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eCRF (Zentrum)

(bald) multizentrisch; open-label; Phase Il
Wurzburg, (Minchen)

IIT (Sponsor UKW, Unterstitzung durch IPSEN)
Laufend, maximal 37 Patienten, aktuell 18 rekrutiert

Nebennieren-Studientreffen 2021 5


mailto:mMatthias.Kroiss@med.uni-muenchen.de

DthGllhftf Edk |
Ho

E _ Hintergrund und Fragestellung “CaboACC

> Restrospectlve Case Series, n=16

1007 —l— PFS=16.2 weeks
©
2 —— (O0S=58 weeks
>
S
0
E 50 *°° e EER 1
QJ )
o . .
o l.‘ .
(ol °
0 T T T T 1
0 20 40 60 80 100

time (weeks)

Kroiss et al. J Clin Endocrinol Metab 2020
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» Restrospective Case Series, n=16

100 Best response
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» Restrospective Case Series, n=16

100 M Best response :
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9. ENdpunkte und Zielparameter

* Primarer Endpunkt:
Progressionsfreies Uberleben nach 4 Monaten (PFS4)

« Sekundare Endpunkte: Gesamtansprechen, bestes
Ansprechen, Sicherheits-/Nebenwirkungsprofil, Lebensqualitat

» Explorativ: Targets am archivierten Tumormaterial,
Pharmakokinetik, Biomarker (Immun, Steroide)

Nebennieren-Studientreffen 2021



. Patientenpoulation
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* Wichtigste Einschlusskriterien
* Progredientes ACC, Ensat IV, nicht kurabel
« ECOG 0-2, akzeptable Laborwerte

» Wichtigste Ausschlusskriterien

« Mitotanespiegel > 2 mg/l oder Mitotane bis <28 Tage vor
Studienbeginn

» Spezifische Abstande zu anderen Therapien (Chemo, Radiatio)
 Blutungsrisiko, Antikoagulation, frische Operationen/Frakturen

Nebennieren-Studientreffen 2021

10



Steene. EOADR1-19 SPENCER Studie

A phaSe 2 trial of EO2401, a novel microbial-derived Peptide
vaccine, in combination with PD-1 chekcpoint blockadE, for
treatment of patients with locally advaNced adrenocortical

Carcinoma, or malignant pheochromocytoma/paRaganglioma

SPENCER-study
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E EOADR1-19 SPENCER Studie
Deutsche Gesellschaft fiir Endokrinologie Rati 0 n al e

Hormone und Stoffwechsel

Tumor assoziierte Antigene Homologe Antigene im Mikrobiom

Steigerung der Immunantwort
Checkpointinhibition in
Kombination mit einer T-Zell-

Aktivierung durch E02401

\

Stimulation von Memory T-Zellen

AN

é,}

Peptid Vakzin
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EOADR1-19 SPENCER Studie
Deutsche Gese.llsc.haftlfiir Er{fiokrif.l.ologje E n d p u n kt e

Primar: Evaluation der Sicherheit und Tolerabilitat einer

Kombinationstherapie von Nivolumab und EO2401

Sekundar: Untersuchung der Immunogenitat von T-Zellen unter

Therapie

Sekundar: Untersuchung der T-Zell-Antwort gegenuber TAAS
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E EOADR1-19 SPENCER Studie
e womes. =1NSCHIUSSKrItErien

Hormone unc

Nebennierenkarzinom

2A 2B

Mindestens eine Keine
vorausgehende vorausgehende
systemische systemische
Therapie Therapie

Phéochromozytom/PPGL

3A 3B
Mindestens eine Keine
vorausgehende vorausgehende
systemische systemische
Therapie Therapie

= Alter > 18 Jahre
= ECOG Status mind. 2

= Dokumentierter Progress nach RECIST 1.1 in

den letzten 18 Monaten

= Patienten mussen HLA-A2 positiv sein!

REKRUTIEREND




- MK-6482-15

Deutsche Gesellschaft fiir Endokrinologie

Belzutifan/MK-6482 for the Treatment of
Advanced Pheochromocytoma/Paraganglioma

(PPGL) or Pancreatic Neuroendocrine Tumor
(ODNET)
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E MK-6482-15

Deutsche G(esellllscll?afrtI fTT]EnS?krlnolo?|e R at I O n aI e

HIF-2a Aktivierung ist der onkogene Treiber von VHL-assoziierten Tumoren und
Tumoren mit Pseudohypoxie

Normoxia

Prolyl
, Hydroxylases

% ‘ ‘"\'Zfa&* * Proliferation
- o HIF-18* ». * Survival
Proteasomal < t”m * Metastasis

Degradation 4 Hypoxia- Reﬂ’ue ElementT * Angiogenesis
Lo "
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Deutsche Gesellschaft fiir Endokrinologie
Hormone und Stoffwechsel

MK-6482-004
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Best objective response (N=61)
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Jonasch et al

, NEIM 2021

VHL assoziiertes Nierenzellkarzinom

Table 2. Best Objective Response in Renal Cell Carcinoma Associated with
VHL Disease.*

Variable Efficacy Population (N=61)

Objective response — no. (% [95% Cl]) 30 (49 [36t0 62])

Best response — no. (%)

Complete response 0
Partial response 30 (49)
Stable disease 30 (49)
Disease progression 0
Unable to be evaluated 1(2)

Median time to response (range) — mo 8.2 (2.7 to 19.1)

Median duration of response (range) — moi: NR (2.8+ to 22.3+)

* The best objective response was assessed according to Response Evaluation
Criteria in Solid Tumors, version 1.1. NR denotes not reached.

T One patient discontinued the trial before the first post-baseline tumor assess-
ment.

1 Plus sign indicates ongoing response.




MK-6482-004

e measons VVHL assozilertes Nierenzellkarzinom

Table 3. Adverse Events of Any Cause in the Full Safety Population.

Safety Population

Adverse Event (N=61)
no. (%)
Any grade
Total 61 (100)
Treatment-related 61 (100)
Grade3to5 20 (33)
Grade 3 treatment-related 9 (15)
Grade 4 or 5 treatment-related 0

Treatment discontinuation

Total* 2 (3)

Due to a treatment-related adverse event 1(2)
Death

Total 1(2)

Due to a treatment-related adverse event 0

Table 4. Adverse Events in at Least 10% of the Safety Population (61 Patients).

* One patient death unrelated to treatment was recorded as an adverse event.

1 Death was caused by acute toxic effects of fentanyl.

Jonasch et al, NEJM 2021

Event Any Grade Grade 1 Grade 2

number (percent)

Anemia 55 (90) 24 (39) 26 (43)
Fatigue 40 (66) 29 (48) 8 (13)
Headache 25 (41) 20 (33) 5(8)
Dizziness 24 (39) 20 (33) 4 (7)
Nausea 21 (34) 15:(25) 6 (10)
Dyspnea 14 (23) 13 (21) 0
Arthralgia 12 (20) 10 (16) 21(3)
Constipation 12 (20) 10 (16) 2 (3)
Myalgia 12 (20) 9.(15) 2 (3)
Upper respiratory tract infection 11 (18) 4(7) 7 (11)
el e e s [ (I LV Wal< 1N /71 N\ n

Grade 3%
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s e PAtIENTENPOPUlALION

Phaochromozytom/PPGL
Al

= Lokal fortgeschrittene oder metastasierte Tumorerkrankung ohne

Option einer kurativen chirurgischen Resektion
= Keine Limitation hinsichtlich vorausgegangener Therapien

= Ausreichend kontrollierter Blutdruck (<150/90 mm Hg)

= Alter > 12 Jahre (in D: 18)

Pankreatische Neuroendokrine Tumore pNET

A2

Histopathologische Diagnose eines gut differenzierten, low oder

intermediate grade pNET

= Lokal fortgeschrittene Tumorerkrankung ohne Option einer kurativen

chirurgischen Resektion

= Dokumentierter Progress nach mindestens einer zielgerichteten

Systemtherapie (Everolimus, Sunitinib)

= Eine Fortfihrung einer Therapie mit einem Somatostatinanalogon in

Kombination mit Belzutifan ist erlaubt

= Tumorprogress innerhalb 12 Monaten ab dem Screening

= Dokumentierter Progress nach RECIST 1.1 in den letzten 18

Monaten
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Deutsche Gesellschaft fiir Endokrinologie St u d i e n Z e n t r e n

Hormone und Stoffwechsel
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Deutsche Gesellschaft fiir Endokrinologie

Hormone und St

ADIUVO Il - Adjuvant mitotane vs mitotane with cisplatin/etoposide
after primary surgical resection of localized adrenocortical carcinoma
with high risk of recurrence
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CE ADIUVO Il - Adjuvant mitotane vs mitotane with cisplatin/etoposide
Deutsche Gesellschaft fﬁr En\dokrlnolngm

wmocnd o @fLEF Primary surgical resection of localized adrenocortical carcinoma
with high risk of recurrence

Martin Fassnacht Felix Megerle

Oberdurrbacher Str. 6, 97080 Wirzburg Oberdurrbacher Str. 6, 97080 Wilrzburg
fassnacht_ m@ukw.de megerle f@ukw.de
Rahmenstudie/Protokoll: AMG Studie

Separate Einwilligung: Erforderlich

Dateneingabe: Eigene Datenbank

Setting: multizentrisch; prospektiv; interventionell

Laufzeit: Laufend (US, Italien); geplantin F, D, SE, NL
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Deutsche Gesellschaft fiir Endokrinologie

Hormone und Stoffwechsel

Guidelines 2018

R.7.7. The panel did not come to a definitive consensus
on adjuvant use of cytotoxic drugs. We suggest against
the routine use of cytotoxic drugs in the adjuvant setting.
However, the panel suggests considering adjuvant
chemotherapy in selected patients with very high risk for
recurrence.

Hintergrund und Fragestellung

Datenlage

\

Adjuvant platinum-based chemotherapy in radically resected
adrenocortical carcinoma: a cohort study

Otilia Kimpel', Sara Bedrose (5™, Felix Megerle', Alfredo Berruti®, Massimo Terzolo®, Matthias Kroiss™*”, Knut Mai®, Olaf M. Dekkers™"°,
Mouhammed Amir Habra® and Martin Fassnacht % '*~

@ The Author(s) 2021

BACKGROUND: After radical resection, patients with adrenocortical carcinoma (ACC) frequently experience recurrence and,
therefore, effective adjuvant treatment is urgently needed. The aim of the study was to investigate the role of adjuvant platinum-
based therapy.

METHODS: In this retrospective multicentre cohort study, we identified patients treated with adjuvant platinum-based
chemotherapy after radical resection and compared them with patients without adjuvant chemotherapy. Recurrence-free and
overall survival (RFS/05) were investigated in a matched group analysis and by applying a propensity score matching using the full
control cohort (n = 268). For both approaches, we accounted for immortal time bias.

RESULTS: Of the 31 patients in the platinum cohort (RO n = 25, RX n = 4, R1 n = 2; ENSAT Stage Il n = 11, lll n = 16, IV n = 4, median
Ki67 30%, mitotane n = 28), 14 experienced recurrence compared to 29 of 31 matched controls (median RFS after the landmark at
3 months 17.3 vs. 7.3 months; adjusted HR 0.19 (95% C1 0.09-0.42; P < 0.001). Using propensity score matching, the HR for RFS was
045 (0.29-0.89, P=0.021) and for OS 0.25 (0.09-0.69; P = 0.007).

CONCLUSIONS: Cur study provides the first evidence that adjuvant platinum-based chemotherapy may be associated with
prolonged recurrence-free and overall survival in patients with ACC and a very high risk for recurrence.

British Journal of Cancer; https://doi.org/10.1038/541416-021-01513-8

Problem: Bisher keine prospektive randomisierte Studie

Fragestellung: Profitieren Patienten mit Hochrisikokonstellation von adjuvanter Chemotherapie?
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€3 Ablauf und Endpunkte
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 Primarer Endpunkt: PFS [ Adrenocortical }
. Carcinoma Stage I-1lI
« Sekundare Endpunkte:
* OS Surgery (RO, R1,
* SAE RX), Ki67 >10%
» Unterschied bzgl.
« Mitotanespiegel - .
: No sign of
e Tumorstadium .
i metastastatic disease
. Rssekt'_O”SStat“/S i in CT, MRI or PET/CT
Therapiestart (6/12 Wochen) P I~

Einreichung EK und BfArm Q1/2022

Interessierte Zentren -> Martin Fassnacht/Felix Megerle  + 4 cycles
J L of Eto/Cis
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