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Epidemiologie

* Inzidenz: 1.3 /100000 / Jahr

« 53.583 neue Falle in 2020 weltweit (WHO Globocan)

« 5% aller Kopf-Hals-Tumoren

Parotid gland
59%

https://gco.iarc.fr; Alsanie |, et al. Head Neck Pathol 2022;16:1043-54
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Histologische Subtypen

WHO-Klassifikation 2022
- 22 maligne Subtypen

- - e
.Malignant epithelial tumours
Mucoepidermoid carcinoma (MEC)(*/**) Mucoepidermoid carcinoma
00T @ [ Salivary duct carcinoma (SDC)** Adenoid cystic carcinoma
Excretory duct Adenocarcinoma, NO Acinic cell carcinoma
Striated duct == _ Oncocytic carcinoma* Secretory carcinoma
: Carcinosarcoma** Microsecretory adenocarcinoma
Intercalated duct “‘. o ® : rcinoma* Polymorphous adenocarcinoma
Hyalinizing clear cell carcinoma
9 ' ‘ ACC with soli mn> Basal cell adenocarcinoma
‘.’ ‘ ‘ .. Myoepithelial carcinoma Intraductal carcinoma
. ‘ Carcinoma ex pleomorphic adenoma** Salivary duct carcinoma
) ' . L Acinic cell carcinoma* Myoepithelial carcinoma
feinne ' . /R‘ ex MASC)* | Epithelial-myoepithelial carcinoma
‘ ‘ yeepithelialdesdiferentixied Mucinous adenocarcinoma
carcinoma S : . e i .
Poorly differentiated carcinoma with cierosing microcystic adenocarcinoma
neuroendocrine features** Carcinoma ex pleomorphic adenoma
Carcinosarcoma of the salivary glands
L osialacenisielogy Sebaceous adenocarcinoma
** High grade histology = - s
*/** Either low or high grade histology Lymphoepithelial carcinoma
Squamous cell carcinoma
Sialoblastoma
Colombo E, et al. Front Oncol 2022;12:1032471; WHO classification 2022 Salivary carcinoma, NOS and emerging entities
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Rezidive nach lokaler Therapie

Type of recurrence

Number of patients Local Regional Distant Multiple
ACC 1475 34.8% 7.1% 31.1% 25.3%
SDC 172 15.8% 4.2% 49.5% 36.8%
MEC 379 25.3% 14.7% 44.0% 29.3%
SC 229 70.7% 19.5% 9.8% 17.1%

Abbreviations: ACC, adenoid cystic carcinoma; MEC, mucoepidermoid carcinoma; SC, secretory carcinoma;

SDC, salivary duct carcinoma.

Mannelli G, et al. Head Neck 2022;44:1961-75
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Fernmetastasen bei Speicheldrisenkarzinomen
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20.9% M1
« 7.4% initial
* 92.6% follow-up (median: 100 Mte.)

67.4% Befall eines Organs
Lunge am haufigsten (77.9%)

Unabh&ngige Risikofaktoren
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» Grading
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Fernmetastasen bei Speicheldrisenkarzinomen
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Nam SJ, et al. Ann Surg Oncol 2016;23:4376-83
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Chemotherapie beim Speicheldrliisenkarzinom

« Keine Phase Ill Studien

 Adenoid-zystisches Karzinom
« CAP (Cisplatin/Doxorubicin/Cyclophosphamid: ORR 28%
« Monotherapie: Epirubicin, Vinorelbin

 Andere Histologien

« Platin + Anthracyclin/Taxan: ORR 30-40%; PFS 4-6 Mte.

Laurie SA, Licitra L. J Clin Oncol 2006;24(17):2673-8
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ESMO Guidelines fur metastasierte
Speicheldrisenkarzinome

=’ = = =
Parotid K | m-- 2;2?82%23:;

Gland
Carcinoma

Mmor Gland
Carcinoma

ChT [1ll, B]
Targeted
therapy

van Herpen C, et al. ESMO Open 2022;7(6):100602
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Genetische Alterationen

Mucoepidermoid carcinoma (MEC)(*/**)
Salivary duct carcinoma (SDC)**
Adenocarcinoma, NOS (*/**)

Excretory duct

_ Oncocytic carcinoma*

Striated duct 0
Carcinosarcoma**

y Basaloid tumor/basal cell carcinoma*
Adenoid cystic carcinoma (AdCC)*
ACC with solid pattern > 30%**
Myoepithelial carcinoma (MEC)*
Carcinoma ex pleomorphic adenoma**

Intercalated duct

f Acinic cell carcinoma*

Secretory carcinoma (ex MASC)*
Myoepithelial dedifferentiated
carcinoma**

Poorly differentiated carcinoma with
neuroendocrine features**

Acinus

* Low grade histology
** High grade histology
*/** Either low or high grade histology

Colombo E, et al. Front Oncol 2022;12:1032471;
Skalova A, et al. Head Neck Pathol 2022;16(1):40-53
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Gene and mechanism Prevalence
HER?2 amplification 31%
FGFRI amplification 10%
TP53 mutation 56%
Salivary duct PIK3CA mutation 33%
carcinoma HRAS mutation 339
AR copy gain 35%
PTEN loss 38%
CDKN2A loss 10%
Intercalated RET fusions 47%
duct subtype

PLAG] fusions 38%
Myoepithelial EWSR] rearrangement 13%
carcinoma HRAS mutations 78%

ETV6-NTRK3 fusion >90%
ETV6-RET fusion 2-5%
Secretory ETV6-MET fusion <1%
carcinoma ETV6-MAML3 fusion <1%
VIM-RET fusion <1%

: MYB fusion/activation/amplification ~80% |
Adenoid-
cystic Ca MYBLI fusion/activation/amplification ~10%
NOTCH mutations 14%




Speicheldrisengangkarzinome — pradiktive
genomische Alterationen

Table 1. Clinical characteristics and genomic alterations in 10 different salivary gland cancer histologic subtypes

Typically low-grade salivary gland cancers (n = 264) Typically higher grade salivary gland cancers (n = 359) ° N —_— 6 2 3
Adenoid cystic Acinic cell Polymorphous Myo-epithelial Mammary analog Muco-epidermoid Salivary duct Ad arci , Carci a, Carcinoma ex
carcinoma carcinoma low grade carcinoma secretory carcinoma carcinoma  not otherwise not otherwise pleomorphic
adenocarcinoma carcinoma specified specified adenoma
Patients (N) 154 73 5 20 12 57 L 117 119 22
GAs/tumor 16 28 16 36 28 42 36 4.1 52 3
Median age in years 55 55 72 56 62 58 67 61 63 62
Gender (% female/% male) 50% F 54% F 80% F 42% F 38% F 46% F 18% F 26% F 35% F 50% F
50% M 46% M 20% M 58% M 62% M 54% M 82% M Z4% M 65% M 50% M
Significant GAs (96) MYB-NFIB (65)  PTEN (10)  PTEN (20) Piaca s [EVeNTRG (0] [Pikaca o) EREB2(32)  [ERBB2 (17)
BRAF (5) TSC2 (20) RICTOR (15) ERBB2 (13) PTEN17) BRAF (5) PIK3CA (20) FGFRT-PLAG (9)
NF1 (5) PTCH1 (10) BRCA2 (17 BRAF (5) EGFR (5) NF1 (8)
PDGFRB (5) IFGFR1 7) I PIK3CA (27) | |PIK3CA (24) PTEN (8)
NF1 (8)
TP53 GA frequency (%) 4 10 0 13 17 43 67 55 48 46
ERBB2 GA frequency (%) 0 0 0 0 0 13 32 17 15 2
PIK3CA GA frequency (%) 5 3 0 15 0 20 27 24 20 0
BRAF GA frequency (%) 0 3 0 5 0 4 5 4 4 0
Tumor mutational burden 1 3 0 5 0 10 14 10 2 12

Potential for targeted Limited Moderate Moderate Moderate High

therapies

GA, Genomic alterations.

Ross JS, et al. Ann Oncol 2017;28:2539-46
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Bedeutung genetischer Alterationen

CRTC1/3-MAML2 fusion
Mucoepidermoid Ca

NR4A3- fusion
Acinic Cell Ca

PRKD1-3 fusion
Polymorphous Adc — CAMSG variant
PRKD1 mutation

Polymorphous Adc - classic variant

PLAG1- fusion
Ca ex pleomorphic adenoma

EWSR1-ATF1
Clear Cell Ca

ETV6-MET/MAML3
Secretory Carcinoma

Diagnostic
(when a molecular
alteration is found in

>80% cases of a

certain histotype)

Prognostic

(dismal prognosis)

ETV6-RET fusion
Secretory Carcinoma
RET inhibitors

RET fusions
Intraductal Ca
RET inhibitors

ETV6-NTRKS fusion
Secretory Carcinoma
NTRK inhibitors

HER2 overexpression
HER2-blockade

AR overexpression
BRAF mutation Androgen deprivation therapy
BRAF + MEK inhibitors FGFR alterations

FGFR-inhibitors

HRAS mutation
Farnesyltransferase inibitors

(potentially) Predictive

for targeted therapy

Mueller SK, et al. J Clin Med 2022;11(3):720; Colombo E. ESMO workshop on rare cancers 2022

Kantonsspital Baden



ESMO Empfehlungen

carcinoma

larotrectinib)®4-%

Biomarker or genomic | Method of detection Drug match ESCAT score®®
alteration
Androgen receptorfin IHC Androgen receptor blocker + 11-B92
salivary duct carcinoma gonadotropin-releasing hormone
or adenocarcinoma agonist®?
n salivary duct IHC for HER2 protein expression (3+) or | Anti-HER2 antibodies (e.g. 11-B%3
carcinoma or FISH for HERZ2 gene amplification trastuzumab)??
adenocarcinoma
usion in secretory | NGS or WGS TRK inhibitors (e.g. entrectinib, [-C94-96

van Herpen C, et al. ESMO Open 2022;7(6):100602
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MyPathway — Phase I

Studie

Table 1. Baseline and clinical by patient

Pt Sex Age, years Race ECOG PS  Histology Grade Stage Alteration Testing platform” Previous lines  Sites of metastasis
of therapy

HER2 and/or treated with p =

1 M 59 White 0 Salivary duct adenocarcinoma  G3 v HER2 amplification NGS (copy number = 15) 1 Brain, lung, LN

2 M 80 White 1 Adenocarcinoma G2 IVA HER2 overexpression IHC (3+) 1 Bone, LN

3 M 55 Black/African 2 Unspecified carcinoma G3 IVA HER2 amplification + FISH/CISH (ratio = 7.3), IHC 2 Bone, lung, LN

American overexpression (3+)

4 M 70 White 1 Invasive ductal carcinoma G4 v HER2 amplification + FISH/CISH (ratio = 2.4), IHC 1 Bone, liver, LN

overexpression (3+)

5 M 73 White 1 Adenocarcinoma G3 v HER2 amplification + FISH/CISH (ratio = 9.9), IHC 1 Bone, LN, spleen

overexpression (3+)

6 M 47 White 1 Adenocarcinoma G3 e HER2 amplification, NGS (copy number gain; 0 Bone, LN

overexpression + mutation L755F and D769H
mutations), IHC (3+)

7 M 61 White 1 Unspecified carcinoma G3 n HER2 amplification + NGS (copy number = 94); 0 Liver, lung

overexpression IHC (3+)

8 F 54 White 0 Adenocarcinoma G3 v HER2 amplification + NGS (copy number = 104), 0 Liver, LN

overexpression IHC (3+)

9 M 54 Other 1 Unspecified carcinoma G3 n HER2 amplification + mutation  FISH/CISH (ratio = 5.5), 0 Bone, lung, LN

NGS (G776V mutation)

10 F 75 Asian ] Adenocarcinoma G3 VA HER2 amplification NGS (copy number gain) 0 Lung

1 ™M 70 White 4! Unspecified carcinoma Gl e HER2 amplification NGS (copy number = 60) 2 Bone, liver, lung, LN,
intraorbital

2 ™M 37 White 1 Adenocarcinoma GX v HER2 overexpression IHC (3+) 1 Bone, liver

13 M 62 American 1 Mucoepidermoid carcinoma G3 n HER2 amplification + FISH/CISH (ratio = 7.8), 3 Adrenal gland, liver, lung, LN

Indian overexpression NGS (copy number = 20),
or Alaska IHC (3+)
native

14 M 48 Asian 1 Invasive ductal carcinoma G4 IVA HER2 amplification + FISH/CISH (ratio = 7.2), IHC 1 Brain, lung, LN

overexpression (3+)

15 F 44 White 2 Adenocarcinoma G3 v HER2 amplification NGS (copy number = 15) 2 Brain, chest wall, left eye, liver,
LN, neck (subcutaneous tissue),
parapharyngeal mucosa

HER2 mutation: treated with pertuzumab + trastuzumab

6 M 68 White 0 Adenocarcinoma G3 n HER2 mutation NGS (S310F mutation) 0 Lung, LN, mediastinum
Hh alteration: treated with vismodegib

17 ™M 65 White 0 Mucoepidermoid carcinoma G3 n Hh alteration NGS (PTCH-1 Q400* 0 Lung

mutation)

BRAF V600 treated with

18 M 51 White 1 Mucoepidermoid carcinoma G3 v BRAF mutation NGS (V600E mutation) 1 Liver, lung, LN
High TMB: treated with atezolizumab

19 M 82 White 1 id inoma G3 IVA High TMB NGS (31 ions/Mb) 0 Adrenal gland, LN, skin

Kurzrock R, et al. Ann Oncol 2020;31(3):412-22
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N=19
HER?2 Alteration
 Pertuzumab +
Trastuzumab
PTCH-1/SMO Mutation
» Vismodegib
BRAF V600E Mutation
* Vemurafenib
High TMB
« Atezolizumab



MyPathway — Phase Il Studie

Table 2. Clinical outcomes by patient
Pt Alteration Time on Best Duration of Duration of SD, Best change PFS, months 0S, months
treatment, P! months in target lesion
months months size from
baseline, %
HER2 amplification and/or overexpression: treated with pertuzumab + trastuzumab
1 HER2 amplification 16.5+ CR 15.2+ = —91.7° 16.5+ 16.5+
2 HER2 overexpression 26.1+ PR 19.7+ = —333 25.2-+ 26.1+
3 HER2 amplification and overexpression 12.6 PR 9.2 — —62.5 134 204
4 HER2 amplification and overexpression 83 PR 7.3 - —100.0° 8.6 14.94+
5 HER2 amplification and overexpression 10.6+ PR 7.2+ = —66.7 8.5+ 10.6+
6 HER2 amplification, overexpression, 19.8 PR 4.2 - —85.7 5.6 21.2
and mutation (L755F and D769H)
7 HER2 amplification and overexpression 4.1+ PR 2.8+ = —73.0 4.0+ 4.1+
8 HER2 amplification and overexpression 4.1° PR 2.7 — —68.2 9.1 9.1
9 HER2 amplification and mutation 3.5+ PR 14+ o —55.7 2.8+ 3.5+
(G776V)
10 HER2 amplification ilaL7) SD = Ly —279 19°57 14.0+
11 HER2 amplification g5 SD = 3.9 —25.6 21 10.4
12 HER2 overexpression 2.9+ SD = 2.9+ —243 2.9+ 29+
13 HER2 amplification and overexpression 2.1 SD — 23 1.4 23 8.2
14 HER2 amplification and overexpression 0.7 PD — — 3.6 i3 8.3
15 HER2 amplification 0.7 PD = = 225 1.4 31
HER2 mutation: treated with pertuzumab + trastuzumab
16 HER2 mutation (S310F) 10.4 SD — 11.0 —12.8 11.0 13.7+
Hh alteration: treated with vismodegib
17 Hh alteration (PTCH-1 Q400*) 14.4 PR 10.7 —55.6 143 17.3+
BRAF V600 mutation: treated with vemurafenib
18 BRAF mutation (V600E) 16.8 PR 15.1 — —43.4 18.5 20.1
High TMB: treated with atezolizumab
19 High TMB (31 mutations/Mb) SIAF PR 0.03+ = —56.0 5.5+ 5.7+

« ORR: 60%
 PFS: 8.6 Mte.
« 0S:20.4 Mte.

Kurzrock R, et al. Ann Oncol 2020;31(3):412-22
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NTRK-Fusion bel Speicheldriisenkarzinomen

ESMO 2022 Guidelines: In patients with secretory carcinoma and NTRK gene fusions, treatment with a
ESCAT TRK inhibitor (entrectinib or larotrectinib) is recommended [lll, A; ESMO-Magnitude of Clinical Benefit

el | Scale (MCBS) v1.1 score: 3; ESCAT score: I-C]

van Herpen C, et al. ESMO Open 2022;7(6):100602
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NTRK beim sekretorischen Karzinom

Frihere Nomenklatur: mammary analogue secretory carcinoma (MASC)

Next-Generation Sequencing Identifies ETV6-NTRK3
Chromosome 12 Chromosome 15

R ’ X ~———— ee CT Scan prior to entrectinib CT Scan after 9 weeks of entrectinib therapy

-

ETV6 NTRK3

FISH IHC for TrkC
B

Initial Classification: Reclassification:
“Acinic Cell Carcinoma” “Mammary Analogue Secretory Carcinoma”
(AciCC) (MASC)

Drilon A, et al. Ann Oncol 2016;27:920-6
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NTRK Immunhistochemie
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« Speicheldrisenkarzinom:
« Sensitivitat: 88.9%
« Spezifitat: 52%
Solomon JP, et al. Mod Pathol 2020;33(1):38-46
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NTRK Diagnostik — ESMO Empfehlungen
T 1 sy mn e, g s wsoess o e s o et g

Table 1. Summary of main features, strengths and weaknesses of all available techniques to detect NTRK rearrangements

Method Sensitivity  Specificity  Detection of all fusion genes  Detection of partner  Detection of expression  Screening
IHC High? High® Yes No Yes Yes
FISH® High High One per probe No No No
RNA seq NGS  High High Yes Yes Yes Yes
DNA seq® Moderate High Yes Yes No Yes

“False negatives reported mainly in NTRK3 fusions.
PIn the absence of smooth muscle/neuronal differentiation.

“Detected rearrangements by DNA-based assays may not result in fusions, correlation with surgical pathology and predicted transcript (for sequencing) is

needed.

Marchio C, et al. Ann Oncol 2019;30:1417-27
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Sample to be investigated for the presence of NTAK fusions

As a confirmatory technique
use FISH, RT-PCR or
targeted RNA NGS assays
with specific probes for the
fusion involving the
known NTRK gene

Is the histologic
tumour type known
to harbour highly
recurrent NTRK
fusions?

Is there a
sequencing
platform
available?

IHC 10 confirm l

s €— Use front line NGS
posiive cases  reliably detecting NTRK
fusions, preferably
including RNA testing
when possible

?

Use IHC as a screening tool

Detection of TRK

NO TRK expression ;
expression




Larotrectinib fur TRK-positive Tumoren

N=55 (Speicheldrisentumoren: n=12 (22%))
ORR: 75%
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NTRK-Inhibitoren

1st generation NTRKi -

2" generation NTRKi -

Clinical Trials Medication n.SGC Outcomes

Hong et al, Lancet Oncol Larotrectinib 20 ORR 90% (95% CI 69 — 99)

2020 - update of a pooled TrkA/B/C

analysis of: Median duration of response
NCT02576431 in the SGC cohort

NCT02122913 35.2 months (95% Cl 13.3 - not
NCT02637687 estimable)

Doebele et al, Lancet Oncol  Entrectinib 7 ORR 83% (95% CI 36-100)

2020 - pooled analysis of: TrkA/B/C

ALKA-372-001 ROS1 In the whole study population:
STARTRK-1 ALK ORR brain mets 55% (23.4 — 83-3)
STARTRK-2 Median DoR 10 months (7.1 — NE)
Besse et al, Mol Cancer Ther Repotrectinib UKN in TRK TKI-naive cohort

2021 — update on TrkA/B/C ORR 63% mDoR 1.9-7.4+ months
dose-escalation phase I/l ROS1 In TRK TKI-pretreated cohort
clinical trial TRIDENT-1 ALK ORR 47% mDoR 1.9-15.1+ months
NCT03093116

NCT03215511 Selitrectinib UKN TRK TKl-pretreated cohort
NCT03206931 TrkA/B/C ORR 45%

Hong DS, et al. Lancet Oncol 2020;21(4):531-40; Doebele RC, et al. Lancet Oncol 2020;21(2):271-82
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NTRK-Inhibitoren — Resistenz

NTRK fusion

cancer

First-Generation
TRK inhibitor
(Larotrectinib / Entrectinib)

Consider Local
Therapy and TKI [«—Oligoprogrossic P’;?;:::e“
continuation
Systemic Progression Systemic Progression

Mechanism of resistance

l—o.»mn—J-on-wgeu Off-target lncluslvc-l

Harada G, Drilon A. Cancer Genet 2022;264-265:33-39
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On-target:

y

Mutations involving:
Solvent Front
Gatekeeper
xDFG Motif

mn-soneuﬂon TKI (whoh
available and potentially
considering mutation type)

Type | inhibitors
Selitrectinib
Repotrectinib
Taletrectinib
SIM1803-1A
PBI-200

Type Il inhibitors

\CaboTzantmib (exploratory)/

L Off-target/ Off-target Incluslvcl

Concurrent bypass
pathway resistance with a
non-NTRK oncogenic
alteration

!
e D

SoC therapy +-
continued TRK inhibitor
use if appropriate

Combination therapy
(when available on trial
or via compassionate
use)

- ¥




LIBRETTO-001 — Selpercatinib fur RET-positive

Tumoren

* N=45 (4 (9%) Speicheldrisenkarzinome)
 ORR: 43.9% (Speicheldrisenkarzinome: 50%)

« DoR: 24.5 Mte.
« PFS: 13.2 Mte.

Number of igat
patients per  assessment
primary
diagnosis
ate (95% C1) esponse, months.  rate (95 C) response, months
(10R) (19R)

ANRET fusion-positive solid tumour types 41 439%(285-603)  245(92-NR) 439%(285-603)  184(98-226)
Pancreatic n 545%(234-833)  NR(NR-NR) 555%(234-833)  NR(120-NR)
Salevary 4 500%(68-032)  NR(57-NR) B0%(06-806)  57(57-57)
Breast 2 1000%(158-1000)  173(173-173)  1000%(158-1000) 18-4(184-184)
Sarcoma 2 500%(13-987) 149 (NR-NR) S00%(13-987) 149 (NR-NR)
Xanthogranuloma* 2 NA NA 500%(13-987) 229 (NR-NR)
Carcinoid 1 1000%(25-1000) 241 (NR-NR) 1000% (25-1000) 186 (186186
Ovarian 1 1000%(25-1000) 145 (NR-NR) 1000%(25-1000) 145 (NR-NR)
Smallintestine 1 1000%(25-1000)  245(245-245)  1000%(25-1000)  226(226-226)
Cholangiocarcinoma 1 100.0% (25-100.0) 56 (NR-NR) 0%(00-975) NA
Pulmonary carcinosarcoma 1 0%(00-975) NA o%(00-975)  NA
Rectal neuroendocrine 1 0%(00-975) NA % (00-975) NA
Carcinoma of the skin 1 0%(00-975) NA % (00-975) NA

NA-aot applicable. scope of

images not allowing for assessment of sk findings.

ype

Subbiah V, et al. Lancet Oncol 2022;23:1261-73
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Il Pancreatic [ Rectal neuroendocrine [ Unknown primary [ Carcinoid
I Colon I Small intestine [ Ovarian [ Salivary
[ Cholangiocarcinoma [l Sarcoma [ Breast
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Androgendeprivation

SGC histologies with AR+ %
Salivary duct carcinoma 75
Adenocarcinoma, NOS 21

ESMO Guidelines 2022: In case of androgen
receptor positivity (> 70% by IHC) consider

Androgen Deprivation Therapy (combined
antihormonal or antiandrogen as single agent)

[lll, B; ESCAT score: II-B]

-> increased responsiveness and outcome in prospective trials

van Herpen C, et al. ESMO Open 2022;7(6):100602

Kantonsspital Baden



Androgen-Rezeptor Signalweg beim
Speicheldrisenkarzinom

GnRH .ADT 5 Hypothalamus-pituitary axis CYF{“Ic;f?-a(:(SI::gent Abi
nRH agonist or antagonist —l GnRH:GNRH receptor Pl steroidpogenesis |— iraterone

v v

LH (KJ DHEA-S, DHEA, AD
000
Abiraterone ——| — ..... <«— | Peripheral tissues | |—— Abiraterone
Testosterone
HER2 (circulating)

AR+ salivary cancer cell

TP53

e

.
\( Antiandrogens

PTEN/PI3K/AKT/mTOR | Bicalutamide e — ., O

pathway “ [Enzalutamide oo oo

Testosterone DHT

Cytoplasm

Ho A, et al. J Clin Oncol 2021;39(36):4069-72
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ADT beim Speicheldrisenkarzinom

Locati et al.30 Retrospective study 17 Bicalutamide + Leuprorelin 64.7% (38.3-85.8] 11 (8-24)F 44 (23-60)%

Boon et al.t Retrospective study 35 28: Bicalutamide, 17.1% 4 (3-5) 17 (10-24)
7; Bicalutamide + Leuprorelin

Viscuse et al.3! Retrospective study 20 ADTS 55% 8 (5-12)! 25 (18-64)!

Locati et al.32 Phase Il study Abiraterone + LHRH 21% 3.65(1.94-5.89)  22.47 [6.74-NR)

Ho et al.33 Phase Il study Enzalutamide 4.3% (10.9%*) 5.6 (3.7-7.5) 17.0 (11.8-30.0)

Kawakita et al. This study 134 Bicalutamide + leu prore[in 28% (21-37) 6 (5-7) 27 (23-38)

Kawakita D, et al. Ther Adv Med Oncol 2022;14:1-17
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Androgendeprivation: Leuprorelin + Bicalutamid

« N=36 (SDC: 94%; ADC NOS: 6%)
* Leuprorelin 3.75 mg s.c. g4w + Bicalutamid 80 mg/d
* ORR:41.7%
« CBR: 75.0%

100
= [isease prograssion

2 s Stable disease
 PFS: 8.8 Mte. 50 mm Patial response
° O S: 30 . 5 Mte ] mm= Complete response

Best reduction from baseline in target lesion (26)

Patients

Fushimi C, et al. Ann Oncol 2018;29:979-84
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ADT — Verbesserung des Uberlebens?

. N=35 (n=28 ADT, n=7 CAB)
. ORR: 18%

« CBR:50% o] 0T (=39
—BSC (n =43)
: \ '
PFS: 4 Mte. ol 1 .
« 0OS: 17 Mte. Tasl LY HR 0.53
. o . 5 B (95%Cl 0.30-0.92)
* Vergleich mit historischer Kontrolle g0\
. BSC: 0S5 Mte. ) 5

Time (months)

(Cox regression model: no confounders)

Jaspers HCJ, et al. JCO 2011;29(16):e473-6; Boon E, et al. Head Neck, 2017;40:605-13
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EORTC 1206 — Randomisierte Phase 2 Studie

4 weeks max between regis - enroliment

* Priméare Endpunkte:
> Data’s collection ° PFS KOhOI’te A

* ORR Kohorte B

step 1 step 2 SRS
Green light from >
central lab; e
Tissue collection COHORTA

for AR— CT naive £

and AR+ g

R 5

g Arm 2 - ADT 5

& §

o

: 5

s 5
T

COHORTB . =
—_ ADT — -
R Pre-treated N 1 5 2
A
T
1

(o)
[\

Sample sent
to central lab
for status
review and
AR testing

NCT01969578
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Kastrationsrefraktare Situation: Abirateron

* N=24 (SDC: 79%; ADC NOS: 21%)
* PD unter ADT; supprimiertes Testosteron
» Abirateron 1 g/d + Prednison 10 mg/d + LHRH-Agonist

« ORR: 21%

* DCR: 62.5%
 DoR: 5.82 Mte.
« PFS: 3.65 Mte.
« 0S: 22.47 Mte.

Patient No.

0o 1 2 3 4 5 6 7 8 9 10 1M 12 13 14 15 16 17 18 19 20

Locati LD, et al. J Clin Oncol 2021;39:4061-8 Time (months|
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Neuere anti-Androgene — negative Studien

« Enzalutamid?!
« N=46 (13 in 2" line)
* ORR: 4.3% (15.7% nicht-bestatigte ORR)
« SD:52.2%

« Apalutamide + LHRH-Agonist?
« N=31 (24)
« 6/24 PR
* Median PFS: 7.43 months

1Ho AL, et al. J Clin Oncol 2022;40(36):4240-9; 2Honma, et al. ASCO 2022
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HER2-Uberexpression

Speicheldriisengangkarzinom 30-70%
Adenokarzinom, NOS 17%
Karzinom aus pleomorphem Adenom 17%

Mukoepidermoid-Karzinom (high-grade) 13%

Co-Expression von AR und HERZ2 in 35-60% der
Speicheldrisengangkarzinome

Colombo E. ESMO workshop on rare cancers 2022
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ESCAT
evidence
tier |

ESCAT
evidence tier Il

ESMO-EURACAN
Guidelines 2022: In
case of HER2 positivity
(IHC score 3+ or FISH
positivity) consider
Docetaxel-trastuzumab
or T-DM1 [lll, B; ESCAT
score: |I-B]




HER2-Uberexpression und AR-Expression —

Prognose

08
06

04

Survival probability

02

00

0 12 24 36 48 60 72
months
her2 amplified

amplified
negative

Cavalieri S, et al. Front Oncol 2023;12:1096068
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p=0.004

84

negative

96

108 120

N=74

AR pos.

HR flr Rezidiv: 2.97
HR flr Tod: 3.22

Hobhere Pravalenz von
ZNS-Metastasen (40% vs.
24%)



HER-2 gerichtete Therapie

Author Study design n Drugs ORR % Median PFS Median 0S
(95% CI1) months (95% Cl)  months (95% CI)

HER2-targeted therapy

Haddad et al.?! Phase Il study 8 Trastuzumab 7.9% 4.2 NA
Takf?zashi Phase |l study Trastuzumab + docetaxel 70.2% (56.6-81.6) 8.9 (7.8-9.9) 39.7 INR)
etal.
Kinoshita etal.??  Phase |l study Trastuzumab + docetaxel 60.0% (32.3-83.7)  8.5(6.0-12.7) 33.8(16.9-NR)
Kurzrock et al.?  Phase |l study 15 Trastuzumab + pertuzumab 60% (32-84) 8.6 (2.3-NR) 20.4 (8.2-NR)
Uijen et al.?5 Retrospective study 13 Trastuzumab + pertuzumab + 58% 6.9 (5.2-8.5) 42.0(13.8-70.1)
docetaxel
Lietal.2 Phase |l study Ado-trastuzumab emtansine 90% (56-100) NR (4-22+)
Jhaveri et al.?’ Phase Il study Ado-trastuzumab emtansine 66.7% NA
Uijen et al.25 Retrospective study 7 Ado-trastuzumab emtansine 57% 4.4 (0-18.8) NA
Bando et al.28 Phase | study 17 Falr:-trastuzumab deruxtecan-  47.4% (23.0-72.2)  14.1(5.6-NR) NA
nxki
Kawakita et al. This study 1M Trastuzumab + docetaxel 72% (63-80) 2(8-11) 38 (33-49)

Kawakita D, et al. Ther Adv Med Oncol 2022;14:1-17
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Trastuzumab + Docetaxel beim HER2-positiven
Speicheldrisengangkarzinom

*  N=57 (91% HER2 3+)
* ORR:70.2%

. CBR:842% A
o B
- PFS: 8.9 Mte. ST lj—
D
=
« 0OS: 39.7 Mte. = 0 3
E &
g m =
¢>t<! g -40 {1 m PD 4 e
= m SD
S, -60 - m confirmed PR =
E m Confirmed CR .
5 80 o Ongoing study treatment . -
; " +
A Received previous docetaxel
-100 1 & Received previous paclitaxe‘l . . . Y'Y

Takahashi H, et al. J Clin Oncol 2019;37(2):125-34
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Behandlungssequenz?

Treatment
4 Bl rrivte therapy
3 ] o1
. Androgen deprivation therapy
4 . Targeted therapy
4 D Chemotherapy
|| offtreatment
5]
5 - Best response
@ CR
817 — PR
114 S0
7
121 & Bestresponse
®  Progression
51 ® Death
134 % Radiotherapy

Continued treatment
e d

60

Tima (Mnanthe\

Uijen MJM, et al. Oral Oncol 2022;125:105703
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DESTINY-PanTumor02 — Trastuzumab-
Deruxtecan

« Advanced solid tumors not eligible Cervical cancer Primary endpoint
for curative therapy + Confirmed ORR
« 2L+ patient population (investigator)©
- HER2 expression (IHC 3+ or 2+) T.DXd Ovarian cancer SecanHany enspeints
5.4 mg/kg = + DORS®
g3w (ﬁi Biliary tract cancer + DCR®

Endometrial cancer

» Local test or central test by
HercepTest if local test not

feasible (ASCO/CAP gastric " « PFg&®
cancer gu]dellnes1)a n::42 p:r Pancreatic cancer ¢ 0%
cono!
» Prior HER2-targeting therapy planned @ Bladder cancer + Safety

allowed is:
(Cohorts with no objective Data cut-off for analysis:

« ECOG/WHO PS 01 responses in the first 15 patients Other tumors® + Nov 16, 2022

were to be closed)

Meric-Bernstam F, et al. ASCO 2023;LBA 3000
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DESTINY-PanTumor02 — Trastuzumab-
Deruxtecan

100 -
90 1 84.6
80 1
70
60
50 -
40 -

Confirmed ORR, %

30
20 -
10 4

n= 40 8 20 40 13 17 40 11 19 41 16 14 25 2 19 41 16 20 40 9 16 267 75 125
Cervical Endometrial Ovarian BTC Pancreatic Bladder Other? Total

All patients (N=99) IHC 3+ (n=46) | IHC 2+ (n=34)
Median DOR, months (95% Cl) 11.8 (9.8-NE) 22.1 (9.3-NE) 9.8 (4.2-12.6)

Meric-Bernstam F, et al. ASCO 2023;LBA 3000
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DESTINY-PanTumor02 — Trastuzumab-

Deruxtecan

*k

Cervical (n=20)

* %k kk ek

Endometrial (n=23)

Ovarian (n=18)

*k k kK

*

BTC (n=9)

Pancreatic (n=1)

Bladder (n=16)

Other (n=12)

Kaplan-Meier estimate of
response at 12 months (%) 47.6

@ Censored
4 End of response
* Patient with complete response

Cervical

Endometrial
72.3

Meric-Bernstam F, et al. ASCO 2023;LBA 3000
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Ovarian
458

12

15

Time, months

BTC
4.7

Pancreatic
0

18 21 24
Bladder Other All
23.2 53.6 49.6



Immuntherapie?

« Speicheldrisengangkarzinome

« Hohere Tumormutationslast (TMB) als andere Speicheldrlisenkarzinome

 PD-L1 Expression: 26%

35 A B

w
=1
=)

4 Microsattelite stable

* Dichtes Immuninfiltrat

~N
o
stable sites

N
(=]

sattelite un:
o

TMB high

Non-synonymous TMB (mut/Mb)
&

-
©
centage of micro!
IS

-
Ii{ss=-
;

o

so0e

esoe oee
oo o
MEC

71 o%ed

AdCC SDC

Dalin MG, et al. Clin Cancer Res 2016;22:4623; Hamza A, et al. Ann Diagn Pathol 2019;40:49-52; Linxweiler M, et al. Clin Cancer Res
2020;26(12):2859-79; Lassche G, et al. Cancers 2022;14(17):4156
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Immuntherapie — Pembrolizumab Monotherapie

«  KEYNOTE-158: Pembrolizumab Monotherapie
N=109 (25.7% PD-L1 positiv)

* 54.1% Adenoidzystisches Karzinom

«  22.9% Adenokarzinom

Antitumour activity of pembrolizumab, according to RECIST version 1.1 criteria, as assessed by blinded independent central radiologic review."

Assessment All patients Patients with Patients with
(N = 109) PD-L1—positive tumours” PD-LI1—negative tumours"
n = 28 n = T

4.6 (1.5—10.4) 10.7 (2.3—28.2) 2.6 (0.3—9.1)
CR 1(0.9) 0 1(1.3)
PR 4 3.7 3 (10.7) 1(1.3) 0 = ot
SD¢ 53 (48.6) 9 (32.1) 43 (55.8) - o eneaiie
Non-CR/non-PD 1(0.9) 0 13 .
PD 42 (38.5) 11 (39.3) 29 (37.7) i- .
Not evaluable’ 5(4.6) 4 (14.3) 0 i 1
No assessment® 3(2.8) 1 (3.6) 2 (2.6) H - -

Time to response, median (range), months 2.0 (1.9—-4.2) — —

...... A.' — —_

g

Even C, et al. Eur J Cancer 2022;171:259-68
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Immuntherapie — Ipilimumab + Nivolumab

° N = 64 1.00 — High TCR overlap

Kohorte 1: Adenoid-zystisches Karzinom (n=32) R

> 0754
. Kohorte 2: andere Histologien (n=32) 3
«  ORR g o)

Kohorte 1: 16% (5/32)
. Kohorte 2: 6% (2/32) W —

(o] 3 6 9 12 15 18 21 24

[ P FS Months since first dose

Number at risk

. Kohorte 1: 4.4 Mte. S re &
. Kohorte 2: 2.2 Mte. 9 2 1 0

3 4 q A
0O 0 0 O O

a Cohort 1 (ACC) Cohort 2 (non-ACC) Histology

. immmmm- EEECECECEEC RS EEE e u sDC

M Myoepithelial ca
M Mucoepidermoid ca
100 100 M Acinic cell ca
M Unclassified ca ex pleo
Other
BOR (RECIST v.1.1)
PR M Unconf.PR sD M PD
PD, not all TLs evaluable
* Established after taken off-trial

Response (no RECIST)
B Clinical PD EDeath

NE, not evaluable

50

o
o

baseline (%)
o
|
Change from
baseline (%)

|
@
o

Change from
&
o

ol

IS}

o
X
<)
o

Vos JL, et al. Nat Med 2023; doi: 10.1038/s41591-023-02518-x. Oline ahead of print
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Zielgerichtete Therapie beim Adenoid-zystischen

Karzinom
Author, aa Drug Phase | N° pts RR SD mPFS,
mos
Guigay, 2007 Imatinib (KIT) I 21 2117 617 NA
Ghosal, 2010 Imatinib + plat Il 28 3/28 19/28 NA
KIT
Dillon PM, 2013 Dovitinib I 21 2/19 9 NA
(FGFR)
Thomson DJ, 2013 Sorafenib Il 23 1] 13/19 1.3
(BRAF; VEGFR)
Locati LD, 2016 Sorafenib | 19/37 2/19 11/19 8.9
Wong SJ, 2013 Dasatinib Il 40 0 21 4.8
(Src)
Ho A, 2016 Axitinib (VEGFR) I 33 3 25 NA
Guigay, 2016 Pazopanib Il 49 0
Rodriguez, 2018 Eribulin Il 29 (11 3/29 (2 ACC) 8 3.5
ACC)
Locati LD, 2018 Lenvatinib Il 28 3/26 20/26 9
Tchekl;;ltisyian v, WE‘;Z";;;;;FR’ I 33 5/33 24/33 16.4
Bhumsuk K, Axitinib IIR 54 0 100% vs 10.8vs 2.8
ASCO 2020 (VEGFR) 51.9%

Licitra L. ESMO 2021
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NOTCH1-Mutation beim Adenoid-zystischen
Karzinom

Tubular  Cribriform Solid Stage I-lI Stage IVA-C

N=102
NOTCH1-Mutation:
14.7% (15/102)

P <0.001
P=0.02
9.0 1
. 1.0
8.0 = NOTCH1 mutant
7.0 - — " NOTCH1 wild-type
2 601 £ os
= b5 :
& 504 S .. | mos =30v 122 months |
g 4.0 é 0.6 4 1
= = P =0.001
© 3.0 =
2.0 u% 0.4
1.0 4— — =
0.0 - 2 02
Lung Others =
Metastasis Site ! i ; :
0 100 200 300 400

Time (months)

Ferrarotto R, et al. J Clin Oncol 2017;35(3):352-60
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AL101: Gamma-Secretase-Inhibitor —
ACCURACY Phase 2 Studie

« N=82
* ORR:12%
* DCR: 69%

115 =
- 199 Best Tumor Response Loty n4 ("'}3 il 120 Best Tumor Response AL101 "5 (',!19‘ (N=36)
o a a
o 80 Partial Response (PR) 6 (146%) 100 Partial Response (PR) 3(8.3%)
o Stable Disease (SD) 23 (56.1%) 80 Stable Disease (SD) 21 (58.3%)
5 604 Progressive Disease (PD) 12 (29.3%) . Progressive Disease (PD) 10 (27.8%)
E E 43 36 15 Missing or Not Evaluable (NE) 0(0.0%) 60 St ; Missing or Not Evaluable (NE) 2(56%)
AEW g Disease control (PR+SD) rate 29.(70.7%) 40 0% 5 Disease control (PR+SD) rate 24 (66.7%)
cwn . 25
= g 16 15 ® 19
v @ 20+ 13411010 20 12.12. 10
3t "IIIIlll"‘”" | T
zg 04 _____PnsDPD__-......l 04 ..------——sososn_._--..
a | i v (111
v;x]L 7,.,7857““ III -20 78 8 9
£ g-20 1245 16.18-.18-.18
o E 18 54 22 40 2T W
o F -40 2 N i 36 -36
2 Best overall response 4344 7 8 -60 Best overall response:
o = .
-60 50
S PR Miso HMro ENE o -80 PR WSO WPD ENE
* 80 8871 100 =
o -~ 100
Individual sub -120 Indvdual subjects

#5 #13 #16 #34 #18 #3 #20 #17 #24 #8 #20 #6 #33 #35 #30 #14 #2 5 #1 #15 823 #12 822 #7 #4 #10 #25 #31 827 #26 #11 #10 #28 #2

33 #5 #1 #10#11 430832 #8 #2

Ferrarotto R, et al. ASCO 2022; Abstract 6046

Kantonsspital Baden



MYB-NFIB Fusion beim Adenoid-zystischen
Karzinom

* Praklinische Evidenz
Bcr-MYB (MYB-Inhibitor): antiproliferativer Effekt auf ACC-Zellen

* Proteasomen-Inhibitoren (z.B. Oprozomib) interferieren mit MYB-Signalweg
* Tretinoin (ATRA) hemmt MYB Expression in myeloiden Leukdmien

* Kilinische Evidenz
ATRA: ORR 9% (n=18), mPFS 3.2 Mte.

« ZukUnftige Entwicklungen
* IGF1R/AKT-Inhibition
« ATR Kinase-Inhibitor

Miller LE, et al. Cancer 2022;16(4):992
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HRAS-Mutation — nachste Generation der
zlelgerichteten Therapie

»  22% der Speicheldrisengangkarzinome haben eine HRAS-Mutation?
«  100% AR-Uberexpression
*  93% Co-Mutation mit PIK3CA

« Tipifarnib?
« N=13

« 1-3 Vortherapien
a PIBKCA™2m?
° O . 0 § Off Treatment
RR . 7 A) '§ B On Treatment
R " = PD
lipifarnib dose EEEN EEEN
° C . 6 0 TP53= W u E ER ki
D R . 5 A) KMT2C HE
PIK3cA-{ Ml EEN | HE PR
|||||||||||| = Alive
. O ¥ O O KPR L TP
i P FS . 7 Mte . \“Q'Q,Q\o vi‘g b"ﬂo 690 o°o@é\° oaoq,é\o "v‘o@é‘o y.“o ) 5 ~ : . ¥ .
P S S LT R 0 6 12 18 24 30 36
P & Q‘b@ TP F O Py

° OS 18 Mte . e Qeq‘b@ Q,,;"Qéu an§° Time (in months) on tipifarnib

IMueller SA, et al. Modern Pathol 2020;33(10):1896-1909; 2Hanna GJ, et al. Cancer 2020;126:3972-81
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TROP-2 — Ein moglicher therapeutischer Ansatz

« N=114
« Parotis: 90.4%
« TROP-2 Expression: 92%
 Hoch: 44%
* Moderat: 38%
« Schwach: 10%

 MALDI-Massenspektrometrie: 80% Nachwels von TROP- 2

Wolber P, et al. Head Neck Pathol 2021;15:1147-55
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Prazisionsonkologie beim
Speicheldrisenkarzinom

N=121 N=46 N=44 N=16 N=9 N=6
100 A

B (o)) (o0}
o o o
1 1 1

N
o
1

Fraction with actionable aberrations (%)

o
L

Misc.

All AdCC SDC

Lassche G, et al. Cancers 2022;14(17):4156
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Zusammenfassung

« Speicheldrisengangkarzinom
« AR+ (>70%): ADT / Kombinierte Androgenblockade
« HER2+ (ICH 3+ / FISH pos.): Docetaxel + Trastuzumab / T-DM1

« Sekretorisches Karzinom
* NTRK-Fusion: NTRK-Inhibitor (Larotrectinib / Entrectinib)

« RET-Fusion: RET-Inhibitor (Selpercatinib, Pralsetinib)

 Adenoid-zystisches Karzinom
« Platin-basierte Chemotherapie / Angiogenese-Inhibitor
«  Studie mit NOTCH1-Inhibitoren
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Zusammenfassung

« Speicheldrisenkarzinome sind eine heterogene Gruppe von
Erkrankungen (22 histologische Subtypen)

* Neue systemische Behandlungsstrategien fir einige Subtypen
abhangig vom molekularen Profil
Immunhistochemie
Genomische Analyse (Sequenzierung)

» Verbesserung der Prognose flr einige molekular definierte
Subgruppen
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Vielen Dank!

Fragen?
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