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Abstrakt #6502: Davky a schémy podavania
cisplatiny v konkomitantnom rezime s
radioterapiou v pooperacnej indikacii u high-
risk pacientov

Abstrakty #6505 a #6507: Optimalna
sekvencia systémovej liecby a imunoterapie
(ICI) v R/M SCCHN

Abstrakty #6511 a #6504: Pokroky v liecbe
zameranej na biomarkery
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Cisplatina s radioterapiou: davka alebo schéma?

Priklad: 55-roCny pacient s karcindomom jazyka T4N3b

(ECE+) zacCina pooperacnu konkomitantnu lieCbu RAT + CHT
(cisplatina).

Aky je nas ciel’ v pooperacnej intencii na zaklade

sucasnych poznatkov?

- Cisplatina a 3 tyzdne, nezavisle od kumulativnej davky

- Cisplatina v tyzdnovom podavani nezavisle od
kumulativnej davky

- Kumulativna davka cisplatiny > 200 mg/m2 nezavisle od
schémy

» Cisplatina v kumulativnej davke 300 mg/m2 nezavisle od

schémy podavania
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Cisplatina s radioterapiou: davka alebo schéma?
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FIGURE 1. Overall survival absolute benefit in relation to a cumu-

lative cisplatin dose in prospective randomized trials on concur-
rent chemoradiotherapy with single-agent cisplatin.

Strojan P, Head Neck, 2016

Komparativna analyza medzi

tyzdnovym a 3-tyzdinovym

podavanim cisplatiny

Je kumulativna davka
cisplatiny hlavhym
determinantom efektivity?

—

So zvysujucou sa kumulativnhou davkou
cisplatiny sa zlepsuje OS

Absolitny benefit 2,2 % v OS na
kazdych 10 mg cisplatiny

(Davkovanie od 140 mg/m2 do 270 mg/m2)
Model dosiahol statisticka signifikanciu,
p = 0,027
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Abstrakt 6502 - 1c0G1008 stadia, fazy II/III, pooperaéna

RAT + CHT u high risk pacientov so SCCHN - tyzdnova verzus
3-tyzdnova cisplatina

JCOG

Japan Clinlcal

Trial Design

Multi-institutional randomized phase II/1l Trial

28 institutions from JCOG-HNCSG Arm A: 3-Weeky CDDP+RT
» CDDP 100 mg/m?, g3wks

Post-operative high-risk SCCHN » RT* 66 Gy/33Fr

« Pathological Stage IlI/IV
* Microscopically positive £ Randomization
margin and/or ENE 1=

oral cavity, larynx,

CrCpRany/ RO Arm B: Weekly CDDP+RT
« CDDP 40 mg/m?, qwk

Adjustment factors * RI™ 66 Gy/33tr
Microscopically positive

margin and/or ENE R _ :
Institution * 3D conformal RT or IMRT was allowed at institutional discretion

ENE: extra-nodal extension
RT: radiation therapy, IMRT: intensity modulated RT
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Abstrakt 6502 - 1c0G1008 stadia, fazy II/III, pooperaéna
RAT + CHT u high risk pacientov so SCCHN - tyzdnova verzus
3-tyzdnova cisplatina

Overall Survival: OS (ITT)
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At the planned 2" interim analysis of Phase Il part,
0.1 DSMC recommended terminating the trial early
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atients at risk (censored) Years after randomization
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fents at risk (censored) Years after randomization
rm A 132(0) 97 (10) 63(22) 39 (16) 23 (15) 12 (10)
B 129 (0) 99 (9) 67 (23) 48 (15) 30 (17) 19 (11)

Zaver:
Konkomitantna RAT + CHT s tyzdennou cisplatinou 40 mg/m2 je
akceptovatel'ny standard v pooperacnej intencii

Ako je to v primarnej RAT + CHT?
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Optimalna sekvencia systémovej liecby a imunoterapie v

liecbe R/M SCCHN?
Abstrakt 6505: KN048 - progresia po d'alsej linii lieCby

Abstract # 6505
KEYNOTE-048: Progression After the Next Line of First Subsequent Therapy Following PD
Therapy Following Pembrolizumab or —
Pembrolizumab Plus Chemotherapy vs EXTREME e ot 200 mg Q3W
. . . . of the oropharynx, ora
as First-Line Therapy for Recurrent/Metastatic cavity, hypopharynx, of larynx for up to 36
Head and Neck Squamous Cell Carcinoma e el = cycles
erapies
« ECOGPSOor1
Kevin Harrington, Danny Rischin,? Richard Greil,* Denis Soulieres,* Makoto Tahara,® ey .
Gilberto Castro,® Amanda Psyrri,” Neus Baste,? Prakash C. Neupane,? Ase Bratland,® ;I:sse‘;i:'aewgle forED1A 20 Subsequent
Thorsten Fuereder,™ Brett G. M. Hughes, 2 Ricard Mesia Sr.," . I Therapy
_ « Known p16 status in the (Investigator’s
Nuttapong Ngamphaiboon, ' Tamara Rordorf,'s Wan Zamaniah Wan Ishak, '® oropharynx? choice)
Yayan Zhang,'” Burak Gumuscu,'” Ramona F. Swaby,!” Barbara Burtness'®
Stratification Factors
e g . :EOL;:) expression? (TPS 250% vs S— gssuxm?a?
« p16 status in oropharynx (positive _: mwf :n
ook vs negative) Chamod
eniwor: Mo’
+ ECOG performance status (0 vs 1)

First Subsequent Therapy
Pembro Pembro + EXTREME
Monotherapy Chemotherapy

n (%) n = 301 n = 281 n = 300
Any new anticancer treatment? 148 (49.2) 115 (40.9) 159 (53.0)
Chemotherapy 135 (44.9) 88 (31.3) 102 (34.0)

EGFR inhibitor 59 (19.6) 37 (13.2) 19 (6.3)
Immune checkpoint inhibitor 6 (2.0) 12 (4.3) 50 (16.7)

Other immunotherapy 1 (0:3) 0 (0.0) 6 (2:0)

Kinase inhibitor 1 (0.3) 7 (2:5) 1 (0.3)

Other 2 (0.7) 1(0.4) 2 (0.7)
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Optimalna sekvencia systémovej liecby a imunoterapie v
liecbe R/M SCCHN?
Abstrakt 6505: KN048 - progresia po d'alsej linii lieCby

Abstract # 6505 » ngs =
: . PFS2: Initially Randomized,
KEYNOTE-048: Progression After the Next Line of
Therapy Following Pembrolizumab or Pembro + Chemotherapy vs EXTREME, CPS 220
Pembrolizumab Plus Chemotherapy vs EXTREME P | t
as First-Line Therapy for Recurrent/Metastatic OPU ation
Head and Neck Squamous Cell Carcinoma Events HR (95% Cl)
Kevin Harrington," Danny Rischin,? Richard Greil,* Denis Soulieres,* Makoto Tahara,® 100 - Pembro + chemo 72.2% 0.63 (0-47'0-84)
Gilberto Castro,® Amanda Psyrri,” Neus Baste,? Prakash C. Neupane,? Ase Bratland,® 12-mo rate 24-mo rate
Thorsten Fuereder," Brett G. M. Hughes,'? Ricard Mesia Sr.," 90 - 49.2% 28.9% EXTREME 90.9%
Nuttapong Ngamphaiboon, ' Tamara Rordorf,'s Wan Zamaniah Wan Ishak, '® 80 34.2% 12.0%
Yayan Zhang,'” Burak Gumuscu,'” Ramona F. Swaby,!” Barbara Burtness'® 70
® 601 Median (95% Cl)
& 90 11.3 mo (8.8-14.7)
& 40+ \ 9.7 mo (8.4-11.0)
301 UL e ey
201
104 i
0 T T T T T T T T T 1
0 5 10 15 20 25 30 35 40 45 50
Months
No. at risk
126 98 66 49 41 35 29 17 4 0 0
110 87 53 29 17 12 7 3 0 0 0

* PFS2 analysis involved patients in the ITT population with PD-L1 CPS220 (Pembro + Chemotherapy vs EXTREME

Data cutoff: February 25, 2019 (final analysis).

Abstrakt 6505

- potvrdil, Ze ,,v€asné" zavedenie ICI je Sstandardom v liecbe R/M
SCCHN
- je sekvencia ICI - chemo lepsia ako CHT - ICI?

- KN048 nebola dizajnovana na zodpovedanie otazky optimalnej sekvencie
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Optimalna sekvencia systémovej liecby a imunoterapie v
liecbe R/M SCCHN?

Abstrakt 6507: TPEx — analyza prezivania podl'a 2. linie
lieCby

(Abstract # 6507)
TPExtreme randomized trial:
Quality of Life (QoL) and survival according to second-line
treatments in patients with recurrent/metastatic head and neck
squamous cell carcinoma (R/M HNSCC)

Joél Guigay, Jerome Fayette, Ricard Mesia Sr., Esma Saada-Bouzid, Cedrik Lafond, Lionnel Geoffrois, Laurent Martin,
Olivier Capitain, Didier Cupissol, Helene Castanie, Alison Claire Johnson, D
Sire, Raissa Kapso, Melissa Delhommeau, Cecile Chevassus-Clement, Ulricl
GORTEC - AlO Studien gGmbH - TTCC - Unicancer H&N

TPExtreme study design (icr 02266695)

KEY ELIGIBILITY CRITERIA

- R/M HNSCC :
not suitable for locoregional [ S Maintenance
treatment cetuximab 250 mg/m?
Age 18-70 years - EA EKLY

PS 0-1 I\ A - until progression
A or unacceptable toxicity

Creatinine clearance
>60 mL/min

Prior cisplatin

<300 mg/m? TPEx —
- No Anti-EGFR for 1 year (Experimental arm) - Maintenance
cetuximab 500 mg/m?

MINIMIZATION FACTORS & cycles Q3W CT - EVERY 2 WEEKS
> PS CISPLATIN - 75 mg/m? IV - until progression
- Metastaticstatus DOCETAXEL = 75 mg/m? IV or unacceptable toxicity

CETUXIMAB - 400 mg/m? (loading dose), then
250 mg/m? IV weekly
- Country + G CSF after each cycle

-> Previous cetuximab
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Optimalna sekvencia systémovej liecby a imunoterapie v
liecbe R/M SCCHN?
Abstrakt 6507: TPEx — analyza prezivania podl'a 2. linie
lieCby

Post-hoc exploratorna

analyza liecby v 2. linii
(CHT + /- cetuximab

verzus ICI) 2"d.|ine treatment
ExTREME am
Metoda: ana Iy'/za (O}S) pOd Ia typu Patients with 2" line data available 256 245
lieCby v 1. linii 2" Jine received 164 (64%) 157 (64%)
Type of 2" line
. , 10 (anti PD-1/PDL-1) 41 (16%) 41 (17%)

* V obidvoch ramenach Taxane based chemotherapy 56 (22%) 30 (12%)
EXTREME a TPEx 64 ("’/0 Other chemotherapy 40 (16%) (120 (47%) GEPLTAN 109 (44%)
pac'ie_|_1tov dostalo liecbu v Cetuximab +/- chemotherapy 24 (9%) 18 (7%)

2. linii Radiotherapy 3 (1%) 7 (3%)

« 79 % rezimov Vv 2. linii bolo
podanych po progresii v
ramene EXTREME a 85 % v
ramene TPEXx

* 79% and 85% of the 2nd line treatments were given
after progression in and TPEx arms respectively.
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Optimalna sekvencia systémovej liecby a imunoterapie v
liecbe R/M SCCHN?

Abstrakt 6507: TPEx — analyza prezivania podl'a 2. linie
lieCby
2"d-line treatment: Overall Survival since randomization

in each arm according to Chemo +/- Cetux vs |10

In the TPEx arm

a1 38 32 21

120 112 85 55

2"d line treatment: Overall Survival since randomization

in each arm according to Chemo +/- Cetux vs 10

EXTREME arm TPEx arm

2" line with
chemo/cetux

2" |ine with

A .
2"9 line with 10 chemo/cetux

2" |ine with 10
Overall survival at 12 months 70.8% 78.1% 62.4% 78.1%
Overall survival at 24 months 29.9% 27.5% 23.2% 46.9%

Overall survival at 36 months 15.6% 18.9% 9.9% 27.5%

. 17.6 months 19.4 months 14.9 months 21.9 months
Median OS (95%Cl) (15.2-19.5) [(13:4=22:3) (13.0-16.3. NELXEELN))
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Optimalna sekvencia systémovej liecby a imunoterapie v
liecbe R/M SCCHN?

Abstrakt 6507: TPEx — analyza prezivania podl'a 2. linie
lieCby

Zavery autorov:

« Exploratérna analyza ukazala, Ze taxanovy TPEx rezim s naslednou liecbou check-point
inhibitormi v 2. linii by mohol priniest zaujimavy median OS pre pacientov, ktori

potrebuju chemoterapiu v 1. linii, pri nizsej toxicite ako rezim EXTREME

- Sekvencia TPEx — ICI by sa mala porovnat s pristupom, ked’ sa zaéne lieéba

kombinaciou platina + 5-FU + pembrolizumab

Slabé stranky:

- Pacienti v tejto studii neboli lieCeni podla Standardov roku 2020 Viac
klinickych

- Vysledky neindikuju jednoznacne posunutie ICI do neskorsej linie, o
studii!!!

lebo TPEx nie je Standard v 1. linii so silou kat. 1

- M6ze byt zakladom pre budtce paradigmy sekvencii
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Nadorova mutacna naloz (TMB) - ako prediktor prezivania
Abstrakt 6511 - EAGLE studia fazy III, Durvalumab +-
Tremelimumab verzus CHT v liecbe R/M SCCHN po zlyhani
na platine

Plasma-based Tumor Mutational Burden as Predictor of
Survival in Phase 3 EAGLE Study: Durvalumab
Tremelimumab Versus Chemotherapy in
Recurrent/Metastatic Head and Neck Squamous Cell
Carcinoma After Platinum Failure

Li W, Wildsmith S,? Ye J,* Si H,* Morsli N,2 He P,* Shetty J,* Yovine
Zhang Q,* Xie M,? Mesia R,* Haddad R,® Licitra L5 Ferris RL”

EAGLE: Phase 3 trial of D and D+T as 2L treatment of HNSCC

Key eligibility criteria

« SCC of the oral cavity, oropharynx,
hypopharynx, or larynx 1° Endpoint:
« PD after platinum-containing . Ons point:
regimen for R/M HNSCC or
recurrence within 6 months of 20

Endpoints:
multimodal therapy using platinum dhi e

D monotherapy PFS, ORR,

with curative intent -
DoR, DCR,
« ECOG PS 0 or 1 10 mg/kg Q2W until PD O(é1,2 :

« Known HPV status (oropharynx) - HRQoL

. z'sii‘;:;’:tp'e iliin Methotrexate 40 mg/m? QW until PD or - Safety
Docetaxel 40 mg/m? QW until PD or + Biomarkers
. . Cetuximab 250 mg/m2 QW until PD or
Stratification factors n=249 Paclitaxel 80 mg/m2 QW until PD or
&
« PD-L1 status (TC 225% vs <25%) 5-FU 2400 ;ng/m over 46 hours Q2W or
: TS-1 80 mg/m? QD for 28 days (14-day rest) or
* Tumor location/HPV status (OPC Capecitabine 1000 ma/m2 Q2D. 7 days
HPV- vs HPV+ vs non-OPC) Crossover not P (7-da r%st) S
» Smoking history (<10 vs >10 pack/y) permitted y
2L, second-line; 5-FU, 5-fluorouracil; DCR, disease control rate; DoR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; HPV, human papillomavirus;
HRQoL, health-related quality of life; OPC, oropharyngeal cancer; ORR, objective response rate; OS, overall survival; 0S12, overall survival at 12 months; PD, progressive disease;

PFS, progression-free survival; QD, every day; QW, every week; Q2W, every two weeks; Q4W, every four weeks R, randomized; SCC, squamous cell carcinoma; TC, tumor cell; TS-1,
tegafur/gimeracil/oteracil; y, year.
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Nadorova mutacna naloz (TMB) - ako prediktor prezivania
Abstrakt 6511 - EAGLE studia fazy III, Durvalumab+-
Tremelimumab verzus CHT v liecbe R/M SCCHN po zlyhani
na platine

Longer OS observed with higher bTMB cutpoints for D
and D+T

bTMB high (216 mut/Mb) bTMB low (<16 mut/Mb)
- Db« 0  c¢T - b+t D0 ¢t
(n=20) (n=27) (n=63) n=57 (n=53)
Events 16 19 24 Events 57 49 49
Median OS, months (range) 7.6 (4-13.1) 8.1(2.6-18.7) 4.0(3.2-6.3) Median OS, months (range) 6.8 (4-9.6) 6.2(3.8-9.8) 8.6(6.6-9.8)
HR (95% CI) 0.38(0.19-0.78) 0.39(0.2-0.76) - HR (95% ClI) 0.92 (0.62-1.36) 0.92(0.61-1.37) -
P value 0.0061 0.0044 - Survival at 18 months, %

- 0, 0, 0
2lIJ;'VIVa| at 18 months, % (95% 22 (7—-42) 33 (17-51) 0 , (95% CI)

25 (15-37) 24 (14-35) 0 (0-0)

Overall survival
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Number at risk Number at risk
D+T 20 D+T 63

cT 27 ; ( ; cT 53
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Abstrakt 6504 - aktivita Tipifarnibu v liecbe nadorov s
pritomnou HRAS mutaciou (nadory hlavy a krku, slinnych
zliaz a urotelialne nadory)

HRAS-dependent solid tumors may be highly sensitive to

tipifarnib

» Hypothesis: HRAS mutations are a biomarker for
tipifarnib activity

* FTase inhibitors have activity in HRAS-mutant tumor
cell lines and mouse models'-3

HRAS Gene Expression in Select Cancers

@ wild type
© mutant

w0

)
1,0
% e .
- . w» ¢ " Cutoff for HRAS
PP il v ) o overexpression
o § w0 g
N 0} |
% Kl $

Bladder Breast Colon HNSCC Lung  Lung Pancreatic Thyroid
ADC ScC

* Phase 2 clinical trials are investigating tipifarnib in
different tumor types
» HRAS-mutant solid tumors (KO-TIP-001; NCT02383927)

* HRAS-mutant HNSCC (KO-TIP-007; NCT03719690)
» HaddadR, et al. 2020 Annual ASCO Meeting. Abstract #TPS6593

* HRAS-mutant urothelial carcinoma (IST-01;

% mutant

W
]
o~
>
-3
9
)
<
2
<

HRAS Expression

» Kim H, et al. 2020 Annual ASCO Meeting. Abstract #5086
% overexpressed

1. Lerner EC, et al. Oncogene. 1997;15:1283-1288. HNSCC, head and neck squamous cell carcinoma.
2. Untch BR, et al. Cancer Res. 2018;78(16):4642-4657. LSCC, lung squamous cell carcinoma.
3. Chen X, et al. Oncogene. 2014;33(47):5442-5449. UC, urothelial carcinoma
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Abstrakt 6504 - aktivita Tipifarnibu v liecbe nadorov s
pritomnou HRAS mutaciou (nadory hlavy a krku, slinnych
zliaz a urotelialne nadory)

Objective response rate and duration of response in HNSCC
with high HRAS-mutant VAF

ORR (CR+PR)? 95% cre
E—
i 5% ClI

Median DoR? 9
(N=21) 42.9 (9) 21.8 66.0 (months)

HNSCC pts, mITT

HNSCC pts, response HNSCC with high
evaluable (N=17) 47.1 (8) 23.0 72.2 HRAS-mutant VAF,

including additional
patient (N=18)

14.7 2.1

HNSCC pts, response
evaluable, including
additional patient
(N=18)

50.0 (9)

aData cutoff as of September 30, 2019. Patients with HRAS VAF >20% and serum albumin 23.5 g/dL or HRAS VAF 235% enrolled in stages 1, 2 or in the HNSCC extension cohort. Additionally, 1 patient is

included who was treated off protocol through expanded access program.
b2-sided 95% exact binomial confidence interval.
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ASCO® 2020 - odporucania pre
prax?

Konkomitantna RAT + CHT s tyzdennou cisplatinou 40 mg/m22
je akceptovatel'ny standard v pooperacnej intencii

Vcasné zavedenie PD-1 je standardom v
liecbe R/M SCCHN, hlavhe pri CPS = 1

Vysetrovanie HRAS mutacie/alteracie u pacientov s
pokrocCilym refraktérnym SCCHN
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Dakujem za pozornost.



