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The Anticipated Breakthrough That Fell Short:
JAVELIN

EREMD
2020

Primary results of the phase 3 JAVELIN
Head & Neck 100 trial: avelumab plus
chemoradiotherapy (CRT) followed by

avelumab maintenance vs CRT in patients
with locally advanced squamous cell

carcinoma of the head and neck (LA SCCHN)
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ERRESMD "~ JAVELIN Head & Neck 100: study design

Randomized, placebo-controlled, double-blind, phase 3 trial

Lead-in phase
1 week

CRT phase
9 weeks

Maintenance phase
12 months

Avelumab 10 mg/kg Q2W
Avelumab + cisplatin (100 mg/m?) 3 cycles Avelumab Endpoints

10 mg/kg + IMRT 70 Gy/35 fractions/7 weeks 10 mg/kg IV Q2W

N=350 (1 fraction/day, 5 fractions/week) N=291 Primary endpoint.

» PFS assessed by
N=345 investigator per
modified RECIST 1.1

Patients with
histologically

diagnosed, previously v
G . Tumor stage (<T4 vs T4) Treatment until PD, unacceptable toxicity, or .
untreated, hlgh;rlsk @ 11 Nodal stage (NO/N1/N2a/N2b vs N2G/N3) ethames Secondary endpoints
LA SCCHN HPV status (HPV+ vs HPV-) included:

N=697 s
Placebo ORR and DOR by

+ cisplatin (100 mg/m?) 3 cycles Placebo Q2W inve;tigator per
+ IMRT 70 Gy/35 fractions/7 weeks modified RECIST 1.1

(1 fraction/day, 5 fractions/week) e Sefety
N=340

Placebo
N=347

DOR, duration of response, HPV, human papillomavirus, IMRT, intensity-modulated radiation therapy, IV, intravenously, ORR, objective response rate; OS, overall survival, PD, progressive disease; PFS, progression-free survival, Q2W, every 2 weeks;
R, randomized, RECIST 1.1, Response Evaluation Cntena in Solid Tumors version 1.1
* High-nsk LA SCCHN (oral cawity, oropharynx, larynx, or hypopharynx): HPV-negative disease stage Ill, Va, IVb, nonoropharyngeal HPV-positive disease stage lll, IVa, IVb, HPV-positive oropharyngeal disease T4 or NZc or N3 (TNM staging per AJCC, Tth eddion)



COMPress . .
EEEMD Baseline characteristics

Avelumab Placebo Avelumab Placebo
+ CRT (n=350) + CRT (n=347) +CRT (n=350) +CRT (n=347)

Age, median, years 60 59 Site of primary tumor, %
Oral cavity 13

Sex, % Oropharynx 45
Male = a2 Larynx 17
Female Hypopharynx 25

ECOG performance status, % HPV status, %*
0 Positive 35

1 Negative 0
Tumor stage at baseline, %t

North America <14 57
Western Europe T4 43
Eastern Europe Nodal stage at baseline, %!

Asia NO/N1/N2a/N2b 53
Rest of the world N2¢/N3 47

CONGTess o ]
EEEMD Statistical design

Geographic region, %

The study had 90% power to detect afHR of 0.68 &t 0.025 level of significance (1-sided)
4

based on the assumptions that the median or patients in the placebo arm is 33
months and that avelumab combination treatment is expected to increase the median PFS
to 248.5 months

At the time of planned interim analysis, the were 224 PFS events (77% information
fraction) observed

The test statistic crossed the futility boundary, and the study was unblinded




ESMD™™"  Primary endpoint: PFS by investigator per modified RECIST 1

\\\m

Avelumab + Placebo +
CRT (n=350) CRT (n=347)

Not reached Not reached
Median PFS (95% CI), months (16.9.NE) (23.0NE)
Stratified HR (95% CI) 1.21(0.93-1.57)
Stratified p value (1-sided) 092

6

239 22 176 41 33 2
291 A7 241 200 121 3 28 18

OS: overall patient population

Avelumab + Placebo +
CRT (n=350) CRT (n=347)

Not reached Not reached
Median OS (95% Cl), months (NE-NE) (NE-NE)
Stratified HR (95% CI) 1.31(0.93-1.85)
Stratified p value (1-sided) 0.94

Months
244




PFS in subgroups

Events/patients (n/N)
Avelumab + CRT  Placebo + CRT HR (95% CI)*

All patients (stratified) 118/350 106/347 = 1.21 (0.93-1.57)

All patients (unstratified) 118/350 106/347 1.20 (0.92-1.56)

<T4 56/198 51193 1.17 (0.80-1.71)

Tumor stage™ 1, 621152 55/154 1.22 (0.85-1.75)

Nodal staget NON1N2aN2b 55/184 49/181 1.09 (0.74-1.60)
odal stage’ \oeN3 63/166 57/166 1.33(0.93-1.91)

Positive 20121 2117 126 (0.74-2.15)
HPV statust o ative 891229 801230 : 116 (0.86-157)

<65 years 80/248 T3/247 1.21 (0.88-1.66)
265 years 38/102 33/100 = 1.16 (0.73-1.85)

Male 100/290 92/285 1.21 (0.91-1.61)
Female 18/60 14/62 1.16 (0.58-2.33)

White 73/224 63/229 g 1.29 (0. 92 1.81)
Asian 36/102 ! (
Black/African American/other 9/24 (

Age

North America 182

i Western Euro| /106
Pooled region Eastem Eurc;ppee 52

0

Asia 10
Rest of the world /10

Eco6Ps { Sa/187
H harynx 35/87

Site of primary L:rﬁ'?lz : 20/59

tumor Oropharynx 421157
Oral cavity 21/47

v Low (<25%) 90/249

:aD Llil s:tl.ls at High (225%) 10/50
selin Unknown 18/51
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s calculaled using the Cox proportional hazard model

system Favors avelumab + CRT Favors placebo + CRT

My thoughts: SNAP, should have selected for high PD-L1. now we have to do it over in this group.
We still search for a therapy with differential outcomes based upon HPV.




Post Javelin Landscape 1
embrolizuma mg Q3W

KEYNOTE-412 + cisplatin 100mg/m? Q3W EES
+ CRT, then pembrolizumab maintenance

Placebo Q3W Key Secondary Endpoints

+ cisplatin 100mg/m2 Q3W + CRT, then placebo
Comparator maintenance OS, Safety

Locally advanced

____________________________________________________________

| Study Start: Apr 2017 ;
. Enrollment Completed: May 2019
. Primary Completion: Apr 2021 :

Participants receive a priming dose of pembrolizumab before
initiation of CRT; 2 doses during CRT; and up to 14 cycles of
pembrolizumab every three weeks alone as maintenance therapy

Key Inclusion Criteria | Key Exclusion Criteria

+ >18 years

* new diagnosis of oropharyngeal p16 positive, oropharyngeal p16
negative, or larynx/hypopharynx/oral cavity (independent of p16)

* Has cancer outside of the oropharynx, larynx, and hypopharynx or
squamous cell carcinoma phary! ry ypophary

oral cavity, such as nasopharyngeal, sinus, other para-nasal, or
+ Participants with oral cavity tumors need to have unresectable other unknown primary head and neck cancer

disease * Participants with multiple synchronous tumors are not eligible for

+ Eligible for definitive CRT and not considered for primary surgery the study

N based on investigator decision
» Tissue evaluable for PD-L1 expression




Post Javelin Landscape 2

NCT03452137

Experiment a"': Atezolizumab 1200mg Q3W, as adjuvant therapy after Primary Endpoints
IMvoke010' definitive focaltierapy EFS (independent
review), OS

Key Secondary Endpoints
Placebo Q3W

Comparafor' EFS (Investigator

r

! Study St;rt_- Apr 2018 « Stratification factors: CR vs. PR or SD; HPV status; type of local

Enrollment Completed: Sept 2020 terEpy-racenad _
" Pri c letion: Mar 2021 ' » Participants receive atezolizumab or placebo for 16 cycles, or up
_____ i :maryompetfonar to 1 year (whichever occurs first)

Key Inclusion Criteria | Key Exclusion Criteria

* >18 years

¢ Completed definitive local therapy * Patients who have received surgery alone or radiotherapy

* CR/ PR/ SD to definitive local therapy documented by CT dianeasdetinie low tetepy

with contrast or MRI with contract to head and neck region * Squamous cell carcinoma of the nasopharynx or paranasal
done = 8 weeks after completion of definitive local therapy sinuses or non-squamous histology
and within 28 days prior to initiation of study drug.




Most Intriguing/Alarming Data In 2020

Evaluation of the correlation between antibiotic use and
survival in patients with recurrent or metastatic head and
neck squamous cell carcinoma (R/M HNSCC) treated with

immune checkpoint inhibitors (ICls)

Paz J. Vellanki', Shanthi Marur'!, Pradeep Bandaru?, Pallavi Mishra-Kalyani'!, Kunthel By', Andrew Girvin?,
Somak Chatterjee’, Pourab Roy', Harpreet Singh', Patricia Keegan', Erin A. Larkins’, Frank Cross’,
Richard Pazdur!, Marc R. Theoret!

1U.S. Food and Drug Administration, Silver Spring, MD; [zPaIantir Teohnologies,] Washington, DC

Virtual ASCO 2020




ICI Approvals in RIM HNSCC

Therapy Indication Approval Endpoint (Year)

ORR (2016)*

Pembrolizumab 2Md-line platinum-refractory 0S (2019)

Nivolumab 2"d-line platinum-refractory 0OS (2016)

Pembrolizumab | Untreated R/M HNSCC with CPS =1 0OS (2019)

Pembrolizumab +

Platinum + 5-FU Untreated R/M HNSCC OS (2019)

ORR: objective response rate * Accelerated Approval
OS: overall survival
CPS: combined positive score




* Pooled randomized trial data evaluating treatment of R/M HNSCC

Sl PR bIEEEH 2015 SIS Abx Routes of Administration and Data Completeness

40

* 3 randomized trials identified
* Patients previously untreated for R/'M HNSCC, or 35
« After disease progression on platinum-based therapy -

25

* 1685 total patients:
» 1037 treated with ICls (single-agent or with chemotherapy)

* 648 treated with comparator therapies (chemotherapy and/or cetuximab) &
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+ Identified patients treated with Abx based on review of concomitant
medications received during the study period
» Used ChEMBL chemical database for initial review
* Manually curated list with second review
* Non-systemic Abx excluded

3.0% 2.9%

* Abx+ cohort: Abx + 30 days of initiation of anti-cancer therapy

» 37% of Abx with missing routes of administration (Not Reported/ Unknown)

« Abx- cohort: Abx outside 30—day window or no Abx exposure at all » Topical, ophthalmic, otic, nasal, inhalational, and intra-vaginal Abx excluded




Overall Survival Results

ICI Group Comparator Group

1.001 1.00 -
HR (95% CI): 1.70 (1.40, 2.00) HR (95% CI): 0.99 (0.70, 1.40)
30.75' §0_75-
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0 10 20 30 40 0 10 20 30 40
Overall Survival Time (Months) Overall Survival Time (Months)
Number at risk Number at risk
Abx- 665 339 147 32 0 Abx- 348 134 39 6 0
Abx+ 372 136 48 9 0 Abx+ 300 113 37 8 0

My thoughts: This difference is HUGE.
How will we prospectively test it?
What other datasets to confirm or refute?
RESPECT THE MICROBIOME




Good ‘Ole Small Molecules Win The Year: Debio1143

PRO-APOPTOTIC
ACTIVITY:
Debio 1143 promotes

programmed cell death
via IAP antagonism

IMMUNITY

ENHANCEMENT:

Debio 1143 fosters
anti-tumor immunity
through enhanced
activation of
T lymphocytes

EFFECT OF CRT ON CANCER CELLS

At the cancer cell level At the tumor level

Cell damage

(CRT) k -

N LIRS
IAPs actigation < %. "
o) - - -

Dying cancer cells

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

Cell damag

Sl N

M Caspases APOPTOSIS

activation

Debio 1143

Dying cancer cells

Immune system

https://www.debiopharm.com/drug-development/publications/debio-1143-mode-of-action-a-
broad-chemo-radio-and-immuno-therapy-sensitizer/




ESRESMD™°~  STUDY DESIGN

Double-blind, placebo-controlled, Randomized Phase ||

PartA
N=14

Dose escalation
Phase I*

Primary
endpoint

Definition of
MTD/RP2D

RP2D
200mg QD

KG;HtB

N=96 (ITT)

- Xevinapant/Placebo
Xevinapant + CRT D1- D14 every 21 days for 3 cycles

n=48
copp
ﬂ 100mg/m? every 21 days, for 3 cycles

11 Placebo + CRT IMRT

— 2Gy 5d/week over 7 weeks (total dose 70Gy)
n_47 Y K ( Y)

Stratified by

*  NO-N1vs N2-N3

* Primary tumor site (OPC vs non-OPC)
« If OPC, by HPV/p16 status

\

Main inclusion criteria:
Previously untreated, unresectable stage Ill, IVA & IVB LA-SCCHN
Oral cavity
Hypopharynx
Larynx
Oropharynx-HPV/p16 both negative or positive

Primary endpoint

-

Locoregional control rate at
18 months after CRT
(A>20% between arms with
0.8 power at 0.2

significance level)

Main secondary endpoints

-

PFS
Duration of LRC
Overall survival

CirscalTnals gov identiber NCTO2022058
*Tao et ESTRO 2016




Kaplan-Meier Estimate
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Debio 1143 [~ 0 8) " oavern 2 [ Hozara rato 0.49 (0.26 ; 0.92)
palve  0.0261

Placebo
e Censored p-vahis 0.0023 e Censored
00

00
42 41 41 40 W B 34 I3 U N D N =B

B 7 1 26 26 26 26 23 2 2 9 5 2
Placebo ¥ 32 2 2 20 20 20 19 17 15 14 8 Placebo 33 33 M M XN 0 X X 23 2 0 18
1214 15 18 20 2224 25 28 30 3234 35 3B 40 42 44 4 48 50 52 10 12 14 16 18 20 22 24 256 2B 30 32 34 ¥ = 44 45 48 50 52

Progression-Free Survival Duration (Months) Overall Survival Duration (Months)




Shall We Stop Talking About Drugs?

JAMA Oncology | Original Investigation

Comparison of Survival After Transoral Robotic Surgery
vs Nonrobotic Surgery in Patients With Early-Stage
Oropharyngeal Squamous Cell Carcinoma

Anthony T. Nguyen, MD, PhD; Michael Luu, MPH; Jon Mallen-St Clair, MD, PhD; Alain C. Mita, MD;
KKevin S. Scher, MD; Diana J. Lu, MD; Stephen L. Shiao, MD, PhD; Allen S. Ho, MD; Zachary S. Zumsteg, MD

JAMA Oncol. 2020;6(10):1555-1562. doi:10.1001/jamaoncol.2020.3172
Published online August 20, 2020.




TORS Continues To Increase

Figure 1. Increasing Use of Transoral Robotic Surgery (TORS) Between 2010 and 2015

_T| Primary surgical management of early-stage oropharyngeal SCC over time W Facilities with at least 1 robotic surgical procedure performed over time
100+ 20+

Nonrobotic surgery

[
(%]
1

Surgical procedures, %
Facilities performing TORS, %

2012 2013 2014 2015 2010 2011 2012 2013 2014 2015

Year of diagnosis Year of diagnosis




And that is a good thing...

Figure 2. Overall Survival for Patients With Early-Stage Oropharyngeal SCC Undergoing Either Transoral Robotic Surgery (TORS)
or Nonrobotic Surgery in Propensity Score-Matched Cohorts

Table 2. Multivariable Cox Proportional Hazards Regression Analysis
of Overall Survival in Patients With Early-Stage Oropharyngeal SCC

Undergoing Primary Surgery. Using KEy Covariates E All facilities Facilities that offered both TORS and nonrobotic surgery
= 5 & & 100 = 100 ==
Multivariable survival analysis \ \
. TORS TORS
Covariate HR (95% CI) P value - 804 -
Surgical approach 3 Nonrobotic surgery s Nonrobotic surgery
Nonrobotic surgery 1.00 [Reference] NA § 60+ g 60+
TORS 0.74 (0.61-0.90) .002 El 2
= 404 © 404
Age® 1.34(1.18-1.51) <.001 g g
Anatomic site 20+ 20
Base of tongue 1.00 [Reference] Log-rank P=.001 Log-rank P=.007
Tonsil 0.85(0.70-1.03) .10 0 12 24 36 43 60 72 84 0 12 24 36 48 60 72 84
Other 0.92 (0.66-1.28) .62 L T miz
No. at risk
HPV status TORS 1394 1210 935 634 393 239 2 16 1314 1146 886 604 381 232 95 20
- Nonrobotic 1394 1228 964 652 423 241 97 28 1314 1152 886 599 384 207 89 25
Negative 1.00 [Reference] NA surgery

Positive 0.35 (0.29-0.42)

Kaplan-Meier estimates of overall survival of patients from all facilities (A) and from facilities that offered both TORS and nonrobotic surgery (B). SCC indicates
squamous cell carcinoma.

Or is it just that the TORS surgeons are better surgeons?



