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10 ans d'immunothérapies...

Caroline Robert Nat Com 2020

* Moduler 'activité des lymphocytes T

» CTLA-4 : IPILIMUMAB
» PD(L)1 : PEMBROLIZUMAB/NIVOLUMAB ; ATEZOLIZUMAB/DURVALUMAB

CHECKPOINT INHIBITOR DRUGS

‘Checkpoint’ proteins block T-cell activity. Inhibitor drugs can
release the brakes on T cells at different stages. —— Ipi plus gpl00  ---- Ipi ---- gpl00
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CHECKPOINT INHIBITOR DRUGS

‘Checkpoint’ proteins block T-cell activity. Inhibitor drugs can
release the brakes on T cells at different stages.
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allows T cells to act.
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10 ans d'immunothérapies...

Caroline Robert Nat Com 2020

* Moduler 'activité des lymphocytes T

: IPILIMUMAB
» PD(L)1 : PEMBROLIZUMAB/NIVOLUMAB ; ATEZOLIZUMAB/DURVALUMAB

» CTLA-4

—+— Nivolumab plus Ipilimumab —&— Nivolumab —@— Ipilimumab

A Overall Survival

Patients Who Survived (%)

No. at Risk

Nivolumab
Ipilimumab

10

Nivolumab plus ipilimumab 314 292 265 248 227 222
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CHECKPOINT INHIBITOR DRUGS

‘Checkpoint’ proteins block T-cell activity. Inhibitor drugs can
release the brakes on T cells at different stages.

10 ans d'immunothérapies...
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Fig. 1 | Overview of all 3,876 active 10 agents in the current global drug development pipeline. In the
past 2 years, 1,846 new agents have been added to the immuno-oncology (I0) pipeline, an increase of
91%.

Xin et al. Nat. Rev. Drug Discov. 2019
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e Comment, quand et ou ?

* Quels recommandations et cadre de prise en charge?

* Quelles particularités pour les hépato-gastro-entérologues?
* La réintroduction en 2021...

 utilisation lors de maladie(s) auto-immune(s) pré-existante(s)
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Fig. 2| Mechanism of i lated ad ts. The mechanisms of immune-related adverse events owing to
immune checkpoint inhibitors (ICls) depend on the type of ICI therapy used (anti-PD-1 oranti-PD-L1 inhibitors versus anti-
CTLA-4 inhibitors). CTLA-4 inhibitors caninduce several cellular alterations, such as T cell activation and proliferation,
impaired CD4°CD25" regulatory T cell (T, coll) survivaland increased counts of type 17 Thelper colls, in addition to the
induction of cross-reactivity between anti-tumour T cells and antigens on healthy cells and autcantibody production.
PD-1and PD-L1inhibitors lead to areductioninT,_ cell survival and T, _ cellinhibitory function and an increase in cytokine
production. TCR, T cell receptor; TNF tumour necrosis factor.
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Figure 2. Possible Mechanisms Underlying Immune-Related Adverse Events.

The mechanisms that result in immune-related adverse events are still being elucidated. Some potential mechanisms
include increasing T-cell activity against antigens that are present in tumors and heaithy tissue, increasing levels of
preexisting autoantibodies, an increase in the level of inflammatory cytokines, and enhanced complement-mediated
inflammation due to direct binding of an antibody against cytotoxic T-lymphocyte antigen 4 (CTLA-4) with CTLA-4
expressed on normal tissue, such as the pituitary gland.

Postow et al. NEJM 2018
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expressed on normal tissue, such as the pituitary gland,
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NEUROLOGIC
« Posterior Reversible Encephalopathy
* Neuropathy

« Guillian-Barre Syndrome
* Myelopathy

« Autoimmune Encephalitis
+ Myasthenia gravis

« Transverse Myelitis

. ific symptoms:

Non-specifi headache,
tremor, lethargy, memory disturbance,
selzure

RESPIRATORY

Laryngitis
= Pneumonitis

« Pleuritis
+ Sarcoid-like granulomatosis

RENAL

« Tubulointerstitial nephritis
* Acute renal failure

HEMATOLOGIC

+ Autoimmune hemolytic anemia
e, Rodceuapluslav

DERMATOLOGIC
* Rash/Pruritis
« Mucositis
* Psoriasis
- Vitiigo
* Bullous pemphigoid
+ Steven-Johnson syndrome
« DRESS syndrome

Jamal et al. 2020

+ Peripheral ulcerative keratitis

« Vogt-Koyanogi-Harada
CARDIOVASCULAR

« Myocarditis

* Pericarditis
* Pericardial effusion

ENDOCRINE
. Hymtovrypo(nyroidlsm

Hypophysitis
+ Adrenal insufficiency
+ Diabetes

GASTROINTERSTINAL
+ Diarthea
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Fig Al. Distribution of (A) grade 1 to 2 and (B) grade 3 to 5 immuns-relatad adverse events (it AEs) for all tumor types in the main clinical trials with ant- cytatoxic
Tcell lymphocyta-4 (ant-CTLA-4), anti-programmed death 1 (PD-1), or ant=PD figand 1 [PD-.1) antibodies as single tharapias. The values quoted are the madan
[range] rAE rates for the set of clinical trials as a whola. Adapted from Europsan Joumnal of Cancer, Vol B4, J.M. Michot et al, Immune-Ralatad Adverse Events With
Immune Checkpoint Blockada: A Comprehensive Raview, 139-149, Copynght 2016, with parmission from Elsevier. Endoo, endocrinology; Neurol, neurology; ocul,
ocular; Pulm, pulmonary.

Brahmer et al. J Clin Oncol. 2018



NEUROLOGIC
« Posterior Reversible Encephalopathy
« Guillian-Barre Syndrome
* Myelopathy
+ Autoimmune Encephalitis
- Aseptic Meningitis
+ Myasthenia gravis
« Transverse Myelitis
+ Non-specific symptoms: headache,

RESPIRATORY

HEMATOLOGIC

+ Autoimmune hemolytic anemia
+ Red cell aplasia_

DERMATOLOGIC
* Rash/Pruritis
« Mucositis
« Psoriasis
* Vitiigo
* Bullous pemphigoid
+ Steven-Johnson syndrome
« DRESS syndrome

+ Vogt-Koyanogi-Harada

CARDIOVASCULAR
* Myocarditis

« Pericardial effusion
* Hypertension
+ Congestive heart failure
ENDOCRINE

* Hyper or hypothyroidism

o hysit

+ Adrenal insufficiency

+ Diabetes
GASTROINTERSTINAL

Diarthea
* Gastritis

Spécificité de profil de toxicité avec...

» l'immunothérapie administrée

More likely to occur with More likely to occur with

CTLA-4 mAb PD-1 mAb
OR 95% ClI
Pneumonitis ® 6.4 3.2-12.7
Myalgia . 4 5.0 29-8.7
Hypothyroidism —_— 43 29-6.3
Arthralgia sl 35 26-48
Vitiligo ——— 35 23-53
Colitis < 8.7 5.8-129
Hypophysitis ® 6.5 3.0-14.3
Rash & 2 18-23
Pruritus . 2 1.8 1.6-2.1
14131211109 8 7 6 5 4 3 2 1 0 1 2 3 4 5 6 7 8 9 1011121314
p<0.0001

Figure 2. The odds ratio (OR) of different immune-related adverse events (all grades) comparing PD-1/PD-L1 versus CTLA-4 immune check-
point inhibitors.




L\J ? = Spécificité de profil de toxicité avec...
» l'immunothérapie administrée

» le primitif traité (Registre ICIR-BIOGEAS, * )

NEUROLOGIC
« Posterior Reversible Encephalopathy More likely to occur in NSCLC More likely to occur in melanoma
2 S compared with melanoma compared with NSCLC
M
<+ NEMY.  eohii OR 95% Cl
« Aseptic Meningitis it * 7
. v ia s Colitis 4 4.2 13-14.0
- Transverse Myelitis
A o SRR Pruritus - 24 19-31
mhmugymwy@umam Diarrhea - 1.9 1525
RESPIRATORY Rash L = 1.8 1423
+ Cough/dyspnea Pneumonitis T 23 14-38
14131211109 8 7 6 5 4 3 2 1 01 2 3 456 7 8 9 1011121314
Pruritus, diarrhea, rash, pneumenitis: p<0.0001
CARDIOVASCULAR Colitis: p<0.001
+ Myocarditis
. ”""‘”"’”’F Figure 3. The odds ratio (OR) of different immune-related adverse events (all grades) comparing melanoma and non-small cell lung cancer
« Arrhythmia (NSCLC) anti-PD-1 immune checkooint inhibitor studies.
* Hypertension
+ Congestive heart failure
ENDOCRINE More likely to occur in RCC compared More likely to occur in melanoma
+ Hyper or hypothyroidism with melanoma comparad with RCC
+ Adrenal insufficiency OR  95%Cl
* Diabetes
GASTROINTERSTINAL Arthralgia —_—— 41  (23,73)
HEMATOLOGIC + Gastitis Hypothyroidism — 36 (1.9,70)
B e - lets Rash -o- 16 (11,21)
. Thombocytopenia + Pancreatits
+ Leukopenia/Neutropenia *“Hopatits Pruritus B 15  (1.2,20)
+ Acquired hemophilia
- Myelodysplasia RHEUMATOLOGIC Diarrhea & 1.3 (1.0,18)
+ ArthralgiasMyalgias
DERMATOL.(l)GIC o Pneumonitis 29 (1.7,51)
Wi ooz - Psoriatic Arthiitis
> m « Oligoarthritis Dyspnea —— 21 (13, 34)
- \itiigo - Vasculits
+ Bullous pemphigoid + Sicca Syndrome 9 87 6 5 43 2 10123 456 7 8
Sieven-Joteon sy « Sarcoidosis
. DRESS syndrome * Inflammatory myositis Arthragia, hypothyroidism, pneumonitis: p<0.0001
J '?emmmwww Rash, pruritus, diarrhea, dyspnea: 0.001 <p<0.05

Figure 4. The odds ratio (OR) of different immune-related adverse events (all grades) comparing melanoma and renal cell carcinoma (RCCO)
anti-PD-1 immune checkpoint inhibitor studies.




O U P, = Spécificité de profil de toxicité (Site primitif, Inmunothérapie)
= ATCD auto-immunité

= FdR génétique potentiel impliqué (polymorphismes CTLA4/PDCD1)

NEUROLOGIC
« Posterior Reversible Encephalopathy
+ Neuropathy

« Guillian-Barre Syndrome

OCULAR

« Peripheral ulcerative keralitis
* Vogt-Koyanogi-Harada

CARDIOVASCULAR

= CTLA4 | PD1 | PDLI CTLA4/PD1 CTLA4/PDL1

+ Congestive heart failure

wocrne . 1 (grade 1-5) 31-53.8% 10-265%  17.1% 61.1-90 %
Tox. (grade 3-5) 215% 7.1% 6.3 % 40-54.8 % 40 %

Hypophysitis
Adrenal insufficiency
+ Diabetes

* Thrombotic microanglopathy GASTROINTERSTINAL

+ Diarrhea
HEMATOLOGIC + Gastritis
+ Autoimmune hemolytic anemia lleitis
+ Red cell aplasia :
+ Leukopenia/Neutropenia *‘Hopetls
* Acquired hemophilia
- Myelodysplasia RHEUMATOLOGIC
i al
DERMATOLOGIC Inflammatory Polyarthritis
3 - PMR-like
: nashﬁ"n_wm Psoriatic Arthritis
« Psoriasis Oligoarthritis
« Vitiigo VM
- Bullous pemphigoid Sicca Synm
+ Steven-Johnson
. Inflammatory myositi
DRESS syndrome R oo hane Tasibie dad
fractures

El Osta et al. CROH 2017

* Johnson et al. NEJM 2016

Jamal et al. 2020 Ramos-Casals et al. Nat Rev Disease Primer 2020
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Les Recommandations

* ESMO / ASCO

* Sociétés savantes (spé. d’organes)

* Applications mobiles
* RCPs dédiées

TOX'IMM

e
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Encephalitis, aseptic meningitis \:‘ 7 \
Hypophysitis —| & X ;
YPOPYY \'\«:‘“ :,——-'-‘chitis

Thyroiditis, hypothyroidism,
hyperthyroidism

Dry mouth, mucositis

Pneumonms - Rash, vitiligo

Thrombocytopenia,

anemia ~—l

Myocarditis

Hepatitis
Pancreatitis,

Adrenal insufficiency- autoimmune diabetes

Nephritis
Vasculitis 3 1" - Py \ Colitis
Arthralgia

Neuropathy Enteritis
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Les Recommandations

° Des principes généraUX: l:amgedinoutpaﬁomloommunitysetﬁng Needs hospital admission and care

> € >
A _

Encephalitis, aseptic meningitis _4" fz& R

,'1'&4.,4 '

Hypophysitis '

Thyroiditis, hypothyroidism,
hyperthyroidism

oot ez [T [

MILD MODERATE SEVERE VERY SEVERE’

* For some side effects, traatment can be restarted when they subside

Increasing grade of side effect

Pneumonitis

Increasing intensity of treatment required

Myocarditis

Pancreatitis,
~autoimmune diabetes

Adrenal insufficiency glll ]l i
Nephritis 'f' ;
- ¥

'l (e - ‘ Colitis
) ) | .

. Enteritis




Les Recommandations

.
Colite ‘ ~
— Baseline Investigations: FBC, UEC, LFTs, CRP, TFTs

Mild (G1): |.e. < 4 liquid stools per Stool microscopy for leucocytes/ova/, ites,
day over baseline, feeling well Symptomatic Mx: oral fluids, loperamide, > culture, viral PCR, Clostridium diffolle toxin
ICPi can be continued evold high ibre/lactnss diet and cryptosporidia

Culture for drug-resistant organisms

Baseline+l .......... <4 .cccevcee. 6< coeeeenannnn,

\ Grade 1 | \ Grade 2 A Grade 3 }

Outpatients: Baseline tests as above

Moderate (G2): i.e. 4-6 liquid stools per Consider in case of abdominal discomfort:

day over baseline or abdominal pain or blood ahdominal X-ray for signs of colitis
Prednisolone 0.5~1 mg/kg (non-enteric coated) or
e A AT consider oral budesonide 3 mg od if no bloody diahoea Exclude steatorrhea
Outpatient management if appropriate Book sigmoida/colonoscopy (+/- biopsy)
if unwell, manage as per severe Contact patient every 72h

ICPi 10 be withheld Repeat baseline bloods at outpatient review

Inpatients: Test as above, including
sigmoido/colonoscopy

Consider CT abdomen/pelvis, repeat
> Abdominal X-ray as indicated

Daily FBC, UEC, LFTs, CRP
Review diet (¢.g. nothing by mouth, clear flulds, TPN)
Early surgical review if bleeding, pain or distension

P T
» Ecarter les diag. Différentiels S
» Evaluation endoscopique++ o b v

Steroid wean duration:
- Moderate: wean over 2-4 weeks

Infliximab 5 mg/kg Medications:
(if no perforation/sepsis/TB/hepatitis/NYHA IV CHF) (Methyhprednisolone 1-2 mg/kg IV

- Severe: wean over 4-8 weeks
Can repeat 2 weeks later
Loperamide 4 mg first dose then 2 mg

Steroids > 4 weeks:

Consider PJP prophylaxis, regular random biood
glucese, VD leved, start calcium/VitD supplement

Must have had flexsigmoido/colonoscopy prior 30 minutes before each meal and after each looss

Other immuncsuppressive treatment options: stool until 12 hours without diarrhoea
MMF 500-1000 mg bid or tacrolimus (max 16 mg/day)

Haanen et al. Ann Oncol 2017 (ESMO GL)



Les Recommandations

V4 .
Hépatite , ~
Grade 1: Continue treatment
( ALT or AST> ULN-3x ULN J—bE < If > ULN-3x ULN repeat in 1 week
\ v,
f N
Re-check LFTs/INR/albumin every 3 days
Review medications,
— Withhold ICPi treatment e.g. statins, antibiotics and alcohol history
e 2:
---------------------------------------- ALT or AST 3-5x ULN If rising ALT/AST when re-checked H:E:)::Elﬁ:fmscalz;ﬂ Hepatitis AISIVC SE‘O.;LQ&
sfart oral prednisclone 1 mg’kg pai ' Irmmsmdiews SLA/LP/LLI,
Consider imaging for metastases/clot
A J
Grade 1 /\ Grade 2 Grade 3 Grade 4
Cease treatment ~
4 — ALT/AST < 400 and normal As above; daily LFTs/INR/albumin
fage J: bilirubin/INR/albumin: oral prednisclone 1 Perform US with Doppl
ALT or AST 520 ULN fol e
\_ ALT/AST > 400 or raised bilirubin/INRow Low threshold to admit if clinical concern
albumire i.v. (methyliprednisolone 2 mg'kg J
-
Grade 4: As above; hepatology consult
ALT or AST > 20x ULN Consider liver biopsy
>

» Bilirubinémie, TP/INR ;
» Ecarter les diag. différentiels T oom v e oV mons H vy nrt s pob <

- 63/4: once improved to 62, can change 1o oral prednisolone and wean over 4 weeks; for G3, rechallenge only at
consultant discretion

» Biopsie hépatique ? e T e

- If worse on MMF, consider addition of tacroimus
- A case report has described the use of anti-thymocyte globulin in steroid + MMF-refractory fulminant hepatitis [31]

Haanen et al. Ann Oncol 2017 (ESMO GL)



National . . . TR
. comprehensive NCCN Guidelines Version 3.2021 NCEN Guidelings Index
N

Table of Contents

. CCN ﬁ:{‘xg;k Management of Inmune Checkpoint Inhibitor-Related Toxicities Discussion
I_e S | {e CO I I I I I I a n d at I O n S PANCREATICYd ASSESSMENT/GRADING MANAGEMENThi
ADVERSE
EVENT(S)

« Consider holding immunotherapyi
« Consider gastroenterology referral
[,
Mild (G2) - Consider IV hydration *
» Manage as per elevation in amylase/lipase_
(asymptomatic) (ICI_GI-5)

Pancreatite
* « Arare irAE » oo
Hold immunotherapy'

* Abdominal CT with .
Acute contrast » Gastroenterology referral
L4 N CC N m a r S 2 0 2 1 pancreatitis®® - Consider MRCP if Moderate (G3)%9 » IV hydration
clinical suspicion « Prednisone/methylprednisolone 0.5-1 mg/kg/dayli
of pancreatitis
and no radiologic
evidence on CT

Permanently discontinue immunotherapy!

« Gastroenterology referral
Severe (G4)"" s ‘- IV hydration

Prednisone/methylprednisolone 1-2 mg/kg/dayli

» # élévation de la lipase/amylase*

» Ecarter pancréatite: Douleur + Imagerie

m CTLA4 m PDL1 | PD1+CTLA4 | PDL1+CTLA4

Augmentation lipase 0.30% 0.30% - 4.80 % 12.1%

* Prise en charge
» Pancréatite aigue: Jeun, Antalgie, AEp, Hydratation/Oxygéne
» Evaluation gravité
» NCCN : corticothérapie si douleur/vomissement (« G3 ») ou défaillance/menace vitale (« G4 »)

Corticothérapie jusqu’a retour Grade 1 puis décroissance sur 4-6 semaines

Remarque dosage ELASTASE fécale++ e _
Ahmed et al. WJG 2018 NCCN Guiddelines Version 3.2021

El Osta et al. CROH 2017 Vege et al. Gastroenterology 2018 Rogers et al. J Adv Pract Oncol 2020
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Les Recommandations oz

—
Median 60d
FEN\
Time to onset of Colitis— O

Median 286d

Gastrite-Enterite
» Clinique # = Retard a PEC (50j.)

[ S e Ch t al. Gut 2019
B ( dlarl’hee » Time to Diagnosis of Gastritis eungeta u

= Anorexie/dyspepsie, nausées (vomissement), perte de poids+++ -
= Toxicité plus tardive++ poome o o s oM

Days after starting Immunotherapy

Time to onset of Gastritis-|

,B ‘ﬁbv»’ -, ",":' :_"‘(3'_‘ & R

- ’-i‘
f '“3» !“ ey Yo S

» ’évaluation endoscopique précoce 7 ,&), G iy
= (T T

—> Résolution plus rapide des symptomes + exposition moindre CS s '«»,'."t W o " 8

= Avec biopsies duodénales et gastriques ( ,; < wﬁ : v

SO N

> Prise en charge B i

= |PP - Corticoides = Anti-TNFa

Zhang et al. Histopathology 2020

=

' rJ MASCC 2020 recommandations - Dougan et al. Supportive Care in Cancer 2020



En pratique
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Bilan suivi
— )

Bilan pré-immunothérapie

Biologie avant lere cure:

- NFP (Faire RAI si Hb=<8g/dL)

- créatininémie, ionogramme sanguin, glycémie a jeun,
- calcémie, albuminémie

- ASAT, ALAT, GGT, PAL et bilirubine totale et conjuguée
- LDH, CRP

- Troponine ultrasensible, pro BNP, CPK

- Bilan endocrinien : TSH ; T4 ; cortisol a 8 h (en I'absence de traitement par
glucocorticoides) ;

- LH, FSH et testostérone totale (chez ’lhomme)

- ou LH, FSH et cestradiol (chez la femme non ménopausée sans contraception orale)
Ou FSH seulement (chez la femme ménopausée)

- Sérologies HIV HBV HCV CMV (+/-Qtiferon/IDR)
- ACAN

- NFP (Faire RAI si Hb=<8g/dL)

- créatininémie, ionogramme sanguin, glycémie a jeun

- calcémie, albuminémie,

- ASAT-ALAT-GGT-PAL-bilirubine totale et conjuguée, CRP

- Bilan endocrinien : TSH ; T4L (tous les mois), cortisol a 8h en I'absence de traitement
par glucocorticoides de synthése ; testostérone totale chez ’lhomme

- CPK, Troponine ultrasensible




Maladie Auto-Immune (MAI) preexistante .
blG%

. FdR exacerbatlon 000 000 000 000 000 000 000000000 000000 O0C0C0NOCONONOONNTONNONEOEOEONEOSONNOSNGOONNONNEOSONNOSNEEOEONONEONEONONEONEONONEONOONEOONONNTDBSONTDNDTS Meme
—_— n=123 mode
50%
Autres
. ] V4 7 . /7 L] /7 L] ) 7 mOde
e Activité MAI pré-immunothérapie: non prédictive de poussée 34%\
Table 2. CPl-Related Adverse Events Reported in the Literature in Patients With Cancer and Preexisting Autoimmune Disease
Preexisting Autoimmune Disease CPlUsed Patients, Active Receiving Adverse
n Preexisting Treatment for Events, n
Autoimmune Autoimmune
Disease/Reported Disease/Reported Any Exacerbation De
Cases, /N Cases, /N of Autoimmune Novo
Disease irAE
Ulcerative colitist Ipilimumab I3 3/5 1/3 3 3 1
Nivolumab or pembrolizumab 2 1”7 1”71 2 2 0
All 8 4/6 2/4 5 5 1
Crohn disease Ipilimumab 4 174 2/4 2 0 2
Pembrolizumab 1 o1 0/1% 1 1 0
( ) All 5 175 2/5 3 1 2
Celiac disease Ibilimumab 1 o/1 01 0 0 0

Abdel-Wahab et al. Ann Int Med 2018
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Outcomes for REISAMIC patients: IrAEs, survival and the ORR,

Features

AlD patients (n = 45)

IrAEs

Paticnts with IrAE. n (%)

CTCAE grade, median [IQR]

Time (months) between ICI initiation
and the irAE, median [IQR]

ITAE not associated with pre-existing
AlID. n (%)

Flare of pre-existing AID, n (%)

Anti-PD-1 antuibody discontinued due
to irAE. n (%)

Treatment of the irtAE

- Corticosteroids, n (%); median dose

[IQR] (mg/d)
- Immunosuppressive drugs, n (7o)
Complete resolution of the irAE, n (%)
Time (months) between diagnosis and

resolution of the irAE, median [IQR]

Re-mtroduction of anti-PD-1 antbody
after resolution of the irAE, n (%)

Survival and death

Survival at last follow-up, n (%)

Cancer status at last follow-up

- Complete response, n (%)

- Partial response, n (%6)

- Stable disease, n (%)

- Progressive disease, n (%)

Lost to follow-up, n (%)

Death, n (%)

- Due to cancer progression, n (%)

- Due to the irAE, n (")

- Due to unknown causes. n (%)

20 (44.4%) <=

2(1-5)
2.1(0.7-3.1)

10 (22.2%) ===

11 (24.4%)
S(1L1%)

==

6 (13.3%); 40 [30-30]
)

10 (43.5%)
28(1.3-132)
1 (33.3%)

26 (57.8%)

4 (9%)
13 (297%4)
6 (13%)
21 (47)
1 (2%)

18 (4000)

0 <

1 (2.2%)

AID. autoimmune or imflammatory discase; wrAE, immune-related
adverse cvent: CTCAE. Common Terminology Critenia for Adverse

Events; PD-1. programmed death 1.

Pre existing autoimmune disease

Registre REISAMIC
» Traité par Anti-PD1 (3/4 Pembrolizumab)
»n =45

= 53 désordres auto-immun/inflammatoire(s)

m Grade 2/3/4/5: 70% [/ 25% / 0% / 0%
= Arret immunothérapie: 4 patients /20

» MAI est FdR de Tox’'Imm
... mais 55.6% n’ont pas eu d’exhacerbation de leur MAI }

> Pas de différence de survie

Danlos et al Eur J Cancer 2018



La reintroduction apres toxicité sévere?

18+

16

14-

124

—
(=]
!

Patients, No.

n =96 = n (rechallenge) = 40 patients

Bl At patients [T Rechallenges [l Same irAE recurrence New irAE [T] Same and new irAE  [_| No irAE

Pneumonitis Colitis Hepatitis

eFigure 3. Severity Grade: Comparison of the Initial and Second irAEs

Skin Toxic Effects

Grade 4 Neutropenia

W initial irAE  m Second irAE

irAE grade

rechallenged patients

ikl {

Arthritis

(|l

Lipase Increases

e
sroe TO® W

550/0 de

eFigure 2. Outcome After Anti-PD-1 or Anti-PD-L1 Rechallenge

different irAE
13%

no irAE
45%

Parmi 40 patients « rechallengés »
- 17 (42.5%) méme toxicités
- 5(12,5%) nouvelle toxicités
(dont 4 patients les 2)

Simonaggio et al. JAMA Oncol 2019



Pour conclure

Fatigue,
Faiblesse

¢ I d e nt ifi e r musculaire

?

Diarrhée,
Nausées?

* Discuter

Managed in outpatient/community setting Needs hospital admission and care
<€ > <€ >

Increasing intensity of treatment required

. Sympiomatic therapy= === === === =i oo i———— >
4
* Avant d’agir...
oot vawz | e | [Came |
MILD MODERATE SEVERE VERY SEVERE’

* For some sids effacts, treatment can be restarted when they subside
Increasing grade of side effect



CHECKPOINT INHIBITOR DRUGS

‘Checkpoint’ proteins block T-cell activity. Inhibitor drugs can
release the brakes on T cells at different stages.

Dendritic

Cancer cell

Inhibitor

autoimmunité

Objectif du juste milieu ?

/

Immunothérapies

Elimination
L —— =

—— e
| Equilibrium

:_Echappement :

< Immunoediting (3Es)

Dunn et al. Annu Rev Immunol. 2004
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4" Symposium on
Cancer Immunotherapy Adverse Events

EDUCATIONAL SESSIONS (in french)
WEDNESDAY, SEPTEMBER 8th 2021 from 04:00 - 07:15 pm
ORAL PRESENTATIONS (in english)

THURSDAY, SEPTEMBER 9th 2021 from Opm-~-07:15 pm

Meeting on http://vidualevent olimpe.com/itox

IMPACT
ENGAGEMENT

SCENCE
RESEARCH
Dr Stéphane CHAMPIAT,
Pr Olivier LAMBOTTE,
Dr Ariane LAPARRA,
Dr Aurélien MARABELLE,
Dr Jean-MARIE MICH(")T,
& Dr Florian SCOTTE
AP-HP, =
iversice GUSTAVE/ LOWSISNS | couce Ephme  ASSISTANCE HOPITAUX
m ?21712‘;:.qy ROUSSKR mowreos | Gucawcen PSE°  puBLIQUE e DE PARIS



La toxicité: un element predictif?

No.of Pooled HR (95%C)
studies
irAE type
Endocrine 11 HilH 0.52 (0.44-0.62)
9 HElH 0.57 (0.48-0.68)
Dermatological 7 = 0.45 (0.35-0.59)
7 T = 0.42 (0.34-0.53)
Gastrointestinal 5 [ 0.68 (0.51-0.89)
4 ——1— 0.79 (0.51-1.24)
Pulmonary 5 = > 1.22 (0.59-2.52)
4 0.98 (0.57-1.69)
Hepatobiliary 3 0.98 (0.64-1.52)
3 0.94 (0.65-1.38)
irAE grade
low grade (1-2) 8 — 0.57 (0.43-0.75)
5 il 0.42 (0.31-0.57)
severe grade (=3) 4 F L 3 » 0.99 (0.43-2.25)
4 — 0.80 (0.65-1.00)
Overall 26 HlH 0.54 (0.45-0.65)
B Os W PFS 22 HIlH 0.52 (0.44-0.61)
0.5 1 15 2

Y

-

FavoursirAEs

Favours non-irAEs

Zhou et al BMC Medicine 2020



a Pathway enrichment of irAE ROR predictors b LCP1
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