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Epidemiologie
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Histologische Subtypen
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Early Stage NPC
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Stadium Il NPC
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Low-risk NPC Stadium Il + T3NOMO

,Low-risk” NPC Stadium Il oder T3NOMO
Phase Il

Ausschluss

- Max. Durchmesser cervikale LK 23 cm

.. AJCC 7t ed
- Positive LK Level IV oder VB Stage Il (TIN1 andT2N0-1) and
T3NOMONPC
. Stratified by center and T-N subset
- EBV DNA > 4.000 copies/ml ’

Excluding
+ Any cervical LN maximum diameter
23 cmby MR
+ Levels IVor VB LN(s)

. . . + Presence of rENE
Non-inferiority: IMRT vs. CRRT - EBV DNA 24000 copiesimL

* IMRT parameters:
« Total Dose: > 66 Gy
* Dose / Fraction: 2-2.2 Gy daily
« Fractions / week: 5

Ma ASCO 2022




Low-risk NPC NPC Stadium Il + T3NOMO

Adverse events (AEs): Grade 3-4*

IMRT vs. CCRT
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Lokal-fortgeschrittenes NPC

Stadium llI-IV (T3-4 N+ bzw. N2-3)
Multimodale Therapiekonzepte

MAC-NPC Meta Analyse

. Themoradiothe v radicther,
Kernelement der Therapie: CCRT PAHOEH S e w2 _al o8 (pE1-207)
QMH- 95 onc ™= 255 2455 —_— 100 [3-57-1./5)
Studien: Cisplatin 100mg/m? g3 oo 200 iy —_— 039 1823.068)
. . Fioed effect model meta-analysis 155/405 194,401 = 070 [0-56-0.86)
Kumulativdosis > 200mg/m? B ot mocel s anatysi — 065 (0-44-0.96)
Netwark meta analysis < 080 (0-68-0-53)

NCCN Guidelines 2.2023, Petit Lancet Oncol 2023




CCRT

Cisplatin 40 mg/m? weekly vs. Cisplatin 100mg/m? q3
Phase Il
A B
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Once-a- weel Plog-rank = 0.37
~— Once-every-3-weeks ~— Once-a-week
0 = Once-every-3-weeks
0 24 i 48 72 96 0
No. at risk (events) Time since randomization, months 0 o4 ] ] 48 D 7 96
Once-a-week 250 (0) 244 (25) 160 (38) 64 (40) 7 (43) No. at risk (events) Time since randomization, months
Once-every-3-weeks 260 (0) 227 (32) 162 (40) 62 (42) 9 (44) Once-a-week 250 (0) 241 (8) 176 (14) 68 (15) 8 (15)
Once-every-3-weeks 260 (0) 251 (8) 179 (16) 69 (19) 11 (21)

NW: Ototoxizitat haufiger im weekly Arm

Xia Clin Cancer Res 2021




Induktionschemotherapie

Stadium llI-1V
(ohne T3NO)
Phase Ill

CCRT
Cisplatin q3

Induktion
3x Cis/Gem

NPC llI-IV
(Excl: T3NO)
CCRT

Cisplatin g3

3 Zyklen Induktion: 97%
ORR Induktion: 94%

A Recurrence-free Survival

128 Induction chemotherapy
9
'5 80
® 70
& 60 Standard therapy
g 50 3-Yr recurrence-free survival:
% 4 Induction chemotherapy, 85.3%
£ 30 vs.standard therapy, 76.5%
g 20 Hazard ratio for recurrence or death, 0.51
& o] (5%0C1,034-077)
P=0.002
0 T T T T T
0 12 24 36 48 60
Months since Randomization
No. at Risk
Induction chemotherapy 242 234 215 146 93 35
Standard therapy 238 217 194 130 73 26

B Overall Survival

No. at Risk

Percentage of Patients

Induction chemotherapy

70 Standard therapy

40 3-Yr overall survival:
30 Induction chemotherapy, 94.6%
20 vs. standard therapy, 90.3%
Hazard ratio for death, 0.43
(95% Cl, 0.24-0.77)
T T T T

T
0 12 24 36 48 60

Months since Randomization

Induction chemotherapy 242 241 236 162 100 36

Standard therapy

238 232 219 152 87 29

C Distant Recurrence—free Survival

Percentage of Patients

No. at Risk

Induction chemotherapy

80

70 Standard therapy
60

50 . "

40 3-Yr distant recurrence-free survival:

30 Induction chemotherapy, 91.1%

204 Vs standard therapy, 84.4%

10 Hazard ratio for recurrence or death, 0.43

(95% Cl, 0.25-0.73)
T T T T T
0 12 24 36 48 60

Months since Randomization

Induction chemotherapy 242 238 226 154 96 35

Standard therapy

238 217 204 140 80 28

D Locoregional Recurrencefree Survival

No. at Risk

Percentage of Patients

Induction chemotherapy

Standard therapy

3-Yr locoregional recurrence—free survival:
Induction chemotherapy, 91.8%
vs. standard therapy, 91.0%
Hazard ratio for recurrence or death, 0.77
(95% Cl, 0.42-1.41)
T T T T T

0 12 24 36 48 60

Months since Randomization

Induction chemotherapy 242 237 225 152 97 36

Standard therapy

238 230 206 141 81 27

Zhang NEJM 2019




Induktionschemotherapie

Stadium IlI-IV
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Zhang J Clin Oncol 2022




Induktionschemotherapie + ICI

CONTINUUM Trial
Phase Il
Primarer Endpunkt: EFS

Patients with stage
Il to IVA NPC

(excluding T3-4NO
and T3N1 disease)

|+ Center

—

' Randomization

1:1 (N =425)

: Stratification

« Stage: lll vs IV

Sintilimab
Group

Standard
therapy

group

Sintilimab 200mg, q3w, 12 cycles

Radiotherap

=GP IC, q3w * 3 cycles (Gemcitabine 1g/m2, d1 & 8; DDP 80mg/m2, d1) + CCRT (DDP 100mg/m2, d1

q3w * 2 cycles)

I = Intensity modulated radiotherapy, 70Gy in 33 fractions, once per day, Monday to Friday in each week

Ma ASCO 2023




Induktionschemotherapie + 10

CONTINUUM Trial

Phase Ill
EFS 0s

3-yr rate:

Loy ; 3-yr rate: 100 — 1 929%
0,
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Sintilimab 210 205 198 191 186 181 175 97 14

Ma ASCO 2023




Adjuvante Therapie nach CCRT

Capecitabine vs. Observation

Phase Il
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Dosisreduktion: 18%

Chen Lancet 2021




Adjuvante Therapie nach CCRT
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Miao JAMA Oncol 2022




Adjuvante Therapie nach CCRT

Cis/Gem vs. Cis/5-FU

Phase Il

Ausschlusskriterium: Induktions CTx
Primarer Endpunkt: 3 Jahres PFS

3 Zyklen Platin: 55% vs. 60%
Dosisreduktion: 53% vs. 40%

P g s free sl o
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104

BE<

Bl

20

— Cisplatin-fluarouracil group
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PFS Jahr 3: 83.9% vs. 71.5%

Stratified HE 054 (95% {1 0:32-0-93), log-rank p=0:23

12 14 36 4B B FF.
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]
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Liu Lancet Oncol 2023




Adjuvante Therapie nach CCRT
EBV als Stratifikationsmarker? :
Plasma EBV DNA post RT = wichtigster prognostischer Faktor 2 o
Phase "I - . 1.0 A -IIL — ;:i:u:::i:hn:mnthtranv
E osd |
& EBV pos ‘% .g \1—\.
mm)  CCRT/RT L =
m 2 0.44
EBV neg. mm): Observation = 0.2
0=

] 1 2 3 4 5 § 7 &
Time Since Treatment (years)

Hui Cancer 2015, Chan J Clin Oncol 2018



Zusammenfassung early/ locally-advanced NPC

Stadium Il, T3NO
* Low-Risk = alleinige IMRT vermutlich ausreichend
* High Risk-> CCRT

Stadium llI-IV
*  CCRT-> Kernelement der Therapie (Cis weekly gleich effektiv wie g3)
* Induktions CTX mit Cis/Gem —> Standardvorgehen (hohe ORR, gute Therapieadharenz, OS Verbesserung)
- Sintilimab Zugabe verlangert FFS (OS noch unreif)
*  Adjuvante Therapie = Stellenwert bei vorheriger Induktions CTx unklar
- keine Induktions CTx: Cis/Gem 3x bzw. metronomisches Capecitabin 1 Jahr




Metastatic NPC First Line

Cis/Gem vs. Cis/5-FU
Phase Il

100 = — Gemeitabine plus cisplatin 100 =
— Fluorouracil plus cisplatin
Eo - Bo~
¥
3 £ HaR 062 (915% C1 0-45-0-84; pml 0025
£ goo = o 2 (95% 5-0-B4); pm0-002
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i 3
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P
. MR 055 [957% (1 D440 6E]); pa00001 o H'—L_._._._I_‘_”_‘
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ORR: 64% vs. 42%

Zhang Lancet 2016




Metastatic NPC First Line

ARTICLES | VOLUME 22, ISSUE 8, P1162-1174, AUGUST 2021 o Download Full Issue

Camrelizumab versus placebo in combination with gemcitabine and
cisplatin as first-line treatment for recurrent or metastatic

nasopharyngeal carcinoma (CAPTAIN-1st): a multicentre, randomised,
double-blind, phase 3 trial

Prof Yunpeng Yang, MD * « Prof SongQu,MD * « Prof Jill A RT C LES

Prof Mingjun Xu, MM * « Prof Weidong Li, MS * e etal. Sl nhttps://doi.org/10.1038/541591-021-01444-0

Published: June 23,2021 « DOI: https://doi.org/10.101¢ M) Chack for updatas

Toripalimab or placebo plus chemotherapy as
first-line treatment in advanced nasopharyngeal
carcinoma: a multicenter randomized phase 3 trial

Hai-Qiang Mai'¥", Qiu-Yan Chen'¥, Dongping Chen?, Chaosu |

Jingao Li%, Ying-Rui Shi’, Feng Jin®, Ruilian Xu®, Jianji Pan', Sh

Yi-Chun Liu*, Yi Jiang®, Xia He*, Hung-Ming Wang", Wan-Te Cancer Ce“ ¢ CelPress -
Xiaohui He??, Xiaozhong Chen?, Zhigang Liu©%, Xianglin Yu: OPEN ACCESS

Shanghua Jing?, Yanju Chen?, Yin Lu®, Ching-Yun Hsieh®, M

Jens Samol***3, Hui Feng***, Sheng Yao**3%, Patricia Keegan

Tislelizumab plus chemotherapy as first-line
treatment for recurrent or metastatic nasopharyngeal
cancer: A multicenter phase 3 trial (RATIONALE-309)

Yunpeng Yang,'-** Jianji Pan,*** Hui Wang,-** Yuanyuan Zhao,"-** Shenhong Qu,*** Nianyong Chen,"**
Xiaozhong Chen,” Yan Sun,” Xiaohui He,” Chaosu Hu,” Lizhu Lin,'® Qitao Yu,'" Siyang Wang,"* Guihua Wang,"”

Mai Nat Med 2021, Yang Lancet Oncol 2021, Yang Cancer Cell 2023
fAuthar list continued on next page)




Metastatic NPC

1004 RATIONALE-309
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]
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Yang Cancer Cell 2023 —> Placebo (5.6-7.5) (19.8-NR)




Biomarker

JUPITER-02
- Baseling EBV copy rumber . 05334
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0125 0250 0500 1000 2000 4000 8400
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. . . . « Tislelizumab+Chemo Better Placebo+Chemo Better —
Trend zu besserem Response bei niedrigeren EBV-Titern
frihe EBV-Clearance korreliert mit Response




NPC Guidelines

ESMO Guideline Update 2022

MANAGEMENT OF ADVANCED AND METASTATIC DISEASE

Treatment of metastatic disease or locoregional
recurrences not amenable to curative approaches

Recently, two randomised phase lll trials showed an increase
in progression-free survival (PFS) when immunatherapy
(camrelizumab or toripalimab) was added to first-line treat-
ment with cisplatin and gemcitabine followed by mainte-
nance immunotherapy (camrelizumab or toripalimab) for
recurrent and/or metastatic disease. The addition of immu-
notherapy should therefore be considered, pending long-
term results of overall survival benefit and the assessment
of the role of maintenance therapy (Figure 2).*~ This
recommendation is based on data from two phase Il trials of
East-Asian populatiuns.*‘i At the time of publication, cam-
relizumab and toripalimab are neither European Medicines
Agency (EMA)- nor US Food and Drug Administration (FDA)-
approved for NPC and the applicability of the results to NPC
patients in non-endemic areas warrants further investiga-
tion. Details on the ESMO-Magnitude of Clinical Benefit
(MCBS) scores for these treatments are included in Table 1.

NCCN 2023

Recurrent, Unrasactabla Oligomatastatic or Metastatic Disease

(with no surgery or RT option]

Prefer Regimen
First-Lined

» Cisplatin/gemcitabine (category 1)16.17

Other Recommended Regimens

First-Lined
= Combination The
» Cisplatin/5-FU’ ‘lﬁg}’
» Cisplatin or carboplatin/
docetaxel? or pac |tax§4
» Carboplatin/cetuximab
» Gemcitabine/carboplatin’
» Cisplatin/gemcitabine + PD-1
inhibitor (eg, pembrolizumab or
n 'n.foluma(b 225

Subsequent-Line
+ Immunotherapy
» Nivolumab if previously
treated, recurrent or
metastatic non- It:eratin‘j5 igg
disease (categol
» Pembrohzumab?prewously
treated, PD-L1-positive,
recurrent or melastall%
disease (category 2B)**

Bossi Ann Oncol 2022, NCCN Guidelines 2.2023, Bossi Ann Oncol 2020, Tang Cancer communications 2021, NCCN Guidelines 2023




ICl mono, Platin vorbehandelt

Single Arm Studien

0

KEYNOTE-028 Pembrolizumab 25.9%

NCI-9742 Il Nivolumab 44 20.5% 2.8 17.1
Fang et al. ] Camrelizumab 91 32% 5.6 NR
POLARIS-02 Il Toripalimab 190 20.5% 1.9 17.4

Hsu J Clin Oncol 2017, Ma J Clin Oncol 2018, Fang Lancet Oncol 2018, Wang J Clin Oncol 2021




ICIl mono

ICI mono, Platin vorbehandelt
Phase I, KEYNOTE 122
Prim. Endpunkt: OS

Baseline Characteristics

Pembro Chemo Pembro Chemo
n=117 n=116 n =117 n=116
Age, median (range), years 51.0 (21-76)  53.0 (23-78)  Overall cancer stage,*n (%)
Male, n (%) 98 (83.8) 95(81.9) Iv 114 (97.4) 113 (97.4)
Region, n (%) Metastasis stage, n (%)
Key Eligibility Criteria North America 22 (18.8) 11 (9.5) MO 12 (10.3) 10 (8.6)
- Histologically confirmed nonkeratinizing Pembrolizumab Asia 95(81.2) 105 (90.5) ] M1 105 (89.7) 106 (91.4)
f‘x‘:g";‘;f?ﬁ)(m%o type ll) or undifferentiated 200 mg IV Q3W ECOG PS 1, n (%) 81(69.2) 77 (66.4) Presence of liver metastasis, n (%) 57 (48.7) 56 (48.3)
+ Recurrent or metastatic disease <35 cycles grgg:;:seii?, PD-L1, n (%)
- EBV-positive disease : Ealeenbls it CPS <10 54 (46.2) 62(53.4)  Prior radiation, n (%) 103(88.0)  95(81.9)
g ¥ g or withdrawal from
% Friortreatmentwith platinum N— : iy CPS 210 55 (47.0) 46 (39.7) Prior therapy with curative intent,® n (%) 17 (14.5) 14 (12.1)
Investigator's Choice Y
jessstienio dissase polRECISHVS Cramotia Missin 8(6.8) 8(6.9) Prior lines of therapy, n (%)
- ECOG PS 0 or 1 i/ 9 ' ) S
Disease status, n (%) I 54(46.2) 48 (41.4) |
Recurrent 12 (10.3) 10 (8.6) 2 28(23.9)  24(20.7)
Recurrent and metastatic 64 (54.7) 77 (66.4) ] 4 3(2.6) 10 (8.6)
Current or former smoker, n (%) 59 (50.4) 58 (50.0) =5 4 (3.4) 4(34)

Chan ESMO 2021




10 mono

KEYNOTE 122
Phase Ill, Platin vorbehandelt

Median 05,
Events, n (%) months (35% ClI) HR (95% CIj* P value®

Pembrolizumab 95 (B1.2) 172 (11.7-22.9) 0.90 02262

Chemotherapy 97 (B3.6) 15.3 (10.9-18.1) (0.67-1.18) (1] H H

Treatment-Related AEs? (210% in either arm)
1040 o
&0 4 Pembro Chemo
58 1% . 0 0 P -y n (%) n=116 n=112

80 4 :';’E;_luc ORR' 23/’ VS. 26A) 12 das Any grade 71(61.2) 98 (87.5)
_ : 3% Pembro = Grades 3-5 12(103) 49 (43.8)
# 70 ! 40.2% 304  Chemo HE Led to discontinuation ~ 6(5.2)  11(9.8)
7 60 : | 32 e R ] Led to death 1(0.9) 2 (1.8

: gt

£ I}
2 %07 2
| 4 'S
g 40 2
& 304

20 4

104 ® = ? 2 @ & 2 s @ >

e & ¢ & & ‘,e\*"& RO RV & e
[i] r o D) & L & aaa@spe?‘,..o “é& K
0 5 & & WL

Chan ESMO 2021, Chan Ann Oncol 2023




Erhaltungstherapie

Phase lll, Single Center China

4-6 Zyklen Cis/Pacli/ Capecitabine
Capecitabine ET vs. BSC

Prim. Endpunkt: PFS

PD ——— Withdrawn from study
Patients with newly-
diagnosed metastatic Capecitabine
NPC maintenance until PD
CR/PR/SD | R

4-6 cycles of TPC

chemotherapy BSC until PD

Liu Jama Oncol 2022




Erhaltungstherapie

Phase lll, Single Center China

4-6 Zyklen Cis/Pacli/Capecitabine
Capecitabine ET vs. BSC

Prim. Endpunkt: PFS A| Progression-free survival

100
Capecitabine + B5C group
. = BSC group
#£  ggd
=
Z
2 60~
L")
=
£ ap-
£
g‘ H
& 20+
Hazard ratod, D44 (953 C1, 0.26-0.74); log-rank P=_002
ﬂ 1!
o 12 24 36 46 =1H]
Tume SInge randamezatsga, mo
Mo at risk
Maintenance group 52 38 19 3 4 1
BSC growp 52 20 E} 5 3 1]

1001
80 1
~Hi- .
ES Maintenance group
T 60 e
= BSC group
=
240 1
1]
7]
=
O 20 A
Hazard ratio, 0.59 (95% Cl 0.30-1.16); log-rank P =0.130
0 T T T T '
0 12 24 36 48 60
Time since randomisation (months)
No. at risk
Maintenance 57 48 28 15 6 1
group
BSC group 52 41 26 12 6 0

Liu Jama Oncol 2022




RT Konsolidierung

Phase Ill, China
IMRT nach CTx

. lokale IMRT
-

3x Cis/5-FU

De Novo mNPC
3 x Cis/5-FU

You JAMA Oncol 2020




RT Konsolidierung

Phase Ill, China
IMRT nach CTx

A | Overall survival [ 8] Progression-free survival

sHift for death; 0.42; 955% CL0.23-0.77; P=.004 sHR for progression, 0.36; 95% 01, 0.23-0.57; P=.001

B+ ] B
F Wb
® Hy =
I _z |
3 60 3 { 1‘1_‘_‘_
= Chemarasdiatherapy = 50
3 —_— 3 L1
Ll Ll L
T 40 T 404 —
'E ‘.E- B syrs - Chemaradiatherapy
= Chemotherapy alone o P +
104 20
Chemotherapy alone
04 . . . . . . . . . . 04 r : . - r : .
0 [ 12 18 24 £l 16 42 48 54 1] 0 ] 12 1B 24 30 6 42
Time since randamization, ma Time since randomization, mo
Mo. at risk
Chemaradiatherapy &3 G2 52 a7 27 16 1] 3 2 1 0 &3 a5 25 16 1] 3 2
Chematheragy alone 63 1] &7 32 19 13 5 3 1 1 a B3 33 7 3 1 1 [1]

You JAMA Oncol 2020




Targeting EBV

Tumour formation

Genetic susceptibility (for example, HLA haplocytes, NPC-associated SNPs)
Ubiquitous in all EBV

Acquired gene mutations h|gh|y abundant A ’
i * Somatic gene alterations in NF-xB pathways: TRAF3, CLYD, NFKBIA latent non-codin § "4 ’ infected cells
ROIe Of EBV In NPC . Muunons in MHC classlgenes NLRCS HLA-A, HLA-B, HLA-C g e ¢ . Essential for
pathogenesis inc P?]!ocessesCKMTIC KMT2D, BAP1 RNAs, innate : . by ! TP L 4
. Muununs in PI3K/MAPK pathways: PTEN, PIK3CA, FGFR3 y
« TP53 and RAS gene mutations immunity. Diagnostic 4 : 1;‘ Maintenance of the

EBV episomal
genome & latency.

utility

Tumour-infiltrating
Infective 5

Chemical EBV viron

carcinogens

* ans

Clonal expansion of

EBV-infected celb‘ﬂ!

Promote proliferation,

pisomal

Nonmahgnan( P(e invasive lesions | i
| NPIs)
/ epuhcl-um

Early genetic lesions

* LOH of 3p and 9p

* CDKN2A, TGFBR2
and RASSF1A
inactivation

BV

EBV latent infection

BARF1)

Wong....Ma B* & Chan ATC* (Joint senior
authors) 2021, Nature Reviews | Clinical
Oncology

BART long non-codi

v_’_’
v

= Expression of viral oncoproteins
(EBNA1, LMP1, LMP2, BNLF2a,

. ion of EBV non-coding
RNAs (EBERs, microRNA-BARTs,

genome

ing RNAs

EBV-driven genome and h

Classic Oncogene
activates NF-kB,

PI3K/AKT signaling,
induce cancer stem
cells. 25-30% of NPC

angiogenesis, cell
invasion,
metastasis, anti-
apoptotic
Heterogeneous
expression

Wong Nat Rev Clin Oncol 2021, Ma ESMO TAT 2023



EBV-CTLs are Selected and Expanded From Patient’s Blood

Autologe EBV-spezifische CTLs . Q‘fvfé aa
e Eg :

autologous
LCLs that :
. Blood draw PBMCs EBV-CTLs are ex vivo Infusion
from patient isolated present EBV activated and expanded
VA N c E Tr 1a I & fromblood ~ antigens proliferate EBV-CTLs
i i 2 EBV-CTLs recognize 3 EBV-CTLs exert
P h a Se I I II FI rSt LI n e BEV-CTLS BAmbies NRG Cone and bind to e their cytotoxic effects

EBV antigens and induce cell death

Cis/Gem +/- EBV CTLs i

cells display EBV

antigens on their surface EBV- “’““
TCR
EBV °
§ antigen °
Nasopharyngeal
ser (NPC) cell

Multicenter, randomized, open-label, Phase llI clinical trial
f Study Population \ ( Study Treatment \ / Endpoints \

(Arm A: n =165, Arm B: n = 165)
Patients with EBV+ NPC: Arm A Primary
« 218 years old « Gemcitabine and carboplatin (4 cycles) « Overall Survival
* Metastatic or locally recurrent, not + EBV-CTL (6 cycles; 1 x 108 cells/m2)*
amenable to further curative - - Secondary
chemoradiation or surgery. Arm B +2, 3 and 5-year OS
+ ECOG performance status <2 + Gemcitabine and carboplatin (6 cycles) +PFS
+ >6 months since last « ORR, CBR, QoL
chemotherapy/adjuvant Gemaitabine = 1000 mg/m?; carboplatin = AUC2
immunotherapy + Safety

y | Yy | J

Toh ESMO 2022




Autologe EBV-spezifische CTLs

Chemo + EBV-CTL: 25.0 (19.7, 31.8)
Chemo Only: 24.9 (19.7, 32.8)

Hazard ratio (95% Cl): 1.19 (0.91, 1.56) ol
p=0.1942

VANCE Trial
Phase lll, First Line ol
CiS/Gem +/- EBV CTLs 09
0.8 4
:?. ().7-
; 0.6
Median OS (months; 95% CI) c :::

0.3 4

0.0 4

25.00 + 24.90
T 1

T 1 1 1 1 ] 1 1 1 1 ] 1 1
0 6 12 I8 24 30 36 42 48 54 60 66 72 78 84 90
Months after randomisation

e Chemo + EBV-CTL Chemo Only

Toh ESMO 2022




Zielgerichtete Therapien

NPC
Niedrige Mutationslast (<1/MB)
PI3K Alterationen—> vorwiegend Passenger Mutationen
Haufig Mutationen Chromatin Regulatoren/HR-Genen
- ARID1A, BAP1, KMT2D3, TSHZ3

POINT-Study
Olaparib + Pembrolizumab, Phase 1l (NCT04825990)

WES + sNP-a [ TS oAl & -1
WESonly SNP-aonly BESRBocScsofispie

Chromatin modification

G1/8 transition

RTK or PI3K

Adnesion

Differentiation

Autophagy

srova NI
BAP1 I

wz | i1 mm

ol | 111}

wus mnn

TET? II'I
ez 1 n

TET3

1
9p21 (CDKN2A/B) [[[]] I 1 TN

11q13 (CCND1)
8q24 (MYC) I I
9p24 (JAK2) l I
19q13 (AKT2) I
10923 (PTEN) l I
PIK3CA £
FGFR2 g
ERBBI i
ERBB2 g
KRAS I g
NRAS I
FAT1 I I
FAT2 | 11
FAT3 I

IGFN1 | il

4qa1 (FBXWT) l l

NOTCHI il il l

NOTCH2
NOTCH3 I

swer L0 n i

ATG2A

ATG? I l
ATG13 il 1 i i i
I‘.‘us(‘vce l topg Ilndel Iv.-uwm +LOH :

e QEEL Wi i
i 11 i

anibleashhbd

ANOS

voneing m

(%) uoneseye jo Aouenbeiy

Lin Nat Gen 2014




Zusammenfassung metastatic NPC

First Line
* Cisplatin/Gemcitabine—> Standardvorgehen
* Cis/Gem + IClI = verlangert PFS, OS noch unklar
* Capecitabine Erhaltungstherapie = Verlangert PFS, nach TPC
- Effekt nach Cis/Gem nicht gepruft
* Konsolidierende RT-> bei de novo mNPC sinnvoll
- verlangert OS

Second Line
Pembrolizumab—> weniger NW als mono CTx
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