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Factors predictors en Malaltia Inflamatoria Intestinal
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Com “tractem” la MIl en I'actualitat?




Resposta als tractaments farmacologics a la Ml

clinica clinica d’eficacia
mesalazina 5% 50% <1% ?7?
corticoides 80% 45% 10%7? -
tiopurines - 50% 25% ?7?

anti-TNF 5% 45% 15% 15-20%




El futur immediat en el tractament de la Ml
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Quins factors poden predir la resposta als farmacs?
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Prediccid precoc de resposta a corticoides
amb dades cliniques | biomarcador
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Polimorfismes genetics i resposta a infliximab
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Polimorfismes genetics i resposta a infliximab
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» Cohort retrospectiva de 201 pacients amb MC que iniciaven IFX. Avaluacio resposta a setmana 14.

Model matricial de prediccio de
resposta primaria a infliximab

* Inclusio de parametres clinics, serologics (PCR, TNF, Ac antiglicans i antibacterians ) i genetics (163 loci de
susceptibilitat per MC).

Probabilitat de Manca de resposta primaria a IFX en MC

(years)

BMI (kg/m?)
>25 |185249| <185 >25 |185249| <185
2.5% 89% | 215% | 9.4% | 28.6% - > 65
2.0% 74% | 183% | 7.8% | 24.7% 41-64
2.8% 7.4% 2.9% 10.5% | 24.8% | 26-40
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Microbioma I resposta a infliximab
en MIl pediatrica

* Estudi prospectiu de mostres fecals (microarray filogenétic) en nens amb Mll, alguns dels quals iniciaven
tractament antiTNF.

Grups bacterians basals i resposta a la induccio amb IFX
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Expressio d’integrines i resposta a etrolizumab

* Biopsies rectals abans d’iniciar tractament per a analisi amb microarray de RNAm i IHQ.
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Signatura RNAm de la mucosa rectal
| resposta a etrolizumab en CU

* Biopsies rectals abans d’iniciar tractament per a analisi amb microarray de RNA.
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Signatura RNAmM de la mucosa rectal
| resposta a infliximab en CU

 Dues cohorts de pacients amb CU activa i naive a antiTNF que iniciaven tractament amb IFX. Biopsies rectals
abans d’iniciar tractament i a I'acabar la induccio, per a analisi amb microarray de RNA. “Resposta a IFX”
definida per Mayo endoscopic 0-1 i score histologic 0-1.
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Panell de RNAmM de la mucosa rectal
| resposta a infliximab en CU

Ulcerative colitis cohort A (R =8, NR = 16) Sensitivity Specificity Overall accuracy
Top 20 genes 100% (8/8) 87.5% (14/16) 91.7% (22/24)
Top five genes 75% (6/8) 87.5% (14/16}) 83.3% (20/24)

The top-ranked gene classifiers of cohort A were used to  Sensitivity in cohort Specificity in cohort Overall accuracy in
B

classify samples in cohort B (R =12, NR = 10) B cohort B

Cohort A top 20 genes 25% (3/12) 100% (10/10) 59.1% (13/22)
Cohort A top five genes 25% (3/12) 100% (10/10) 59.1% (13/22)
Ulcerative colitis cohort B (R =12, NR = 10) Sensitivity Specificity Overall accuracy
Top 20 genes 91.7% (11/12) 80% (8/10) 86.4% (19/22)
Top five genes 91.7% (11/12) 90% (9/10) 90.9% (20/22)

The top-ranked gene classifiers of cohort B were used to  Sensitivity in cohort Specificity in cohort Overall accuracy in
A

classify samples in cohort A (R =8, NR = 16) A cohort A

Cohort B top 20 genes 87.5% (7/8) 56.3% (9/16) 66.7% (16/24)
Cohort B top five genes 87.5% (7/8) 62.5% (10/16) 70.8% (17/24)
Ulcerative colitis cohort A and B (R = 20, NR = 26) Sensitivity Specificity Overall accuracy
Top 20 genes 95% (19/20) 76.9% (20/26) 84.8% (39/46)
Top five genes 95% (19/20) 84.6% (22/26) 89.1% (41/48)

NR, non-responders; R, responders.
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Signatura RNAm de la mucosa rectal
| resposta a Infliximab en CU

Funcions biologiques associades al gens diferencials
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Prediccio de resposta corticoides en la CU: integracio de
signatures RNAmM I miRNA en plasma i biopsies rectals
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Prediccio de resposta corticoides en la CU: integracio de
signatures RNAmM I miRNA en plasma i biopsies rectals

Panells de miRNA en biopsies rectals basals i prediccio de resposta a corticoides

All miRNAs miRNAs related to MoA

Combination 1 Combination 2
Feature Selection Method: ROC Feature Selection Method: ROC
Generalization capability: 93.33% Generalization capability: 93.33%
Accuracy: 100% Accuracy: 100%
Sensitivity=100.00% Sensitivity=100.00%
Specificity=85.71% Specificity=85.71%
Precision=88.89% Precision=88.89%
NPV=100.00% NPV=100.00%
Selected Features: Selected Features:
= HSA-MIR « HSA-MIR-
+ HS5A-MIR: + HSA-MIR-
*  HSA-MIR: ¢+ HSA-MIR-

+ HSA-MIR-

* HSA-MIR-
Combination 3 Combination 4
Feature Selection Method: ENTROPY+CORRELATION Feature Selection Method: SIMPLE_REGRESSION
Generalization capability: 86.67% Generalization capability: 80.00%
Accuracy: 100% Accuracy: 100%
Sensitivity=90.00% Sensitivity=100.00%
Specificity=60.00% Specificity=57.14%
Precision=69.23% Precision=72.73%
NPV=85.71% NPV=100.00%
Selected Features: Selected Features:
+ HSA-MIR- + HSA-MIR-
« HSA-MIR- * HSA-MIR-
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Prediccio de resposta corticoides en la CU: integracio de
signatures RNAmM I miRNA en plasma i biopsies rectals
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Prediccio de resposta corticoides en la CU: integracio de
signatures RNAmM I miRNA en plasma i biopsies rectals
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Prediccio de resposta corticoides en la CU: integracio de
signatures RNAmM I miRNA en plasma i biopsies rectals

4.3. Differential MoA between responders and non-responders




Com podrem predir la resposta als farmacs?
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