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Since 2011, multiple new drugs have
been FDA-approved.

IMMUNOTHERAPY CHEMOTHERAPY
Ipilimumab (2011) Vemurafenib (2011)
Pembrolizumab (2014) Dabrafenib (2013)

Nivolumab (2014) Trametinib (2013)
Ipilumumab + Nivolumab Dabrafenib + Trametinib (2014)
(2015)

Vemurafenib + Cobimetinib (2015)
TVEC (2015)
Encorafenib + Binimetinib (2018)



IMMUNOTHERAPY

Anti-PD-1 agents (as monotherapy or in
combination with ipilimumab) are regarded as the

current standard-of-care for immunotherapy of
metastatic melanoma.

- Pembrolizumab
- Nivolumab



Systemic immunotherapy: Outcomes in

melanoma
Response rate Grade S or
P %) higher IRAE
i (%)
Ipilimumab 19 27
Nivolumab 44 16
Ipi plus Nivo 58 55

[Larkin J et al NEJM 2015 |




Ipilimumab plus Nivolumab combination

Combination was approved by the US FDA In
September 2015

Approved dose is Ipilimumab 3 mg/kg plus
Nivolumab 1 mg/kg administered IV every 3 weeks
X 4 doses [Induction] followed by Nivolumab 3
mg/kg administered IV every 2 weeks
[Maintenance].







Immunotherapy does not work all the time

[Robert C et al. NEJM]



Mutations in BRAF and NRAS are
frequent In cutaneous melanomas
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[Curtin JA et al. NEJM 2005]


http://content.nejm.org.offcampus.lib.washington.edu/content/vol353/issue20/images/large/07f1.jpeg

Multiple targeted agents are efficacious
iIn BRAF-mutated melanoma

BRAFI MEKi
* Vemurafenib * Trametinib
e Dabrafenib * Cobimetinib

e Encorafenib * Binimetinib



BRAFI (+/-MEKI) are associated with
tumor regressions in vast majority of
patients with BRAF-mutant melanoma

Q ORR 48%

[Chapman P et al. NEJM. 2011]



Onset of tumor regression is fairly rapid
with BRAFI (median TTR ~6 weeks)

Baseline Day 15 Baseline Day 15
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Unfortunately, resistance develops after initial benefit
In the majority of patients

B. MEK-independent

A. MEK-dependent progression

progression
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Nazarian et al. Nature 2010;
Johannessen et al. Nature 2010;
Poulikakos et al. Nature 2011,
' Shi et al. Nature Com 2012;
Villanueva et al. Cancer Cell 2010;

Survival Wagle et al. JCO 2011,
Strausman et al. AACR 2012




Durable PFS with BRAF-MEKI In
some pts

(O

88% (52/59) of patients, who were ongoing on trial and
progression-free at 5-years, were still receiving treatment

(Dab or Tram or both). [Robert C et al. NEJM 2019]



Immunotherapy vs BRAF-MEKI: LTFU

BRAF-MEKi Ipi-Nivo
(Combi-D and -V) (Checkmate 067)

ORR 68% 58%

CR 19% 21%

4-yr PFS 21% 37%

4-yr OS 37% 62%

Ongoing Study 88%% 11%
Treatment




How to choose amongst
therapeutic options?
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NCCN Guidelines v3.2020

* Preferred regimens
» Anti PD-1 munntherapy
0 Pembrolizumab (category 1)
O Nivolumab (category 1)
Metastatic or » Nivolumab/ipilimumab (category 1}":i ef
unresectable > | » Combination targeted therapy if BRAF
disease V600-activating mutation;9 preferred if
clinically needed for early response™i:
¢ Dabrafenib/trametinib (category 1)
0 Vemurafenib/cobimetinib (category 1)
¢ Encorafenib/binimetinib (category 1)




Question # 1

Optimizing frontline
Immunotherapy for
metastatic melanoma?



A Phase Il Study to Evaluate the Need for >2 Doses of Nivolumab + Ipilimumab Combination Immunotherapy in Patients with Unresectable Stage Ill/IV Melanoma

Presented By Michael Postow at TBD



Slide 10

Presented By Michael Postow at TBD



Slide 15

Presented By Michael Postow at TBD



Response Rates (RECIST 1.1)

Presented By Michael Postow at TBD




Adverse Events

Presented By Michael Postow at TBD



Immunologic effects in blood occurred after dose 1 and did not further increase after dose 2

Presented By Michael Postow at TBD



Conclusions

Presented By Michael Postow at TBD



Ipilimumab: Potential for Delayed
responses

Pseudo-progression



My conclusions

An early restaging scan at 6 weeks is (somewhat)
predictive of the final outcome.

If major regression is seen at 6 weeks, an early switch to
maintenance therapy is not entirely unreasonable (could
avoid IRAEs and hence, use of iImmunosuppression).

If clear progression is seen at 6 weeks (especially PD
that threatens clinical safety), this data may support
proactive switching to another approach (such as BRAF-
MEKIi in BRAF mutant melanoma).

Small N limits generalizability of results at this time.



Evaluation of Two Dosing Regimens for
Nivolumab in Combination With Ipilimumab in
Patients With Advanced Melanoma: Results From
the Phase IlIb/IV CheckMate 511 Trial

Celeste Lebbe, MD, PhD*; Nicolas Meyer, MD, PhD? Laurent Mortier, MD, PhD3; Ivan Marquez-Rodas, MD, PhD*;

Caroline Robert, MD, PhD?; Piotr Rutkowski, MD, PhD®; Alexander M. Menzies, MBBS, PhD’, Thomas Eigentler, MD?;

Paolo A. Ascierto, MD®; Michael Smylie, MD'°; Dirk Schadendorf, MD"'?; Mazhar Ajaz, PhD, MRCP™3; Inge Marie Svane, MD, PhD'%;
Rene Gonzalez, MD*%; Linda Rollin, PhD; Jennifer Lord-Bessen, PhD'6; Abdel Saci, PhD'®; Elena Grigoryeva, MD, PhD'®; and

Jacopo Pigozzo, MDY















Table 2. Safety summary?

‘ NIVO3+IPI1

Rate of treatment-related grade 3-5 AEs, % (n/N)
(95% CI)

(n=180)

33.9% (61/180)
27.0-41.3

NIVO1+IPI3
(n=178)

48.3% (86/178)
40.8-55.9

Difference between treatment-related grade 3-5 AE rates (95% CI) -14.4% (-24.5 t0 -4.3)

P value 0.0059

Treatment-related AEs, % 85.6 93.8
Grade 34 33.3 48.3
Grade 5 0.6 0

All cause serious AEs, % 47.8 63.5
Grade 34 33.9 47.8
Grade 5 3.3 1.7

Treatment-related AEs leading to discontinuation, % 23.9 33.1
Grade 34 16.7 27.5
Grade 5 0.6 0

Ancludes events reported between the first dose and 30 days after the last dose of study therapy



Question # 2

How should we treat PD-1
refractory melanoma?



Background: 2/3 of advanced melanoma patients are resistant (innate or acquired) to PD1 monotherapy

Presented By Ines Pires Da Silva at TBD



Ipilimumab (IPI) alone or in combination with anti-PD-1 (IPI+PD1) in patients (pts) with metastatic melanoma (MM) resistant to PD1 monotherapy

Presented By Ines Pires Da Silva at TBD



Cohort of PD1 resistant metastatic melanoma patients

Presented By Ines Pires Da Silva at TBD



Patient characteristics at start of IP| +/- PD1

Presented By Ines Pires Da Silva at TBD



Response rate

Presented By Ines Pires Da Silva at TBD



Progression-free survival

Presented By Ines Pires Da Silva at TBD



Overall survival

Presented By Ines Pires Da Silva at TBD



Safety

Presented By Ines Pires Da Silva at TBD



Conclusion

Presented By Ines Pires Da Silva at TBD



Significant antitumor activity for low-dose ipilimumab (IPI) with pembrolizumab (PEMBRO) immediately following progression on PD1 Ab in melanoma (MEL) in a phase Il trial

Presented By Daniel Olson at TBD



Pembro + low-dose ipi after PD1 Ab failure: <br />Study Design

Presented By Daniel Olson at TBD



Slide 5

Presented By Daniel Olson at TBD



Slide 6

Presented By Daniel Olson at TBD



Lower high-grade irAE event rate with Pembro + low-dose ipi

Presented By Daniel Olson at TBD



Pembro + low-dose ipi:<br />study timeline

Presented By Daniel Olson at TBD



Conclusions

Presented By Daniel Olson at TBD



1.

My conclusions

Ipilimumab (monotherapy or in combination with PD-1)
can be an effective salvage therapy in a proportion of
patients with PD-1 refractory melanoma

Response rates are low, but responses tend to be
durable.

Toxicity rates may be similar with Ipilimumab
monotherapy or Ipi-PD-1 combo in this setting.



NCCN Guidelines v3.2020

SECOND-LINE OR SUBSEQUENT THERAPY!

* Systemic therapy
» Preferred regimens
¢ Anti PD-1 mnnntherapy
— Pembrolizumab
— Nivolumab
0 Nivolumabl/ipilimumab®-e-f
¢ Combination targeted therapy if BRAF V600-
activating mutation"/K
» Dabrafenib/trametinib
= Vemurafenib/cobimetinib
» Encorafenib/binimetinib
» Other reglmens
0 Iplllmumah
—> O High-dose IL-2™




Long-term follow up of lifileucel (LN-144) cryopreserved autologous tumor infiltrating lymphocyte therapy in patients with advanced melanoma progressed on multiple prior
therapies

Presented By Amod Sarnaik at TBD



Study Overview and Procedures

Presented By Amod Sarnaik at TBD



C-144-01 Cohort 2 Patient Characteristics

Presented By Amod Sarnaik at TBD



lovance C-144-01 Cohort 2 Safety: <br />Treatment Emergent Adverse Events (= 30%)

Presented By Amod Sarnaik at TBD



C-144-01 Cohort 2 Safety: <br />Adverse Events over Time

Presented By Amod Sarnaik at TBD



C-144-01 Cohort 2 Efficacy

Presented By Amod Sarnaik at TBD



C-144-01 Cohort 2 Efficacy: Best Overall Response

Presented By Amod Sarnaik at TBD



C-144-01 Cohort 2 Efficacy: <br />Time to Response for Evaluable Patients (PR or Better)

Presented By Amod Sarnaik at TBD



C-144-01 Cohort 2: Conclusions

Presented By Amod Sarnaik at TBD



Neo-Adjuvant
Immunotherapy
In Stage Il Melanoma



Nivo Q2wk x 4 12 25% 25% 8% 17% PD

Ipi 3 + Nivo 1 Q3wk 11 73% 45% 73% ? Too toxic
X3



A: (Ipi 3+ Nivo 1) Q3w X 30 64% 47% 80% 37%
2
B: (Ipi 1 + Nivo 3) Q3w X 30 57% 57% 7% 17%

2



Abstract 10015

Promising RFS after 2 years follow-up and pathologic response predicts outcome

Presented By Christian Blank at TBD



First safety and efficacy results of PRADO

Presented By Christian Blank at TBD



Slide 6

Presented By Christian Blank at TBD



PRADO: study design

Presented By Christian Blank at TBD



Baseline characteristics

Presented By Christian Blank at TBD



High pCR + near pCR = 61%

Study profile

Presented By Christian Blank at TBD




Radiologic response

Presented By Christian Blank at TBD



Immune-related AEs within the first 12 weeks

Presented By Christian Blank at TBD



Surgery-related adverse events

Presented By Christian Blank at TBD



Summary and conclusion

58% pts had only 1 LN at baseline

Presented By Christian Blank at TBD



My conclusions on Neo-
adjuvant therapy

Feasible and potentially promising outcomes.

Goals of therapy, such as reducing surgical morbidity or
avoiding unnecessary systemic therapy, must be defined
beforehand for each patient.

Benefits over standard therapy (Surgery plus adjuvant
therapy) must be proven before routine incorporation in
the clinical workflows.

BRAFI vs Immunotherapy highly relevant in adjuvant/neo-
adjuvant setting for BRAF-mutant patients



Thank you!!
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