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Immunotherapy in Advanced ¢SCC

* Cemiplimab (anti-PD1
* First FDA approved agent to treat cSCC (2018!
* Pembrolizumab approved shortly thereafter

A Best Tumor Response for 45 Patients in the Phase 2 Study
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Neoadjuvant Cemiplimab

Table 1. Characteristics of the 79 Patients at Baseline.*

Characteristic Value
Median age (range) — yr 73 (24-93)
Male sex — no. (%) 67 (85)
* Phase 2 study
White 69 (87)
Other 2(3)

¢ 95% III/IV (MO)
Mot Hispanic or Latinx no. (%}1' 74 (94)

Primary tumor site — no. (%5)
° Head and neck 72 (91)
* 4 neoadjuvant cycles
J y Stage group — no. (%)%
i 5 (6)
n 38 (48)

* Protocol allowed for adjuvant treatment at

Tumeor stage at screening — no. (%)%

. o . . ™ 23 (29)
Tis 1(1)
investigator discretion ;
T2 10 (13)
T3 39 (49)
Tda 2(3)
Node stage at screening — no. (%)%
NX 1(1)
NO 31 (39)
N1 13 (16)
N2§ 11 (14)
N2b 9 (11)
N2e 1(1)
N3§ 1(1)
N3a 1(1)
N3b 11 (14)

ECOG performance-status score — no. (%)
0 60 (Te)
1 19 (24)




Neoadjuvant Cemiplimab Results

e 51% CRrate

Best Percentage Change from Baseline in the Sum
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Table 2. Tumor Response to Neoadjuvant Cemiplimab in the 79 Patients According to Pathological and Imaging-Based

Response Assessment.*

Tumor Response

Pathological response

Pathological complete response: absence of viable
tumor cells in surgical specimen

Pathological major response: presence of viable tumor
cells that constitute =10% of surgical specimen

No pathological complete response or pathological
major response: presence of viable tumor cells
that constitute >10% of surgical specimeny

No pathological evaluationi:
Response on imaging§
Objective response: complete or partial response
Best overall responseq
Complete response
Partial response
Stable disease
Progressive disease
No imaging-based evaluation

Disease control|

Independent Review

no. (%) 95% Cl
40 (51) 39-62
10 (13) 622
20 (25)1 —

9 (11) =

Value

Investigator Assessment

no. (%)

42 (53)

10 (13)

NA

9 (11)

54 (63)

5 (6)
49 (62)
16 (20)
8 (10)
1(1)
70 (89)

95% Cl

42-65

6-22

57-78

80-95




Primary immunotherapy monotherapy (PRIMO)

e “Definitive” immunotherapy L Reus

Table 1. Patient Characteristics Table 2. Tumor Characteristics
Male:Female 9 (25%): 27 (75%) Location Head/Neck 32 (89%)
Age (mean (SD)) 80.3 (8.9) _ i) Ly
Follow up, months 13.5[8.0, 20.5]  Primary vs.  Primary 10 (28%)
{median [IQR]) Recurrent Recurrent 26 (72%)
L M n Head/Neck 32 (89 To 6 (17%)
cr— ( .,%) T2 3 (8%)
Non-HN 4 (11%) T-stage T3 10 (28%)
Table 3. Treatment Characteristics = TTTM 15’[(131%5?
- B X = o
~ Type of Pembrph;umab 5(14%) NO 24 (67%)
immunotherapy  Cemiplimab 31 (86%) N1 5 (14%)
o . # of infusions 13 [7.0, 18.8] N-stage N2a 1(3%)
e Patients with CR/PR rarely suffered PD | e
ThEI"ﬂpY Mo 24 (6?%} N2C 1 [3%}
modified due to N3 2 (6%)
toxicity? Yes 12 (33%) = M-stage MO 0 (0%)

Table 4. Best Response and Ultimate Progression Rates

Eventual Progression

° ° Best Initial Response on/after immunotherapy?
* R d radiation for PD
eserve surgery and radiation 1or oo ves

Complete response 15 (42%) 15 (100%) 0(0%)

Partial response 14 (39%) 11 (79%) 3(21%)

Stable disease 3(8%) 0 {0%) 3 (100%)

Progressive disease 4 (11%) 0{0%) 4 (100%)

Total 36 (100%) 26 (72%) 10 (28%)

Duration of response in months

(median [IQR]) 15.5[8.8, 23.2] 3.0 [2.0, 6.8]

Table 5. Survival Rates
Owerall Survival (95% CI)

1 year 76% (63-92)

2 year 64% (48-87)
Progression-Free Survival (95% CI)

1 year 72% (58-88)

2 year 51% (35-73)

Brito et al. ASCO 2024



RAMPART

. Unresectable cSCC

A Phase Il, Multicenter, Single-Arm Clnical Trial of Defintiive Radiotherapy And CeMiPlimAb-wlc
ImmunoTRherapy for locally Advanced, Unresectable Cutaneous Squamous cell Carcinoma

* Primary endpoint disease free survival at 18 months

* ORRsecondary endpoint

Study Phase: Screening Neocadjuvant Week 6 Neoadjuvant Concurrent Adjuvant
Treatment Response Treatment Treatment Treatment
Time: Weeks -6- 0 Weeks 1- ¢4 Progression »Weeks 7-14 Weeks 22 - 52
Response/Stable disease —— Weeks 7-10 Weeks 13-20
Study Event: Screening Cemiplimab Cemiplimab Concurrent Radiotherapy &  Cemiplimab
Procedures Immunotherapy Immunotherapy Cemiplimab Immunctherapy  Immunotherapy




I cSCC conclusion

* Lots of good options for patients
* The best treatment algorithm is (77?77)
* HN 014

Testing the Addition of an Immunotherapy Drug, Cemiplimab (REGN2810), Plus Surgery to the
Usual Surgery Alone for Treating Advanced Skin Cancer

Phase 3 to confirm neoadjuvantis superior to soc

C-POST data imperils this study

 Future directions/Needs

* Add LAG3 and other agents to neoadjuvant
* Determine who needs more than single agent




Immunotherapy in HNSCC

B Progression-free Survival
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I Immunotherapy in first line HNSCC

* Keynote 048 supports first line : A\\\ e S
=0

nembrolizumab (CPS >=1) or
pembrolizumab + chemotherapy (any .5 _4;; F

CPS)
 Keynote B10 supports paclitaxel

substitution

val (%

Burtness et al. Lancet 2019

* PFS for single agent pembrolizumab 2-3
months




Keynote 689 — Neoadjuvant pembrolizumab

KEYNOTE-689 Study (NCT03765918)

Neoadjuvant phase Adjuvant phase
[ | [ |

Key Eligibility Criteria VEE:)  Pembro Rebio CicE Pembro
_ w200 mg 1V Q3W RT = cisplatin 100
* Adults with resectable LA HNSCC 2 cycles e SR ks 12 cycles
o Larynx/hypopharynx/oral cavity stage III/IVA (é) 9 y
o Oropharyngeal stage IIl/IVA p16— R1:1 A
o Oropharyngeal stage |1l T4 NO-2 p16+ EI'I)
*ECOG PSOor1 2 RT +
* Tumor tissue for PD-L1 testing? cisplatin 1&) mg/m?
N =351 Q3W 3 cycles
Stratification factors Primary endpoint: EFS per RECIST 1.1 by BICR
* Primary tumor site (oropharynx/oral cavity Key secondary endpoints: Major pathological response by BIPR (mPR; <10% residual
vs larynx vs hypopharynx) invasive SCC in resected primary tumor + all sampled regional lymph nodes), OS

» Tumor stage (Il vs IVA)

Other secondary endpoints include: Safety
* PD-L1 TPS? (250% vs <50%)

Exploratory endpoints include: Locoregional failure rate, DMFS, second cancers

BICR, blinded independent central review; BIPR, blinded independent pathologist review; DMFS, distant metastasis-free survival; EFS, event-free survival; OS, overall survival; RT, radiation therapy.
aAssessed by PD-L1 IHC 22C3 pharmDx; TPS=% tumor cells with membranous PD-L1 staining.

Adkins et al ASCO 2025
S



Keynote 689 — Neoadjuvant pembrolizumab

Uppaluri KN689 AACR 2025

AACHR )" ANNUAL

Baseline Characteristics T D

APRIL 25-30 | AACR.ORG/AACR2025 | #AACR25

. Pembro + SOC SOC
Characteristic (N = 363) (N = 351)

Median age (range), years 60.0 (29-82) 61.0 (22-87)
Male, n (%) 286 (78.8) 277 (78.9)
Current/former smoker, n (%)3 293 (80.7) 267 (76 1)
Alcohol use—yes, n (%)3 250 (68.9) 238 (67.8)
Pnmary tumor site, n (%)

Oral cavity 219 (60.3) 213 (60.7)

Larynx 81 (22.3) 73 (20.8)

Hypopharynx 28 (7.7) 26 (7 .4)
— Q ropharynx 35(9.6) 38 (10.8)

|j Missing 0 1(0.3)

Positive HPV status, n (%)° 12 (3.3) 15(4.3)
PD-L1 CPS 210, n (%) 234 (64 .5) 231 (65.8)
PD-L1 CPS 21, n (%) 347 (95.6) 335 (95.4)

‘6 pts in the pembro + SOC group and 3 pts in the SOC group had unknown smoking and alcohol use status. “HPV (human papillomavirus)

status was determined by local testing for pts with oropharyngeal cancer per p16 IHC. 1 ptin the SOC group had unknown HPV status Data cutoff date: 25 July 2024



Keynote 689 — Neoadjuvant pembrolizumab

Uppaluri KN689 AACR 202¢

AACH )"ANNUAL

American Association 4 "EETING
for Cancer Research’ zozs CH | CAGO

Treatment Disposition

ITT Population APRIL 25-30 | AACR.ORG/AACR2025 | #AACR2S
Study start Participants randomized (Dec 2018-Oct 2023), N 363 351
Received 21 dose of neoadjuvant pembrolizumab, n (%) 360 (99.2) 23 (0.6)
Neoadjuvant therapy Completed 2 cycles of pembrolizumab, n (%) 341 (93.9) 1(0.3)
Permanently discontinued all study therapy at this phase, n (%) 30(8.3) 0
Underwent surgery, n (%) 322 (88.7) 308 (87.7)
Completed surgery 321(88.4) 308 (87.7)
Tumor found to be surgically unresectable 1(0.3) 0
. : ; -
In-study surgery Permanently discontinued all study therapy at this phase, n (%) 55(152) 41(11.7)
Postoperative risk assessment by BIPR, n (%)
High-risk features present 118 (32.5) 156 (44 4)
Low risk (no high-risk features present) 196 (54.0) 148 (42 2)
Missing 49 (13 5) 47 (134)
Received 21 dose of adjuvant therapy after surgery, n (%) 267 (73.6)® 267 (76.1)
Started radiotherapy 266 (73.3) 267 (76.1)
Adjuvant therapy Started pembrolizumab 248 (68.3) 0
Started cisplatin 100 (27.5) 132 (37.6)
Permanently discontinued all study therapy at this phase, n (%) 109 (30.0) 14 (4.0)
0,
K staciy cantrnent Completed all spdytreatment n (%) 155 (42.7) 261 (74 4)
Treatment ongoing, n (%) 11 (3.0) 0

A = \ ]
2 pts in the SOC group received neoadjuvant pembro in error (protocol deviations). =8 additional pts in each group received definitive therapy without surgery Data cutoff date: 25 July 202



Keynote 689 — EFS

a All Partici
EFS by BICR, articipants
Pembro + SOC SOC
100 5 5 (N = 363) (N = 351)
90 = E E ’ Events, n (%) 136 (37.5) 159 (45.3)
E ! : Death 67 (18.5) 64 (18.2)
80 = 175.1% : i Distant PD 26 (7.2) 51 (14.5)
2 20 165 0% : Local + distant PD 4(1.1) 7 (2.0)
= : Local PD/recurrence 39 (10.7) 37 (10.5)
2 60m ' ' Median, mo (95% Cl)  51.8 (37.5-NR) 30.4 (21.8-50.1) |
% 162.5%
@ 50= :
o : !
vr 40 ; :
e ] 1 1
c ' : '
S 30m= : : '
w ' ' i
20+ i ; ; HR 0.73, 95% CI 0.58-0.92,
10= ; ; ; P=.0041*
0 L L | I | L I L || I L | L I L} L | I | | L | I | | I L L] I L} | I L L | I L | L I
0 6 12 18 24 30 36 42 48 54 60 66
No. at Risk Months
Pembro + SOC 363 287 232 191 157 129 88 55 34 21 2 0
SOC 351 258 183 147 110 88 59 37 25 15 7 0
NR, not reached. *Significance boundary was met at IA1.
aDefined as time from randomization to first radiographic PD (including during neoadjuvant phase that precludes Data cutoff date: 25 July 2024
surgery, local or distant PD/recurrence by imaging/biopsy) or death due to any cause Median follow-up (time from randomization to data cutoff date): 38.3 months (9.0-66.5).




Keynote 689 — DM prevention driving benefit

DMFS,2 All Participants Time to Locoregional Failure,? All Participants

Pembro + S0C s0C Pembro +
100 N = 363 N = 351 37 | E | soc T
1 1 1 N =363 .

® 90 = Events, n (%) 127 (35.0) 148 (42.2) " Events,n (%) 136 (375) 158 (45.3)
g 80 Median, mo (85% CI)  51.8 (37.9-NR) as.nzss—s?.m‘ = .
% 70+ . . 2 $14.3%

T  15= i
§ 60 HR 0.71, 95% CI1 0.56-0.90 1 T
% 50 L. A é
g 0- § 10

E
£ a0 3 [HR 0.92, 95% CI1 0.61-1.41 J
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E 20=-
3
Q 0=
. ; ; | 17
-rrrrygrrgrrrfgrryfreryfrerfrerfrrfrrrrl a 8 12 18 24 an 36 42 48 54 &0 &6
0 G 12 18 24 30 3B 42 48 o4 G0 66 Months
MNo. at Risk Months
Pembro + S0C 363 303 231 203 166 134 90 a4 34 21 o 0 Diefined as tme from randomization to dase of first reconded radiographic PO (local recurrence by imaging or biopsy) Wadian mm\?::tau.ah;[r':;n!u-is[;%u?]‘

50C 331 266 190 148 112 90 61 40 26 16 8 ]




Keynote 689 — Who benefits most?

Figure S2A. Event-free Survival by Subgroups. Kaplan-Meier estimates of event-free survi

M M according to key subgroups in randomized participants who had tumors with PD-L1 CPS =10.
* |ll with marked benefit

. Crez10 porponts/Panticipants Hazard Ratio (95% C
e IVA no benefit? overa B5234 1077231 — 0.66 (0.49-0.68)
%65 years 491155 700154 — 0.5 (0.38-0.80)
° N k f? b fo 265 years 36/79 317 — 0.86 (0.54-1.36)
ON-SMOKEIS 7pene It > ale 651180 90/175 - ! 0.5 (0.40.0.76)
° Female 20/54 17/56 —_— 1.21 (0.63-2.31)
. . ace |
. Older patients ?benefit A
er patients ?benefi == e
Region i

o P D L 1 h 1 h b f’t Morth America 18/46 16/37 —_—— 0.74 (0.37-1.44)
European Union 30/87 43197 —a— 0.67 (0.42-1.08)
ISner more peneri Exropean Un Jor a3 0571042109

L
1
Primary tumor site .

Oropharynx/Oral cavity  65/166 83178 — 0.73 (0.53-1.01)
Larynx 14/48 20/35 —_— 0.34 (0.17-0.67)
: Tumeor stage !
Event-free Survival at 36 Months i 9 158 29163 : 0.29 (0.14-0.58)
VA 741177 18/168 —-— 0.82 (0.60-1.13)
B Pembrolizumab Control PD-L1 TPS :
100 <50% 46131 56124 —— 0.63 (0.43-0.93)
Hazard ratio, 0.66 Hazard ratio, 0.70 Hazard ratio, 0.73 =50% 39103 51/107 —— 0.69 (0.46-1.05)
) 1,0.49 to 0.88 (95% CI, 0.55 to 0.89 )5 0.58 16 0.92 Smoking status .
801 twosided P=0.004 two-sided P=0.003 two-sided P=0.008 Never smoker 17/42 26/63 —_— 0.93 (0.51-1.72)
Former smoker 411123 39/88 S 0.66 (0.43-1.02)
58.2 57.6 Current smoker 22163 39/77 —_— 0.51 (0.30-0.86)

T
16.4 025 05 10 20 4.0 8.0
Favors pembrolizumab Favors control i

Percentage of Participants

CPS-10 CPS-1 All participants




Phase 2 study Wise Draper

Figure 1. Survival Stratified by Pathological Adverse Features.
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ISupplemental Table 3. Change in Stage by Risk

® 1 ye a r D FS 9 7 % IStage after necadjuvant pembro Int Risk High Risk
(intermediate risk) vs. SO -
66% (high risk)

Down Stage 17/31 (55%) 3/44 (7%)

Up Stage 4/31 (13%) 34/a4 (77%)




Keynote 689 — Pathological Response

e pCR and mPR rates low

* pCRrate could be a surrogate marker for
OS

CPS 210 Population CPS 21 Population All Participants

mPR, n (%) 32 (13.7) 0 34 (9.8) 0 34 (9.4) 0
Estimated difference (95% ClI) 13.7 (9.7-18.7) 9.8 (7.0-13.3) 9.3 (6.7-12.8)
P value <0.00001* <0.00001* <0.00001*
PCR, n (%) 10 (4.3) 0 1 (3.2) 0 11 (3.0) 0
Estimated difference (95% ClI) 4.2 (2.1-7.6) 3.1 (1.6-5.6) 3.0 (1.5-5.3)




I Chemo+lO better?

e ~25% pCRin NSCLC
* Two small phase 2 studies in Asia utilizing cisplatin + nab-
paclitaxel + camrelizumab in locally advanced (llI-1VB
 Zhang et al 2> 27 patients (all went to surgery) — no oral cavity!
* ORR97%
* pPCR37%, MPR 74.1
* Wu et al 2 48 patients including oropharynx, larynx,
hypopharynx, and oral cavity 2 27 treated with surgery, 21
non-surgical (CRT)
* ORR 89.6% (48 patients)
* pCR 55.6%, MPR 63%




Chemo-IO associated with good tumor control

Fig. 2: The waterfall plot of best radiographic response by RECIST 1.1 (n = 48).
From: Neoadjuvant chemo-immunotherapy with camrelizumab plus nab-paclitaxel and cisplatin in resectable locally advanced squamous cell carcinoma of

the head and neck: a pilot phase Il trial
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Each bar indicates one patient. Source data are provided as a Source Data file.



I HNSCC Conclusion/Future directions

* Pembrolizumab improves EFS
* DMFS seems to be driver

* Benefit may be uneven

* How much does adjuvant immunotherapy drive EFS and
potentially OS?

* Intensification of neoadjuvant for IVA and greater
patients?
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