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What’s New in Head & Neck/Thyroid?

* It’s not all about immunotherapy, but mostly
e Updated |0 baseline: KEYNOTE-048

Pembro 5Y OS rate pembro vs EXTREME
) 200 mg Q3W CPS 220: 19.9% vs 7.4%
Phase 3 24 mos CPS >1: 15.4% vs 5.5%
All: 14.4% vs 6.5%

15t—Line R/M a Per:bro+ Median
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HNSCC i F/U > 5 yrs
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Cetuximab cesz1:18.2%vs43% (R CEN

BN (ntil PD/toxicity + .
Platinum/5FU X 6 All: 16.0% vs 5.2% Pembro 17.0%
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Tahara M, et al. Abstract 659MO, ESMO, 2022



Moving IO Up to Curative Setting?

* JAVELIN H&N 100

* ~*60% HNSCC pts present w/ potentially

curable disease

Phase 3

LA-HNSCC
n=697

Lee NY, et al. Lancet Oncol, 2021

Avelumab +
cis/RT +

maintenance X
12 mos

Placebo + cis/RT

+ maintenance X
12 mos

1° endpoint: PFS

Study stopped after pre-
planned interim analysis
crossed futility boundary

PFS

Progression-free survival (%)

—— Avelumab plus chemoradiotherapy
—— Placebo plus chemoradiotherapy
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Avelumab plus Placebo plus
Py (n=350) ¢ apy (n=347)
Median progression-free survival Not reached Not reached
(95% CI) months (16-9-not estimable) (23-0-not estimable)
Stratified hazard ratio (95% Q1) 121(093-157)

One-sided stratified log-rank pvalue
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Number at risk
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Avelumzb plus chemoradiotherapy 350

(0)

Placebo plus chemoradiotherapy 347
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Ovenll survival (%)

Number at risk
(number censored)
Avelumab plus chemoradiotherapy

Placebo plus chemoradiotherapy

IR

303 289 239 222 76
(45) (47) (67) (68) (84)
303 201 257 241 200

2 14 16 18 20 2 24 26 28 30 2

143 107 6 63 41 3y 2 18 4 2 0
(105) (131) (168) (172) (191) (199) (210) (214) (228) (230) (232)
72 1 75 s6 31 28 18 15 3 2 0

(0 (8 (9 @) (8) @0 (90 (130) (72) (187) @12) (15 (224) (226) (238) (39) (241)
B
100+

904

80

"

707 T st bt
60

50
4 Avelumab plus Placebo plus

304 (n=350) (n=347)

204 Medan overall suwvival Not reached Not reached

(95% CI) months (not estimable-not esimable)  (not estimable-not estimable)
10 Stratified hazard ratio (95% 1) 131(0-93-1-85)
One-sided stratified log-rank p value 094
: 4 6 B T 2 1 1 18 20 22 24 26 28 30 32 34
Time since randomisation (months)

350 336 319 303 284 Z3 244 190 148 118 82 59 47 29 18 6 2 0
(0) (12) (200 @6) (31) (6) (59) (101) (140) (168) (199) (222) (232) (248) (259) (1) FS) (FD)
347 334 315 298 290 282 252 193 160 115 86 58 39 26 3 S 1 0
(0 (8 (9 @6) @6) (27) (S1) (104) (134) (177) (206) (233) (252) (264) (276) (284) (288) (289)




Moving IO Up to Curative Setting?

* KEYNOTE-412

Phase 3 Pembro + cis/RT

e + Maintenance X
LA-HNSCC
n=804

14 doses

Placebo + cis/RT
+ maintenance X
14 doses

- Pembro/CRT | Placebo/cRT |

oS

EFS

NR (44.7-NR)

46.6 (27.5-NR)

0.83 (0.68-1.03), P=0.0429

NR (NR-NR)

0.90 (0.71-1.15)
CPS 2 1 (n=865)
0.80 (0.64-1.00)

1° endpoint: EFS

Machiels J-P, et al. LBA5, ESMO, 2022

NR (NR-NR)

CPS < 1 (n=82)
1.09 (0.56-2.11)

Med (95% Cl), mo
HR (95% Cl), P
Med (95% Cl), mo
HR (95% ClI)



JAVELIN & KEYNQOTE-412: Lessons Learned

* Anti-PD-1 antibody (instead of anti-PD-L1) doesn’t seem to matter

* Biomarker-driven patient selection may be necessary
* Trend toward a potential benefit in JAVELIN in PD-L1 > 25%
* Can we do better than CPS alone?

* Further understanding of immune checkpoint blockade and chemoRT
needed

* Does chemoRT deplete T cells/otherwise alter TME, negating potential for
immune checkpoint blockade to treat minimal residual disease?

 Why does |10 + chemoRT work in NSCLC? (PACIFIC, PACIFIC2)
e |s standard chemoRT the best backbone to which 10 can be added?



JAVELIN & KEYNQOTE-412: Lessons Learned

* Will altering sequence of IO improve outcomes?
* Maintenance with concurrent I0? Neoadjuvant 10? Other?

TREATMENT TIME-LINE >

Neoadjuvant Radical treatment Adjuvant

»| Immunotherapy —
In situvaccine —_— |mmunotherapy
Delay of radical
treatment Timi
iming
Immunotherapy Duration
> + - Concurrent
Chemotherapy | | immuno therapy

Dose
Fractionation
Target volume
Timing

Nenclares P, et al. ASCO Ed Book, 2022 ( siomarkers




rPhase 2 Sequential vs. Concurrent Pembro
with ChemoRT

PULA HNSCC

= Stagelll-IVb

= Intermediate
or High Risk

= Sjte: OC, OP,
HP, Larynx, or
Unknown
prima

= E
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#®MN=-2002>
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#Stratify:
* HPVstatus (p16)
* NO-2bvs. N2¢c-3

1
=

Concurrent CRT

7 weeks
1

Sequential

24 weeks
1

Pembrolizumab”

IMRT + Weekly
Cisplatin*
Window
1 week
——

2 Pembrolizumab”

=

IMRT + Weekly
Cisplatin*

Clump DA, et al. Abstract 6007, ASCO, 2022

*Cisplatin: 40 mg/m?/week x 7 doses
APembrolizumab: 200 mg IV q 3 weeks x 8 doses

* Composite endpoint:
* 1Y locoregional failure rate <60%
* 1Y PFS rate 2 60%
* DLT rate £20%

e |f all 3 met, arm with better 1Y
PFS winner for further study



rPhase 2 Sequential vs. Concurrent Pembro
with ChemoRT Sequential therapy -

numerically superior
* Composite endpoint met in both arms PFS (and OS)
Warrants further
investigation
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Clump DA, et al. Abstract 6007, ASCO, 2022



KEYNOTE-689

Phase Il study of neo & adjuvant pembro + SoC in resectable LA-HNSCC

Neoadjuvant
treatment

Dual primary end points:

1) Major pathological response (<10% tumor cells
within resected primary tumor and regional lymph
nodes)

2) Event-free survival

Pembrolizumab 200

mg/3 weeks
Resectable non — 2 cycles
metastatic
squamous cell Surgery
carcinoma of the
head and neck

No neoadjuvant
treatment

Uppaluri R, et al. Clin Cancer Res, 2020

Adjuvant treatment

High risk
Pembrolizumab 200 mg/3 weeks
(15 Cycles)
Radiotherapy + cisplatin

Low risk
Pembrolizumab 200 mg/3 weeks

(15 Cycles)
Radiotherapy

High risk
Radiotherapy + cisplatin

Low risk
radiotherapy

 Based on Phase Il

22% had >50% path response
19% tumors down-staged
No delays to surgery

* Potential to

Reduce extent of surgery &
adjuvant therapy needed

Decrease r/o distant mets by early
introduction of systemic 10

Convert unresectable to
resectable disease

Provide tissue for biomarker
identification



Additional Efforts Underway: IMvoke010

Phase Il study of post-op atezo in HPV+ OPC

Atezolizumab
Q3W x 16 doses or 1 year,
whichever is first

No cross-over allowed

Placebo
Q3W x 16 doses or 1 year,

*High-Risk Definition: whichever is first
* HPV negative = subsets of Stage IVA or IVB
* HPV positive = subsets of Stage ||

* Accrual complete

* Primary endpoints:
* EFS

* 05 NCT03452137



Additional Efforts Underway: EA3161

Phase 3

LA
intermediate- a

risk HPV+ OPC
n=636 Wkly CiS/BT + Sl Crossover to nivo
observation PD

* Primary endpoints:
* EFS
* OS

NCT03811015



Additional Non-10 Efforts Underway in
Curative Setting: Xenivapant (Debio 1143)

15t-in-class, orally available, inhibitor of Inhibitor of Apoptosis Proteins (IAPs), restoring sensitivity to apoptosis

EFFECT OF CRT ON CANCER CELLS

At the cancer cell level At the tumor level

Cell damage rPhase 2

(CRT) x - - —>

S S AR

87X oof,’- 3 LA HNSCC
. n=96

ENHANCED EFFECT OF CRT ON CANCER CELLS WITH THE ADDITION OF DEBIO 1143

s @ 20 &
APOPTOSIS %- °

Bourhis J, et al. LBA33, ESMO, 2022
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 Med 5Y OS update:

* NR (95% Cl, 40.3 mos-NE) vs 36.1 mos (95% Cl,
21.8-46.7 mos)

* adjusted HR, 0.47 [95% Cl, 0.27-0.84]; p=0.0101



Pivotal Phase 3 TrinlynX Study Ongoing

LAnE;\IOSgC @ * Primary endpoint: EFS

e Powered to detect
B Placebo + Cis/RT improvement in EFS by
6 mos

NCT04459715




Additional Curative Setting Updates

* JCOG1008: Weekly vs bolus cisplatin with post-op RT

 Concurrent chemoRT
with weekly cisplatin @

40 mg/m? should be
 rPhase IlI/Ill: Wkly cis non-inferior OS considered SoC

* Neutropenia, infection, renal, & ototoxicity reduced

* ConCERT: Concurrent Chemotherapy and External Beam Radiation
Therapy, a non-inferiority study

LA HNSCC
n=266

* Primary endpoint:
e 2Y locoregional control

* 53% vs 47%, HR 0.84 (95% ClI, 0.58-
1.20)

* Less gr 3/4 mucositis, renal
toxicity, vomiting, hospitalizations
Bolus cis (100 in wkly arm & fewer treatment
mg/m?2) X3 + RT interruptions

Kiyota N, et al. J Clin Oncol, 2022; Sharma A, et al. Abstract 6004, ASCO, 2022



Nasopharyngeal Carcinoma (NPC)

* RT alone vs chemoRT in intermediate-risk NPC; non-inferiority study

* Rationale: Concurrent cisplatin may increase acute & chronic treatment-
related toxicity, and increase risk of treatment-related death

AJCC 7t ed
Stage Il (TIN1 andT2N0-1) and
T3INOMONPC
Stratified by center and T-N subset

n=341 Excluding
* Any cervical LN maximum diameter

23 cmby MR
+ Levels IV or VB LN(s)
* Presence of rENE
« EBV DNA 24000 copies/mL

* Primary endpoint:
* Failure-free survival @ 3Y
* 91% vs 92%, HR 1.35 (95% Cl, 0.69-2.64), p=0.86

Ma J, et al. Abstract 6000, ASCO, 2022 * Less neutropenia, N/V, mucositis, wt loss



Other Small Steps Forward

* Phase 3 docetaxel + RT vs RT alone in cisplatin ineligible LA HNSCC
* n=356, docetaxel 15 mg/m? weekly X7

* 2Y OS was 50.8% vs 41.7% (HR 0.75; 95% CI 0.57-0.98; P=0.035)

* Gr 3 and above mucositis, odynophagia and dysphagia more common with
docetaxel

Phase 4 KEYNOTE-B10: pembro + carbo/paclitaxel in 1%t-line R/M
HNSCC

* n=92, carbo (AUC 5)/paclitaxel 175 mg/m? + pembro 200 mg Q3W
e cORR=43% (95% Cl, 32-54), cORR in CPS>1 = 38% (95% Cl, 27-51)
« Med OS = 12.1 mo (95% ClI, 10-NR)

* Pembro + carbo/paclitaxel may be considered an off-label option in pts

ineligible to receive platinum/5FU backbone (cardiac contraindication, DPD
deficiency, other)

Patil VW, et al. LBA 6003, ASCO, 2022; Dziensis M, et al. Abstract 6519, ESMO, 2022



Thyroid: ARROW Updated

* Pralsetinib in RET-altered thyroid cancers

o Twedoon | edrs-

MTC, prior van 51% 25.8 mos 24.9 mos
&/or cabo

MTC, treatment- 72% NR NR

naive

RET fusion+ 86% 17.5 19.4 mos
FDTC

Mansfield AS, et al. Abstract 6080, ASCO, 2022
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* Most freq TRAEs:
* M AST (39%)
* Anemia (35%)
* HTN (33%)
* L WBCs (30%)

* Most freq serious TRAE
* Pneumonitis (2%)

1 death d/t PJP
pneumonia



Thyroid: LIBRETTO-001 Updated

* Selpercatinib in RET-altered MTC
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Future Directions

e Still need to incorporate |0 into curative therapy

* Neo/adjuvant rather than concurrent?
* In NPC?

* Better biomarker-driven patient selection needed
* Search for more effective |I0/IO combination still underway

e Gene-specific therapy in thyroid cancer
e Acquired resistance has begun to emerge
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