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PRECLINICAL NEOADJUVANT IMMUNOTHERAPY MODEL
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NEOADJUVANT TRIALS IN MELANOMA

e 58 neo-adjuvant trials on Clinical Trial.gov
— 10 active not recruiting
— 12 recruiting
— 6 trial that are not yet recruiting



ACTIVE, NON RECRUITING TRIALS
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NOT YET RECRUITING

atezo x 2 I-1l (residual Path R
disease)
1b 40 domatinostat (HDAC-I )+ nivo vs nivo I (INF-y Safety; feasibility
domatinostat + nivo + ipi vs domatinostat + nivo signature
high or low)
2 28 pembro + T-vec for 6 months 1] Path R
2 45 nivo vs nivo + ipi vs nivo + IDO-I H-1v Path R
2 56 dostarlimab+/-TIM3-i 1B to IV Path R
2 60 1 nivo dose [1IB-C-D Path response will

impact adjuvant
regimen



ANTI-PD1 MONOTHERAPY
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PHASE 2 T-VEC NEOADJUVANT TREATMENT + SURGERY VS SURGERY
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PHASE 2

T-VEC NEOADJUVANT TREATMENT + SURGERY VS
SURGERY
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NEOADJUVANT IPILIMUMAB + NIVOLUMAB
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HIGHLY TOXIC BUT PROMISING RESULTS
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In search for the optimal neoadjuvant regimen Opacin-Neo trial
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In search for the optimal neoadjuvant regimen Opacin-Neo trial
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(IP1 1 + NIVO3 x 3) appears as the optimal regimen
Pathological response quality is associated with long term benefit
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Pathological Complete Response

o S

Pathological assessment of resection specimens after neoadjuvant
therapy for metastatic melanoma

Is pathological complete response accurately predict long term survival?
Targeted therapy : hyalinized fibrosis

and melanosis (melanophages)

Not for neoadjuvant chemotherapy for breast or pancreatic cancers

Significance of pathological response varies upon the type of treatment

mediated tumor regression,
immune infiltrate, features of wound

Tetzlaff et al Ann Oncol 2018 healing/repair



CONCLUSIONS

The concept of neoadjuvant immunotherapy for melanoma with
high risk of relapse is convincing and highly promising even to be
considered for early stages (stages 11B-C)

Mostly anti-PD1 mAb-based
Place of intratumor neoadjuvant immunotherapy remains TBD

Pathological response and relapse free survival interval seem
reasonable endpoints
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