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Schett et al, NEJM 2021



Familia de las IL-12: una familia muy unida

Vignali DA, et al. Nat Immunol. 2012 Jul 19;13(8):722-8.



Interleuquinas de la familia 12 y su papel proinflamatorio o
inhibitorio
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CPA: célula presentadora de antigeno; IL: interleucina; Th: T helper.
Vignali DA, et al. Nat Immunol. 2012 Jul 19;13(8):722-8.



Singh S, et al. mAbs. 2015;7:778-91. Sofen H, et al. J Allergy Clin Immunol. 2014;133:1032-40. Bell GM, et al. Nat
Rev Rheumatol 2011:7:507-16. 4. Li Zhou L. et al. mAbs. 2021:13(1):e1964420



Via TH1: IMPORTANCIA DE LA
RESPUESTA TH1

Produccion de INF Gamma
Proteccion frente a microorganismos
intracelulares: micobacterias,
Salmonella

Accion antitumoral en modelos
murinos



Variantes en IL-23, R IL-23 y genes via Th17 se asocian a riesgo de Ell

* Niveles L-23 y citocinas inducidas por Th17 estan elevadas en la mucosa intestinal y Suero de
paracientes con ECy CU

Normal colonic mucosa Inflamed colonic mucosa
(healthy control) (patient with CD)

IL-23p19 expression analysed by immunohistochemistry?

1. Fujino S, et al. Gut 2003;52:65-70; 2. Liu Z, et al. J Leukoc Biol 2011,89:597—-606; 3. El-Bassat H.Adv Dig Med2016,3:88-94;
4. Sivanesan D, et al. J Biol Chem 2016,;291:8673—-85.
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Inflamm Bowel Dis. 2015 Jun; 21(6): 1329-1340.

Inhibicion IL 12-23

Mannon, N Engl J Med 2004; 351:2069-2079
Briakinumab

Panaccione IBD 2015; 21(6):1329-1340


https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4450894/

Evidencia acumulada eficacia Ustekinumab Inh IL 12-23
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UNIFI, Ustekinumab en CU

Sands, N Engl J Med 2019; 381:1201-1214
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A= 4,0% (95% IC: -5,5%, 13,5%)°

p=0,417
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Adalimumab

Remision clinica CDAI < 150
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Ustekinumab



Potencial Riesgo de Inhibicion IL-12

Fieschi, Eur J Inmunol 2003;33:1461-64



Seguridad Anti IL 12-23

Safety of ustekinumab in IBD: Final pooled long-term safety analysis through 5 years in CD and 4 years in
UcC

Table 1: Key safety events in phase 2/3 IBD clinical studies through up to 5 years in CD and 4 years in
UC; number of events per 100 PYs of follow-up and 95% confidence intervals

Pooled IBD
PBO* UST®
(n=1389) (n=2575)
B 1year M2years 3years M4 years M5years
1200 1092 Total PYs of follow-up 043 4826
1000 929 '
g o i 482.41 347.47
*;;_ 800 o 712 95% CI (468.49, 496.64) (342.23, 352.77)
e 600 500433 Serious adverse events 2039 18.85
]
£ 400 383349 310 95% CI (26.03, 33.06) (17.65, 20.12)
> R
ERN Infections 108.64 88.87
0 0 95% CI (102.09, 115.50) (86.23, 91.57)
Ulcerative colitis Inflammatory bowel disease . . K
Serious infections 5.52 371
95% CI (4.12.7.23) (3.19.4.29)
MACE 0.32 0.25
95% CI (0.07, 0.93) (0.13, 0.43)
Discontinuation due to adverse events 11.56 551
95% CI (9.50. 13.95) (4.87. 6.22)
Malignancies (excluding NMSC) 0.32 0.41
95% CI (0.07,0.93) (0.25, 0.64)

Gosh, OP-39 ECCO 2023 ———



Anti p19 = Anti IL-23 (iv, sc)

Aprobado
Mirikizumab Phase 2 (ind) Phase 3 (LTE) IVl Phase 3 (ind-man) Phase 3 (LTE)
(Omvoh®) SERENITY VIVID-1VIVID-2 [ LUCENT 1-2 LUCENT 3
FDA)
Phase 2/3 Phase 2/3 SLEESA - Phase 2/3 (ind) Phase 3 (ind)
artritis
GALAXI (iv-sc) GRAVITY (sc) [W¥R QUASAR (iv-sc) ASTRO (sc)
Phase 3 (ind) Phase 3 (mant) Phase 2/3 (ind) Phase 3 (MANT)
MOTIVATE-ADVANCE FORTIFY INSPIRE COMMAND

Aprobado por EMA y FDA EC,
psoriasis y AP

Risankizumab

(Skyrizi®)

Cortesia Dra Lobaton



Risankizumab

Criterios de inclusién
* EC moderada a grave (CDAI 220-450)
* Evidencia endoscdpica de actividad (SES-CD)

* Fallo previo a convencional y/o biolégicos (MOTIVATE: todos fallo a bioldgicos)

D’Haens, Lancet. 2022;399:2015-2030. Ferrante M et al. Lancet. 2022;399:2031-2046



Risankizumab: mantenimiento semana 52

Remision Clinica Respuesta endoscdpica N=542 pacientes
Corticoides basales 30%
IMN basales 25%
Bionaive 40%
Fallo 1 bioldgico 30%

Fallo > 1 30%

RESPUESTA ENDOSCOPICA
Disminucion del SES-CD >50% respecto a la

situacion inicial (o en los pacientes con una
enfermedad ileal aislada y un SES-CD inicial de
4, una reduccion de como minimo 2 puntos
respecto a la situacion inicial), confirmado por
un revisor central.

REMISION CLINICA SF/AP
Frecuencia media diaria de deposiciones (SF) 2,8
y no peor que el valor inicial y media de la
puntuacion de dolor abdominal diaria (AP) <1y no
peor que el valor inicial.

Ferrante M et al. Lancet. 2022;399:2031-2046



Risankizumab: mantenimiento semana 52
Post- hoc tras ustekinumab

N=542 pacientes
Corticoides basales 30%
IMN basales 25%
Bionaive 40%

Fallo 1 bioldgico 30%
Fallo > 1 30%

Ferrante M et al. Lancet. 2022;399:2031-2046



Risankizumab Rea
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Risankizumab en CU: INSPIRE

Semana 12

Louis et al., United European Gastroenterology Week (UEGW). October 2023.



Mirikizumab

TOFA

Excluyen expuestos a UST o
anti IL-23 o falloa >=3

bioldgicos

40% Fallo a bioldgicos o

Mirikizumab is an immunoglobulin G4
(IgG4) monoclonal antibody (mAb)
that specifically targets 1L-23."

Induccion

300 mg iv/4 semanas

Mirikizumab
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Week 24
LUCENT-2: LUCENT-2:
Extended Induction Delayed Responders
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200 mg sc cada 4 semanas

No response

LUCENT-3: OLE

Expected to benefit
with continued MIRI

Note: Responders to induction MIRI at Week 12 of LUCENT-1, defined as achieving 22-point and 230% decrease in the MMS from baseline with RB = 0 or 1, or 21-point decrease from baseline, were randomized to receive maintenance MIRI or PBO in

LUCENT-2. D'Haens G, etal. N Engl J Med. 2022;388(26):2444-2455).




Mirikizumab, semana 52 objetivo primario remision
clinica

N=544 PACIENTES Ne294 -

Baseline corticosteroid use, n (%) 113 (38.4) 351 (40.4)
Baseline immunomodulator use, n
. ’ 69 (23.5 211 (24.3
100 | EPBO (MIRI Withdrawal) (N=179)  mMIRI 200 mg SC (N=365) (%) (23.5) (243)
_ :r(l% biologic (or tofacitinib) failure, 118 (40.1) 361 (41.6)
6 80 p<0001 - - - -
2 A=232 (1 5.2, 31 _2) Prior anti-TNF failure, n (%) 97 (33.0) 325 (37.4)
9,"1 49.9 Prior vedolizumab failure, n (%) 59 (20.1) 159 (18.3)
o 60 ’ Prior tofacitinib failure, n (%) 6(2.0) 34 (3.9)
& [ Number of failed biologics (or
tofacitinib), n (%)*
§ 40 25,1 100 - 0.001 ofacitinib), n (%) o 176((59.9;) 507 £58.4;
) p<0. 65 (22.1 180 (20.7
o I A=208 p<0.001 ; 49(16.7)  154(17.7)
) 80— ) A =30.5 4(1.4) 27 (3.1)
¢ 20 (10.2, 31.5) >2
(1 8 - 1 ’ 42 '9) *In the published abstract the ITT population values for number of failed biologics were reported. To ensure
—— con_sister?cy with other endpoints, herg wg report those data in the modified ITT population which excludes
0 60 - patients impacted by the eCOA transcription error in Poland and Turkey.

T

Clinical Remission

Patients (%)
95% ClI

SF =0, or SF = 1 with a 21-point decrease from baseline; 40—
RB = 0; ES = 0 or 1 (excluding friability)
Cl=Confidence Interval; ES=Endoscopic Subscore; MIRI=Mirikizumab; PBO=Placebo; RB=Rectal Bleeding; SC=Subcutaneous; SF=Stool Frequency.
Dubinsky MC, et al. Presented at: DDW 2022; 867e. 15.6
N=114 N=229 N=64 N=128
B iologic/to fa B iologic/to fa
naive failed

Clinical Remission



Mirikizumab en EC: Serenity

Objetivo primario Respuesta endoscopica semana 2

Sands et al, Gastroenterology 2022



Guselkumab: GALAXY EC

309

Sandborn, Gastroenterology. 2022 May;162(6):1650-1664.e8.



Guselkumab: GALAXY EC

Sandborn, Gastroenterology. 2022 May;162(6):1650-1664.e8



Guselkumab: QUASAR CU

Clinical Remission Clinical Response
1001 (Primary Endpoint) 100- A=33.8 (95% Cl: 26.9, 40.7)
P<0.001

“ I
= 807 80-
: e A=14.9 (95% Cl: 9.9, 19.9) 61.5
'2",’ = 601 P<0.001 60- 1
< & |
9O = 40- 40+
b 22.6 27.9
Q.
g 207 7.9 L 20- >

i

0 0
Placebo GUS 200 mg

Clinical remission: A Mayo stool frequency subscore of 0 or 1 and not increased from baseline, a Mayo rectal bleeding subscore of 0, and a Mayo
endoscopy subscore of 0 or 1 with no friability present on the endoscopy

Clinical response: A decrease from baseline in the modified Mayo score by >30% and >2 points, with either a >1-point decrease from baseline in the
rectal bleeding subscore or a rectal bleeding subscore of 0 or 1

Peyrin-Biroulet, Gastroenterology. 2023 Sep 1:50016-5085(23)04963-6.



Guselkumab

Feagan, Lancet Gastroenterol Hepatol
2023Apr;8(4):307-320.



Que via elegir: Inhibicion IL-12-23 vs [L-237



Risankizumab vs Ustekinumab: Psoriasis en Placas

Papp, N Engl J Med. 2017 Apr 20;376(16):1551-1560



The SEQUENCE study directly compared the efficacy and safety of RZB
versus UST over a 48-week period in patients (pts) with moderate to
severe CD who previously failed = 1 anti-TNF therapies

Peyrin-Biroulet UEGW 2023



The SEQUENCE study directly compared the efficacy and safety of RZB
versus UST over a 48-week period in patients (pts) with moderate to
severe CD who previously failed 2 1 anti-TNF therapies

Peyrin-Biroulet UEGW 2023



Peyrin-Biroulet UEGW 2023



Seguridad anti IL 12-23 vs anti-IL23



Que via eligiremos en el
futuro anti IL 12-23 6 antilL
2377

* Precio: biosimilares....
* Experiencia
 Distinto perfil de seguridad.... No parece

e Distinta eficacia: estudio head to head en

pacientes con fracaso a antiTNF
superioridad RISANKIZUMAB

* Extrapolar a pacientes naive?
* ¢Son distintos entre si los anti p-19?



CONCLUSIONES

v’ Inhibicion IL12-23 ha demostrado efectividad en EC y CU en pacientes naive y
expuestos a bioldgicos y perfil seguridad excelente

v’ La inhibicion IL-12 en practica clinica no parece incrementar R carcinogénesis y
determinadas infecciones

v'|L-23 estd implicada en la patogenia de |a Ell

v’ Evidencia creciente efectividad inhibicién IL-23 en Ell, ECy CU

v’ Mayor efectividad IL-23 vs IL 12-237?, si en EC RISAN VS USTE tras fracaso de
antiTNF

v’ Similar perfil de seguridad

v’ Posiblemente anti-IL-23 efectivo en fallo IL 12-23, especialmente tras PRS



Muchas gracias por
vuestra atencion



3-5 octubre 2024



