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75 jahriger Patient
SCLC des rechten Unterlappens, ED 01/2020
cT2a, cN2 (EBUS), cM1c (0OSS)

Stadium IVb nach UICC 2016 (8th Edition)

Nebenerkrankungen:

NSCLC re. OL (ED 05/2013), Histologie: Adeno-squamoses Karzinom G3, TNM: pT2a, pNO (0/14), LO,
V1, RO, cMO, Z.n. Oberlappenresektion mit radikaler Lymphadenektomie (06/2013)

KHK, Z. n. 4 x ACVB-OP 2001
Diabetes mellitus Typ 2

Z.n. Nikotinkonsum (60py)
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13.01.2020: ED SCLC mittels EBUS bei Tumorverdacht im externen CT Thorax
17.01.2020: Staging mittels MRT des Schadels und PET-CT:

- SCLC des re UL, LK-Metastasen re hilar + re mediastinal, ossare
Metastasen

21.01. -29.03.2020: Insgesamt 4 Zyklen Chemo-Immuntherapie (Carboplatin + Etoposid +
Atezolizumab, gq3w) = Fazit: partielle Remission

Ab April 2020: PCl sowie Erhaltungstherapie mit Atezolizumab, q3w



Ausgangsbefund PET-CT von 01/2020
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CT-Bildgebung mit Therapieansprechen

01/2020 03/2020



IMpower133-Studie
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IMpower133-Studie: Studiendesign

Carboplatin + Etoposide + Atezolizumab

Histologically documented

extensive-stage SCLC Followed by
Atezolizumab 1200 mg D1 Q3W until PD or
unacceptable toxicity

No prior treatment for ES-
SCLC

FFPE for testing
ECOGPSOto 1

No autoimmune disease

Carboplatin AUC 5 D1 + Etoposide 100 mg/m? D1-3 +
Atezolizumab 1200 mg D1 Q3W x4 cycles

Carboplatin + Etoposide + Placebo
Carboplatin AUC 5 D1 + Etoposide 100 mg/m? D1-3 +

. ) Placebo Q3W x 4 cycles
No active CNS disease n =500 Eollowed by

Primary Placebo D1 Q3W until PD or unacceptable toxicity

completion date:
Aug 2019

* Co-primary endpoints: OS, PFS
* Secondary endpoints: ORR, DOR, 6-month PFS, QoL

https://www.medscape.org/viewarticle/888517_transcript
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IMpower133:
OS - Atezolizumab + EP vs Placebo + EP

A Overall Survival

100 Rate of Overall Survival at 12 Mo
90— Atezolizumab 51.7% (95% Cl, 44.4-59.0)
=  30- Placebo 38.2% (95% Cl, 31.2-45.3)
& Stratified hazard ratio for death, 0.70 (95% Cl, 0.54-0.91)
'§ 70 P=0.007
T 604
@
o O4{+-—-—-"Mm—m-"H—-————— :
< |
= 40-
3
S 30+ !
- |
& 20- | Atezolizumab
| —
104 Median in the placebo group, | : Median in the atezolizumab group, lacebo
0 10 3 mo (95% CI 9. 3 11. 3) | | 12 3 mo (95% Cl, 10 8-15 9)
1 I I I
0123456789101112131415161718192021222324
Months
No. at Risk
Atezolizumab 201 191 187 182 180 174 159 142 130 121 108 92 74 58 46 33 21 11 5 3 2 1

Placebo 202 194 189 186 183 171 160 146 131 114 96 81 59 36 27 21 13 8 3 3 2 2

Horn L, et al. doi:10.1056/NEJM0al1809064
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IMpower133:
PFS - Atezolizumab + EP vs Placebo + EP

B Progression-free Survival

100 Rate of Progression-free Survival
90~ at 6 mo at 12 mo

3 %0 Atezolizumab  30.9% (95% Cl, 24.3-37.5)  12.6% (95% Cl, 7.9-17.4)
£z Placebo  22.4% (95% Cl, 16.6-28.2)  5.4% (95% Cl, 2.1-8.6)
3 e 704 Stratified hazard ratio for disease progression or death,
@ 8 60- 0.77 (95% Cl, 0.62-0.96)
7 W= e L .
o g Median in the atezolizumab group,
-; o 404 5.2 mo (95% Cl, 4.4-5.6)

|
28 304
s 3 Median inthe | |
= 20— placebo group, : :
o 10- 4.3 mo L e gt -  Atezolizumab

B ' — -
. (951% C:, 4.2[ 4.51)' l! . Plac:abo . L ;'

T T T T T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24

Months
No. at Risk
Atezolizumab 201 190 178 158 147 98 58 48 41 32 29 26 21 15 12 11 3 3 2 2 1 1
Placebo 202 193 184 167 147 80 44 30 25 23 16 15 9 9 6 5 3 3

Horn L, et al. doi:10.1056/NEJM0al1809064
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neuer Standard der 1st-line Therapie bei extensive-disease des SCLC:

Etoposid + Carboplatin + Atezolizumab,q3w

gefolgt von:

Atezolizumab-Erhaltung,q3w




CASPIAN-Studie: Update
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Haupteinschlusskriterien Durvalumab + Durvalumabt
- Therapienaive Patienten mit e Tremelimumab + EP* > alle 4 Wochen

ES-SCLC alle 3 Wochen iiber 4 Zyklen bis Progression Primarer Endpunkt
- WHO Performance Status 0 - OS

oder 1 111 -

) T Sekundare Endpunkte

» Asymptomatische oder Durvalumab + EP* Durvalumab . PESS

behandelte und stabile alle 3 Wochen iiber 4 Zvkien alle 4 Wochen

Gehirn-Metastasen erlaubt N y bis Progression . ORRS
« Lebenserwartung %ng;ﬁ:ram - Sicherheit & Vertraglichkeit

=12 Wochen platinbasierter - Patienten-berichtete
- Messbare Erkrankung nach Substanz Endpunkte

RECIST v1.1 et EP ; #

' vs Cisplatin) Optionale PCI

alle 3 Wochen iiber bis zu 6 Zyklen*

=805 randomisiert

EP besteht aus Etoposid 80-100 mg/m# mit entweder Carboplatin AUC 5-6 oder Cisplatin 75-80 mg/m#, die Durvalumab Dosierung betrug 1500 mg und die Tremelimumab Dosierung 75 mg.
Patienten konnten 2 zusatzliche Zyklen EP erhalten (bis zu 6 Zyklen insgesamt), PCl erfolgte nach Ermessen des behandelnden Arztes. TPatienten erhielten eine zusatzliche Dosis
Tremelimumab nach EP; §Nach Prufarzt-Beurteilung gemall RECIST v1.1

Paz-Ares L et al. J Clin Oncol 38: 2020 (suppl; abstr 9002) Slide: AstraZeneca
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CASPIAN: OS Durvalumab + EP vs EP

D+EP EP
Ereignisse, n/N (%) 210/268 (78,4) 231/269 (85,9)
08 mOS, Monate (95% Kl) 12,9 (11,3; 14,7) 10,5(9,3; 11.2)
8 =T HR (95% KI) 0,75 (0,62; 0.91)
= Nomineller p-Wert 0,0032
4
S 064
4
=
o
=
[ 0,4
“é ’ : 32,0%
£ 139,3% :
s 0.2 i : ;
: | -
D+EP - ! ;
— EP E ! 114,4%
0 ! : !
|| I I 1 || I I I || I I 1
0 3 6 9 12 15 18 21 24 27 30 33 36
No. at risk Zeit seit Randomisierung (Monate)
D+EP 268 244 214 177 140 109 85 66 41 21 8 2 0
EP 269 243 212 156 104 82 64 48 24 8 0 0 0

Paz-Ares L et al. J Clin Oncol 38: 2020 (suppl; abstr 9002) Slide: AstraZeneca
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CASPIAN:
OS - Durvalumab + Tremelimumab + EP vs EP

1.0 D+T+EP EP
Ereignisse, n/N (%) 207/268 (77.2) 231/269 (85,9)
08 mOS, Monate (95% KI) 10,4 (9.6; 12,0) 10,5(9,3; 11,2)
8 =7 HR (95% KI) 0,82 (0,68; 1,00)
= P-Wert 0.0451*
e
E 0,6
=
=
£
2 0,4 —
o
2 )
L
s 0,24 : |
1 1
. D+T+EP i :
— EP E i
]
0 | | | | i || : | || | |}
0 3 6 9 12 15 18 21 24 27 30 33 36
)+T+EP 268 238 200 156 114 92 30 67 47 30 11 1 0
EP 269 243 212 156 104 82 64 48 24 8 0 0 0

*P=0,0418 war fur statistische Signifikanz erforderlich.
' 9 Paz-Ares L et al. J Clin Oncol 38: 2020 (suppl; abstr 9002) Slide: AstraZeneca

© Universitatsmedizin Essen 14



Etoposid + Platin + Durvalumab - signifikante Verbesserung des OS
Zulassung als weiterer 1st-line Standard (neben EP + Atezolizumab)

Kein zusatzlicher signifikanter Nutzen durch die Kombination von EP + Durvalumab mit
Tremelimumab (CTLA4)



KEYNOTE-604
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Key Eligibility Criteria
« Stage IV SCLC (AJCC 7t ed)

* No prior systemic therapy
« ECOGPSOor1

* Provision of a sample for
biomarker assessment

* No unstable brain
metastases?

» Adequate organ function
+ Life expectancy 23 mo

Stratification Factors

* Platinum (cisplatin vs
carboplatin)

+ ECOGPS (0 vs 1)

* LDH (SULN vs >ULN)

Pembrolizumab 200 mg (d1)
+

Etoposide 100 mg/m? (d1-3)
+

Carboplatin AUC 5 (d1) OR
Cisplatin 75 mg/m? (d1)
for 4 Q3W cycles

Placebo (normal saline) (d1)
+

Etoposide 100 mg/m? (d1-3)
+

Carboplatin AUC 5§ (d1) OR
Cisplatin 75 mg/m? (d1)

for 4 Q3W cycles

End Points

Pembrolizumab
200 mg on d1
for up to 31 Q3W cycles
+

Optional PCIP

Placebo (normal saline)
on d1
for up to 31 Q3W cycles
+

Optional PCI®

* Dual primary: PFS per RECIST v1.1 by BICR and OS
» Secondary: ORR and DOR per RECIST v1.1 by BICR

and safety

*All brain-targeted treatment completed 214 d before starting study, no new or enlarging brain lesions, and neurologically stable without steroids for 27 d before starting study.
*Participants with CR or PR after cycle 4 could receive up to 25 Gy of PCl in 10 fractions at investigator's discretion; PCI wasto begin within 2-4 wkand no later than 6 wkafter last dose

of cycle 4, study treatment could continue during PCL. KEYNOTE-604 ClinicalTrials.gov identifier, NCT03066778. BICR, biinded independent central review.

Rudin KN604 ASCO 2020 Slide: MSD



KEYNOTE-604:

OS - Pembrolizumab + EP vs Placebo

+ EP

Pts w/

Event  Median (95% ClI)
90+ Pembro-EP  74.1%  10.8 mo (9.2-12.9)
80= 1§';"/° rate Placebo-EP  83.6% 9.7 mo (8.6-10.7)
70+
a0 HR 0.80 (95% CI 0.64-0.98)

BN P =0.0164
w 50+
o© 40 24-mo rate
. 22.5%
30~ 11.2%
20 = Ll )
10-
Ot | i T . T T il sl re v P REL Y Tl
0 3 6 9 12 15 18 21 24 27 30 33
No. at risk Time, months
228 201 175 132 102 87 60 3 15 3 1 0
225 212 170 123 89 63 a4 19 8 3 0 0

Superiority threshold: one-sided P = 0.0128.
Data cutoffdate: Dec 2, 2019.

Rudin KN604 ASCO 2020 Slide: MSD
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KEYNOTE-604:
PFS - Pembrolizumab + EP vs Place

bo + EP

Pts w/

Event Median (95% CI)
90+ Pembro-EP  82.5%  4.5mo (4.3-5.4)
80 Placebo-EP  92.4% 4.3 mo (4.2-4.4)
704

2 00" 12-mo rate HR 0.75 (95% Cl 0.61-0.91)
@ 50- o4 P = 0.0023
% 40-
304
20+
10' 4...'1—‘ 1 1 ]
0 ‘ﬁ ™ T T T 1
0 12 15 18 21 24 27 30 33
No. at risk Tlme’ months
228 181 71 31 15 5 1 0
25 187 50 14 3 1 1 0

Superiority threshold: one-sided P = 0.0048.
Data cutoffdate: Mar 29, 2019.

Rudin KN604 ASCO 2020 Slide: MSD
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Signifikante Verbesserung des PFS
Jedoch: Vorgegebene Wirksamkeitsgrenze fur OS nicht erfiullt: daher negative Studie

Im Vergleich zu IMpower133 und CASPIAN ungiinstigere Prognosefaktoren des
Patientenkollektivs

- hoheres Durchschnittsalter
- hohere Anzahl an Patienten mit cerebralen Metastasen

Ergebnisse unterstiitzen die Kombination von Etoposid + Platin + Immuncheckpoint-
Inhibitoren als 1st-line beim extensive disease SCLC
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