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Paradigm change in cancer therapy

Target cancer cells Target the immune cells

Lymphocyte

Tumor cell
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Only immunity against cancer cells?

Lymphocyte
'self’ cell Tumor cell

Immune related adverse event
IrAE
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Martins F et al 2019, nat rev onc



Overall survival
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iIrAE can be good news

Months after ICl initiation
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60

—— IrAE > 3 months (N=40)

Median: Not reached

-+ rAE £ 3 months (N=131)

Median: 10.6 months
95% CI: 8.1-13.1 months

——  No IrAE (N=261)

Median: 4.7 months
95% CI: 3.7-5.7 months

Hsiehchen et 2022 oncoimmunology 7



Grade
(CTCAE v4)

Severity and Treatment

Management

Grade 1

* Continue immunotherapy
* Treatment of symptoms

Grade 2

* Delay immunotherapy
* Treatment of symptoms

Grade 34

* Discontinue immunotherapy
except in patients with skin
or endocrine toxicities

* |nitiate glucocorticosteroids
1-2 mg/kg per day

* Consider hospitalization

Follow-up monitoring

* Frequent monitoring
* [f worsening: treat as grade 2 or 3/4

* Resume immunotherapy when symptoms improve
to grade 1

* Consider glucocorticosteroids 0.5—-1 mg/kg per day
if symptoms persist more than 5-7 days

* [f worsening with steroids: treat as grade 3/4

* Continue glucocorticosteroids until grade 1

* Taper dose of steroids over at least one month

* |f persistent or worsening: consider alternative
immunosuppressive therapy

Boutros C et al 2016 Nat Rev Onc



BSMO Immunomanager
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Immune Checkpoint Inhibition in combination with TKI

@ Axitinib + anti-PD-(L)1

https://www.bsmo.be/immunomanager/irae/



What is the effect of corticoids given for irAE on
the anti-tumor response?

Overall survival
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The effect of other immunosuppressants on cancer evolution such as
TNF blockers, Leflunomide, Vedolizumab, MMF.... is rather unclear...

Higashiyama et al 2018 SITC



IPI/NIVO/TOCILIZUMAB phase Il

A total of 41 patients, melanoma st IV
- Response rate by RECIST is 58%: higher than Checkmate-511 (47%)

1/5 stable pts having progressed at a median follow up of 6 months;
3 pts have died so far, all related to progression

- Grade 3-4-5 treatment-related irAE rate: 17%
- which is lower than expected based on Checkmate-511 at 34%

6 pts of 41 have stopped therapy due to grades-2-3-4 irAEs so far = 14%
- 3 had G3/4 colitis

— use tocilizumab in case of steroid refractory irAE

BITOX - BSMO annual meeting 2022 12



The more combinations, the more toxicity?

We need to be prepared and create a B ITZON
network with up-to-date physicians

Anti-PD-1 + Anti-CTLA4

Grade 3-4 Tox

60,0% -

20,05 s5%
yJ/0

20,0% 27%
et 16%

0,0% -

nivolumab ipilimumab  nivo+ipi

Larkin J et al. N Engl J Med 2015;373:23-34.
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Combination anti-CTLA4 + anti-PD(L)1

- Cave hypophysitis/colitis
- Minor suspicion of irAE: explore (lab tests, natural evolution)

- Toxicity tends to be more severe compared to monotherapy anti-PD1
FU on your patient (phone consult in between)

- Combine only if required: implicate patient in risk assessment
- Melanoma: brain mets

- IfirAE: stop both ICI

restart monotherapy only after resolution of irAE and no immunosuppression
Perform imaging before restart (if complete response: wait)

- Dose dependency: melanoma: discuss ipi 1Img vs 3mg

BITOX - BSMO annual meeting 2022 14



Higher dose = more irAE?

e Probably not for anti-PD(L)1

* For anti-CTLA4:
- Melanoma: ipi 3mg/nivo 1mg: G3/4: 59% (Wolchok et al, 2017)
- Prostate Cancer: ipi 3mg/nivo 1mg: G3/4: 53% (Sharma et al, 2021)
- Renal Cell Carcinoma: ipi Img/nivo 3mg: G3/4: 46% (Motzer et al, 2018)
- Melanoma: ipi Img/nivo 3mg: G3/4 34% (Checkmate 511)
- ColonCA MSI high: ipi Img (gbw)/nivo 3mg: G3/4: 19% (Checkmate 214)



Combination anti-VEGF + IC]

- If required stop both ICl and anti-VEGF

- Restart TKI if quick resolution of symptoms

- If no resolution with 72h, discuss hospitalisation to explore
- Dose adaptation of TKI if necessary

- Restart |O after resolution of irAE and no
Immunosuppression

- Perform imaging before restart of 10 (if complete response:
wait)

BSMO immunomanager

BITOX - BSMO annual mee ting 2022 16



Can we predict irAE?

- Neoadjuvant vs metastatic setting with high tumor burden (verheiiden R et al, Esmo
open 2020)

Pre-existing autoimmune disease (panios Fx et al, EIC 2017; Saul TRIAL, Loriot Y et al, EIC 2020)

Kinetics of anti-TPO antibodies (Music M et al, F1000 research 2020)

- CRP (Lauwyck et al, Melanoma Research 2021)

Microbiome (Dubin et al, Nature Communications, 2016; Andrews et al 2021, NI)

Baseline TNFa (weberJ et al, 2021, ESMO)

Baseline antibiotics ying et al 2022, o)
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Background

T use of immunotherapy (IT) — T immune-related adverse events (irAEs)

—7 common exclusion of patients with auto-immune (Al) diseases or organ transplants
from clinical trials

lack of long-term data on irAE management
D . . . .
LO impact of immunosuppressant use on oncological outcome is unclear

® . e . .
252 irAEs can affect any organ system making multidisciplinary collaboration essential

BITOX - BSMO annual meeting 2022 20



Methods

biweekly virtual meeting between oncologists and organ specialists
accessible to all Belgian hospitals

O
-

o
o

every 15t and 3@ Monday of the month
4-5 pm

BITOX - BSMO annual meeting 2022 21



Methods

=

toxicity of
immunotherapy

=

dysimmunity
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Methods
O"VT_ diagnosis

~O manage.ment |
R prevention of irAEs

<~ C O & bsmo.be/immunomanager/start/
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Please present your patient case
via this questionnaire, so we can
invite the right specialists to the
virtual meeting. Depending on your
case a maximum of 20 questions
have to be filled in (2-3 pages).

Validated questionnaires will be
viewed twice a week and
discussed the first and third
Monday of the month via Teams.
Once we received your question
we will send you a link for the next
national multidisciplinary
immunotoxicity board. The exact
dates can also be found on the
BSMO website
(www.bsmo.be/immunomanager).

N
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Aim:

share experiences
standardize approach for irAEs
find clinically relevant research
questions
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"\ Sandrine Aspeslagh 21 januari 2022
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Aan: Marthe Verhaert

Agenda BITOX 21
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Results A
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clinical study ==

Results

anti-PD1 +
anti-CTLA4

23% ,
anti-PD(L)1

+ anti-

‘ VEGF
anti-PD1 \ 5%
59% lanti-PD(L)1 +
chemotherapy
(i
anti-PD(L)1 + TK

4%

type of immunotherapy
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Results

* longitudinal follow-up
* rediscussion
* updates

BITOX - BSMO annual meeting 2022

Dr. XXX

Date: October 25, 2021
Subject: BITOX

Dear colleague

Thank you for presenting your case of severe polyneuropathy following anti-PD1 treatment.

26



Example 1

carboplatin

°1946 .
paclitaxel
® pembro-

lizumab

normalisation of AST/ALT

X3 N grade 2 hepatitis gGT remains at 800 U/L

N

GPT (ALAT) # 248 WL <44 \
LDH 221 UL 125-243
GET 3 940 UL 861 T r O\/
Phosphatase alcaline’ ; L <169 B I ZI
Amylase 79 Uil <100
Y L-ipése + 78 UL <60
¥ Gréatine PhosphoKinase 32 UL 24-204 rec h a | |e N ge ?
ot %
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Example 2

nivolumab nivolumab
°1951 CKD
® DMl EEJ
AHT
HCT
RA

A4

malaise
fatigue
wrists better

start salazopyrine
start plaquenil

ssMM

Breslow 1,3 mm, Clark Il
in transit mets

BRAFwt
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linische Chemie Bloed - CSV
Glucose Bloed mg/dL
Ureum Bloed ma/dL 60 69 106
Creatinine (IDMS-norm) Bloed mag/dL
eGFR (MDRD-IDMS) Bloed mU/min/1.7...
eGFR (CKD-EPI-IDMS) Bloed mU/min/1.7...
Urinezuur Bloed mag/dL
__lonogram | | |
Natrium Bloed pame
Kalium
Chloride 1
Bicarbonaat t
Anion gap '

Fosfor

Calcium

Magnesium

IJzer

Transferrine
Transferrinesaturatie
Proteinen totaal (plasma)
Albumine

CRP (inflammatoir)

Creatine kinasen

Lactaat dehydrogenasen
Aspartaat aminotransferasen
Alanine aminotransferasen {
Alkalische fosfatasen
Gamma-glutamyltransferasen
Lipasen

Cholesterol

HDL-cholesterol
Non-HDL-cholesterol (berekend
LDL-cholesterol

Triglyceriden

Bilirubine: totaal

Bilirubine: direct

Mardiala trannning

BITOX - BSMO annual meeting 2022

0.91
227
0.77

77
41
28.2
22
183
10

101
48
30

.58
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Example: case 2

nivolumab
@ trops decrease
MRI: Xl of myocarditis
/ — X A
™ urgent I\/IRI/\

°1951
[ J

Medrol 2x32 mg

2,0

1.5

BIl:

-
=1

Cardiale troponine T (pgiL)

trop level

i=]
(5.

0,0 30
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Example: case 2

nivolumab

°1951
[ J

early MRI can be false ©
absence of S/ or Rx/ does
not rule out irAE

perform coronarography +/-
myocardial biopsy

Lgl
Loz
LST
Haz
[2£:14

BITOX - BSMO annual meeting 2022
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rechallenge anti-PD1 after CABG
31



Looking ahead

v

collaboration with FAMHP fa mh P

- reach more oncologists and organ specialists
- expand our team of regulars
- update BSMO immunomanager according to recently published guidelines

Home » Immunomanager » Belgian Multidisciplinary Inmunotoxicity Board (BITOX)

Belgian Multidisciplinary Immunotoxicity Board (BITOX)

Agenda — | | Hewwopresentacse  — | | People — T/> retrospective trial about patients with dysimmunity
— treated with ICI (dr. M. Verhaert)

" Hepatic toxicity > ‘:‘ Nephrotoxicity — @ Neurologic toxicity — E

register of renal transplant patients treated with IC
(dr. T. Van Meerhaeghe)

é Pneumonitis = é' Endocrine toxicity =, g Muscle pathology —_

P

b=’ BIRD Delphi round

[
BELGIAN INFLAMMATORY
— BOWEL DISEASE RESEARCH
AND DEVELOPMENT
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