor severo.

Condiciona el deterioro de las medidas de desenlace mas
comunes HRQOL, SF-36, EQ-5D, HAQ-DI, perfil laboral,
desempleo y jubilacion.



Spydergram?® of Health-Related Quality of Life by SF-36*

Physical Functioning
100

Mental Health _ Role Physical

. Bodily Pain
Role Emotional (REFERENCE)
Social Functioning ~ General Health

Vitality

B No/mild pain (n=252%) B Moderate pain (n=231%) i Severe pain (n=284%)

*P<0.0001 for all domains shown
FMinimum base, base varies for each domain
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Tras un evento CV: buscar cambios en los tratamientos inmunosupresores.
Evento CV: IAM, ACV, repermeabilizacion cardiaca.
9 afos de seguimiento: de 2006 a 2015, N=9529:

» 73% persisten en su tratamiento previo: mas los que solo toman sFAMES solo y i-
TNF asociados a SFAMES combinados.

* Menos persistencia en aquellos con TB no i-TNF.

» Aquellos que los suspendian eran mas mayores, tenian PSO y ACV.




Table 1. DMARD treatment patterns for RA, PsA, or PsO patients following an initial CV event (N=9,529)

Treatment prior to CV event

DMARD treatment
persisted, n (%)

DMARD treatment
switched, n (%)

All DMARDs treatment
discontinued, n (%)

N
Entire study sample 9,529 6,985 (73.3%) 1,498 (15.7%) 1,046 (11.0%)
TNFi monotherapy 1,760 1,323 (75.2%) 232 (13.2%) 205 (11.6%)
TNFi + csDMARD combination therapy 1,514 1,160 (76.7%) 299 (19.7%) 55 (3.6%)
csDMARD monotherapy 4,369 3,320 (76.0%) 528 (12.1%) 521 (11.9%)

22 csDMARDs combination therapy

Non-TNFi biologic monotherapy
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Non-TNFi biologic + csDMARD combination therapy

e

518 (64.1%)

445 (62.0%)
e

219 (60.8%)

248 (30.7%)

63 (8.8%)

T T T TR S T T T Y

128 (35.6%)

42 (5.2%)

210 (29.2%)

13 (3.6%)
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Ixekizumab: Ac monoclonal de alta afinidad para IL-17.

vs PBO en iTNF- IR, estudio de 24 semanas.

iTNF-IR: IR o intoleranciaa 1 6 2 iTNF.

IXE 160 mg dosis inicial, seguida de 80 mg cada 2 0 4 semanas.

No hubo diferencias en las entesitis, pero si en las dactilitis en el
grupo que tomaba cada 4 semanas.
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Week12

 Week 24

Placebo IXEQ4VY IXEQ2W B Placebo IXEQ4WW IXEQ2W
Outcomes (N=118)  (N=122) (N=123) | (N=118)  (N=122) (N=123)
ﬁgfﬂ 26(220) 61(500p* 59 (43.0y% 23(195) 65(53.3)* 50 (48.0)*
ﬁ.ﬁf’” 4(34) 383117 4133378 6(51) 43352 413337
ﬁﬁ}m 2(17) 1B(148F  13(106) 0 27 (221 15(122)
E‘;ﬁ':[’S'E?FB 0.1(0.06) -0.4(0.06)* -0.4(0.06)" | -0.2(0.08) -0.6(0.07)* -0.4(0.07)
DAS28.CRP CFB " | _ - =
ey 0.6(017) -18 (01T -15(0.16)* | -0.8(0.20) -2.1(0.19) -1.8(0.18)
hfh'l “i}; 20/69(29.0) 19/68(27.9) 20/84 (34.5) | 15/60(217) 24/68(35.3) 26/84(31.0)
LDIB {0)°
o {%‘E_:' 514 (35.7) 19128(67.9) 12120 (60.0) s
msn',:}f’c 7067 (10.4) 30/68 (57.4) 42/68 (61.8)8| 10/67 (14.9) 38/68 (55.9)* 41/68 (50.3) 48

Minimal disease

actiity (MDA) | 8(51) 31254 2101708

34 (27.9y* 29236y~

n (%) ¥

Safety, n (%) - PO e & - T

TEAE - - - 76 (64.4) 23 (68.0) 80 (V3.2)

SAE - - - 4 (3.4) 3 (2.5) 8 (6.5)

Discontinued

— = - - - 6 (5.1) 5 (4.1) 8 (6.5)

Infections - - - 35 (29.7) 47 (38.5) 47 (38.2)
Serious - - - ] 0 3(24)
_Dra_l canf!ida - - — 0 0 4(3.3)

Irl.la-am: Sglte = o = 5(4.2) 14 (11.5% 29 (23.6)*

Abbreviations: CFB=change from baseline; SAE=serious adverse event.
20nly pts with enthesitis at baseline (LEI=0)were included inthe analysis.

Only pts with dactylitis (LDI-B=0)at baseline were included.

“Only pts with psoriaticlesions 3% of BSA at baseline were included.
Ynjection site reactions is a high-level term consisting of multiple lower-level terms.

*P=0.05*F=0.001.
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»

»

Fase 3, de 6 meses de duracion.

> 1iTNF-IR.

Placa de psoriasis al inicio.

Requeria seguir con csFAME.

5mgy 10 mg, en dos tomas diarias.
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Up to M3 Up to M&
Placebo | Placebo - tofacitinib | Placebo — tofacitinb|  Tofacitinib Tofaciinib
N=131) 5 myg BID 10 mg BID 5 mg BID 10 mg BID
(=GB} (MN=65) =121} IN=132)
AEs, n (%) 58 (44.3) 40 (B0.6) a5 (58.5) (71.0) 6 (72.7)
SAEs, n (%) 3(2.9) 2 (3.0} 1(1.5 5(3.8) B (6.1)
Discontinuation due to AEs, n (%) 5(3.8) 2 (3.0) 3 (4.6 5(3.8) 11 (B.3)
Deathe, n (%) 0 0 i 0 o
AEs of special interest, n (%) [day of onaet]
Serious infection o 0 o 2 (1.5 [135, 168] | 2 (1.5 [10, 69]
Herpes zoster (all non-serious) 0 0 o 1 (0.8 [77] 2 (1.5) [8, 156]
Malignancy o 0 o o o
MACE- a a 0 1(0.8) [245] 1 (0.8) [2d]

MNominal *p=0.05, **p<0.001, **p=<0.0001 va placebo; tAchieved statistical significance at p=0.05 per the pre-specified step-down testing procedurs;
dashed line indicates the end of the placebo-contmlled pericd; *All patients who received =1 dose of study medication; ¥ncluding non-melanoma skin cancer;
“Far thia trial, MAGCE included one myoccardial infarction and one cerebrovascular evant (atroke)
ACH, American College of Rheumatology; AE, adverss event; BID, twice daily; HAQ-DI, Health Assessment Queationnai m-Disability Indee; M, month;
MACE, major adverss cardiovascular event; n, nurmber of patients with event; SAE, serous adverse event; 5E, standard emaor
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