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N=156 Everolimus 10 mg
Woche 1-3: 4X2,5mg Tag (verblinded)
/ Woche 4-24: 10mg/Tag (open-label entsprechend Fachinformation)
R \

vorgeschaltete Dosiseskalation von Everolimus-Plazebo
Woche 1 1x2,5mg Verum + 3x Plazebo/Tag;

Woche 2: 2x 2,5mg Verum +2x Plazebo/Tag;

Woche 3: 3x 2,5 mg Verum + 1x Plazebo/Tag;

Woche 4-24: 10mg/Tag (open-label entsprechend Fachinformation)

Patientenprofil entsprechend Indikation flr Everolimus

+ Exemestan in beiden Armen Statistische Annahme:
Control arm: 40% Mukositis
Follow-up: EQT Visite (Woche 25-28) Escalation arm: 20% Mukositis
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= Last patient in QlV 2020 gl %% g

= Anzahl der Zentren 29

Geschafft ! HERZLICHEN DANK AN ALLE Zentren und Referenten

= Last Patient Out Mai 2021

= Patientenanzahl 156

= Finale Analyse Mai/Juni 2021

= Studienergebnisse ESMO oder SABCS 21 ®
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= Das letzte Treffen mit Anwesenheit GBG 2020
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Metastasiertes Mammakarzinom Review of the year 2020

" Her2 positives met. Mammakarzinom

1) Her 2 Climb
2) Destiny 01
3) Pertain
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Her2 positives met. Mammakarzinom

Her2 Climb- Studiendesign

Tucatinib 300 mg po bid

+ Irastuzumab 6(8) mg/kgKGa3w
+ Capecitabine 1000mg/qm po bid q1-14

Her2pos metastasiert Mammaca

Vorherige Behandlung Trastuzumab, Pertuzumab, T-DM1 NA10
ECOG 0 oder 1 R211

Hirnmetastasen erlaubt

Plazebo po BID

+ Trastuzumab 6{8)mg/kgKG q3w
+ Capecitabine 1000mg/qm po bid q1-14

N202
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Her2 Climb

PFS Gesamtgruppe nach Rando von 480

A Kaplan-Meier Estimates of Progression-free Survival

No. at Risk

Tucatinib combination 320 235 152
Placebo combination

Patients Alive and Free from

10-

100 ' Median
90 | No. of Events/  Duration
g 0 ; No. of Patients  (95% Cl)
£ ' mo
2 629 Tucatinib Combination ~ 178/320 7.8 (7.5-9.6)
g 6o : Placebo Combination  97/160 5.6 (4.2-7.1)
& s Hazard ratio for disease progression or death,
< 40 ! » 0.54 (95% CI, 0.42-0.71)
2 3 ; Tuc?tlmlh P<0.001
3 | combination
a8 2 :
+

L S S S S
18 21 24 27 30 33 36

t
0 3 6 9 12 15

Months since Randomization

98 40 23 15 10 8 4 2
160 94 45 27 6 4 2 1 1 0 0 0

eo

PFS Pat mit Hirnmets

A Kapl of 3! urvival among Patients with Brain Metastases
100 Median
c 50 No. of Events/  Duration
£g w0 No. of Patients  (95% Cl)
mo

.§ 5 ™ Tucatinib Combination  106/198 7.6 (6.2-9.5)
s f§ o Placebo Combination 51/93 5.4 (41-57)
§ g so Hazard ratio for disease progression or death,
=& 0.48 (95% Cl, 0.34-0.69)
32 %0 P<0.001
58
32
=a 20 Tucatinib
= 10 combination

— T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36

Months since Randomization
No. at Risk

Tucatinib combination 198 144 78 45 14 8 2 1 1 1 1 1 0

Placebo combination

93 49 12 4 0 [ ] L] [ 0

OS Gesamtgruppe

A Kaplan-Maeier Estimates of Overall Survival

Patients Alive (%)

No. at Risk

Tucatinib combination 410 388 322 245 178 123
Placebo combination

100 Median

90 No. of Deaths/ Duration

0 No. of Patients  (95% CI)

2 Tucatinib mo
Zormbination Tucatinib Combination 130410 ~ 21.9 (18.3-31.0)

60 Placebo Combination ~ 85/202  17.4 (13.6-19.9)

0 49 Hazard ratio for death,

40 Placebo 0.6 (95% Cl, 0.50-0.88)

combination P=0.005

26.6

R S e S S S S S s ———]
0 3 6 9 12 15 18 21 24 27 30 33 36
Months since Randomization

80 51 34 20 10 4

o
202 191 160 119 77 48 32 19 7 5 2 1 0

Murthy et al NEJM 2020
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Her2 Climb

OS Benefit in Patients with Active Brain Metastases

10
2 08
3
ﬁ 08
E Risk of death was reduced by 51%
in patients with active brain
g 04 metastases
é One-year OS (85% C1):
02 TUGHTras+Capa  Pba*Tras*Capa
— TucsTmsicam R 411%
o0l= 1.4,707) (255,56.1)
l:l 3 6 9 12 15 21 24 27 30 33 38 Median OS (85% CI):

Mo, st Risk. Months since Randomization o oo
TYCeTmsGape 115 11 B3 86 51 3 da 1 0 B 5z 0 months o
PboeTrasiCage 56 64 38 20 1.2 & 6 2 0 0 0 0 O {151, NE) (105, 13.8)

R nazg o1, ant

Roion of workd Horh AmercaRes! of Wark) i randonization. Allp vakes are raminal. NE. i estimablo

Progression-Free Survival

+ PFS benafit was observed in patients in the Tucatinib arm of the primary endpaint population regardless of hormane receptor status
BFS by BICR in HR+ Subroup PES by BICR in HR- Subgroup

1 "

31.3%
Tormta 0S0 og oy ,,A.,, BT T o ollag rm..;,
coge  (042.080) 1% sy 034.088) 15.6%
Wiy {379 EbetTimnicoee. oris  Gisy

Overall Survival

ically meaningful improvement of OS was cbserved in patients on the Tucatinib arm regardless of hormone receptor status
08 in HR+ Subgroup 08 in HR~ Subgiroup

i

HR+
21.7 vs. 182 mo
HR 0.86; p=0.4

HR-
3M1vs. 141 mo

08 Probability

‘08 Probability

= TUC+TraesCape:
be- o0 == PborTrastCape
5 I Womomon %
Sul t5 at Risk 15}
+Cape 243 203 192 |l7 10‘3 7e a7 W 79 3 2o iLIcqrmﬁqe 157 155 137 W G 45 n }1 7o T o2 0
PoorTraseCape 127 122 M oMol 5 3 2 10 E ) 2 2 ¢ 0 0
Events/ Two-year 05 an Two-ysar 05
_M_ [ e T Ny
Tmo 513%
e e mrmm u.. = Tuoommcws 2n gy o g3
sz P 207% 2 mo sy 031.020) 17.3%
crosn  gve s (#3375)

Hamilton E et al. 2020 SABCS Virtual Symposium, Abstract No. PD3-08
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Destiny 01-Studiendesign

Part 1 Part 2
@'opul ation N PK Stage Dose-Finding Continuation
Stage Stage
+ 218 years of age (n=63) (n=54) (n=134)
*  Unresectable andfor
. T-DMA1 T-DXd
metastatic BC Resistant/Refractory 5.4 mglkg
+  HERZ-positive (N=249) n=22)
(centrally confirmed on } =
archival tizsue) =28 T.0Xd
«  Prior T-DM1 6.4 mglkg
»  Excluded patients with : ! (n=130)
histary of significant
ILD
= Pretreated and stable T-OM
brain metastases were Intolerant
allowed {n=4)
*, "y

184 patients
enrolled at 5.4 mg'kg

This presentation is the intellectual property of GBG.
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Destiny 01

A Change from Baseline in Tumor Size

100+

20+

0_

—204

80

Best Percentage Change from Baseline in Sum of Diameters

e

R

-100

Patients (N=168)
Modi et al NEJM 2020

This presentation is the intellectual property of GBG.
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T-DXd 5.4 mg/kg (N=184)

Interstitial lung

disease, n (%) Any grade/
Total

Aug 2019 data

e 5(2.7) 15 (8.2) 1(0.5) 0 4(2.2) 25 (13.6)

20 data 633 1687  1(05) 0 527)  28(152)

Modi S et al. Spotlight Poster Discussion 3 — Advances in HER2 Positive Disease Abstract No. PD3-06

This presentation is the intellectual property of GBG.
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Pertuzumab + Trastuzumab
+

’ y —
Postmenopausal patients with
HEF2-positive and hormone . I Aromatase Inhibitor ]
recaplor-positive LAMBC, nol Choice of oR
previously treated with systemic chemaiherapy must be
non-hormonal anbcancar tmmw Spﬂmﬂd b&fﬂm DO:MI or Mml —.5 m“ hhibi‘l‘.bl‘ ?5m t&pﬁ
in the advanced setting randomization (18-24 weaks)t
(N=258)
| '
Stratification factors +
= Chemotherapy (yes/no) 3
« Time since adjuvant hormone therapy (<12 months/212 months/ng prior therapy) I Aromatase Inhibitor ]
OR
« The primary PFS analysis was performed at 166 events. A preliminary OS Docetaxel or Paclitaxel — Aromatase Inhibitor | . ——
analysis was performed with the primary PFS analysis {18-24 woeks)t

* The final ©2 analysis took place once all patients had been followed up for
at least 60 months

This presentation is the intellectual property of GBG.
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Pertain

Patients who received induction chemotherapy

Event-free probability (%)

Pertuzumab +
Trastuzumab sm
Trastuzumal anm

T sen s

Patients who did not receive induction chemotherapy

100 -1 100
90 Pertuzumab + Trastuzumab arm  16.9 (12.4, 27.4) - 97
- £ 80
:’g 1 Trastuzumab arm 16.9 (11.9, 20.5) Z 704
. : E o
60 yuoian Log-rank test: p=0.0758; HR {95% CI) 0.71 (0.49, 1.04) F 80 e
S+ ————————— Y ————— e — e ————————— 5 S0 --=---
40 - g 40
30 £ 30
20 & 20
104 104
0 r7T 17T 7T T T T T 17T T T 17T 17T 17T 17T 17T 17T 17T T T 17 17T T T 717 T°71 0 T
0 3 6 912151821 24 27 30 33 36 30 42 45 48 51 54 57 60 63 66 60 72 75 78 81 84 036
PFS [months)
Pertuzumab +
75 69 63 51 43 38 33 32 26 25 22 21 20 20 10 18 16 16 14 14 14 13 11 10 10 4 3 1 0 Trasturumab arm 54 49 41
TIGE 56 44 38 34 2923 2219141411 2 8 6 6 &5 5 4 4 4 4 4 21100 Trastuzumab arm 56 42 35

Pertuzumab + Trastuzumab arm  26.6 (12.7, 33.0)
125 (6.2, 18.5)
Log-rank test: p=0.0667; HR (95% CI) 0.68 (0.44, 1.03)

= Perfuzumab + Trastuzumab arm

= Trastuzumab arm
+ censored

Trastuzumab arm

some patients benefit from Pertuzumab + Trastuzumab + Al without induction chemotherapy

L g
R 0

T
9

T T rrrr T T T T T T T T T T T T T T T T

1

1t
@

2151821 24 2T 30 333639424548 5154 5TE0BIBGE GO T2 T5 7B 81 84
PFS (months)

16 14 14 13 12 10
8 B 8 & B8 8

29
23

26 25 22 19 T
20 15 -] -]

- &n
e en
& th
[
(SR
LR
-t
=
oo
oo

Overall, PERTAIN provides additional evidence on the role of Pertuzumab + Trastuzumab in the first-line treatment of HER2-positive LA/MBC and suggests that

This presentation is the intellectual property of GBG.
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Her2 positives met. Mammakarzinom

= Fazit Her2 -positives met. Mammakarzinom

1) Her 2 Climb, Tucatinib PFS Vorteil unabhangig vom HR Status, OS Vorteil
deutliche bei den HR negativen, guter Effekt auch fiir aktive Hirnmets

2) Destiny 01. Trastuzumab —Deruxtecan: Vielversprechend, Phase lll
ausstehend, Cave Pneumonitis

3) Pertain: Stiitzt die reine zielgerichtete Therapie, duale Blockade und
endokrin. Die Daten zeigen, dass, wollte/miisste man auf eine
Induktionschemotherapie verzichten die Hinzunahme von Pertuzumab zur
Trastuzumab und endokrinen Therapie erforderlich wird.

This presentation is the intellectual property of GBG.
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Metastasiertes Mammakarzinom Review of the year 2020

" Triple negatives met. Mammakarzinom

1) Immunonkologie (Impassion/Keynote)
2) Antibody Drug conjugate Sacituzumab —Govitecan (ASCENT )

This presentation is the intellectual property of GBG.
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(" Key eligibility criteria h

Histologically documented metastatic or -
inoperable, locally advanced TNBG
Mo prier therapy for advanced TNBCE

Frior chemotherapy including Taxanes

Double-blind

Atezolizumab®

+ nab-Paclitaxel

allowed in curative setting if treatment-
free interval 212 mo

ECOG PS 01
Eligible for Taxane monotherapy
Turnor tissue for PD-L1 testing

(n=902) J

Stratification factors

Liver metastases (yes vs. na)
Prior Taxanes (yes vs. no)
PD-L1 IC status (positive vs. negative)*

®

11

Placebo

+ nab-Paclitaxel*

Co-primary endpoints

PFS? and OS (hierarchically tested in ITT and

PD-L1 IC+ populations)

Treatment until
progression or

unacceptable
toxicity

This presentation is the intellectual property of GBG.



GBG Jahrestreffen 2021

Impassion 130 Finale OS Analyse
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OS in the PD-L1 IC+ population

100 PD-L1 IC+ p-opul:nmn
a0 - A+ nP P+nP
- {n=185) {n=184)
i 701 OSevents, n (%) 120 (65) 139 (76)
z - Stratified HR 0.67
i (95% CI) (0.53, 0.86)®
L D : NS
= 50
e Jyear O5: 36%
- 40 =
& = A+rP
37 = P+nP
20
Median OS5 (95% CIY 0S increased by 7.5 months
104 17.9mo
0 (13.6,20.3) (19,6, 30.7) HR 0.67

— rr . ¢+ v v T T T T T T T T T T T T T
o 3 &8 B8 12 15 16 21 24 2T 3 33 3 39 42 45 48 51 o4

No. at risk
{PD-L1+ population) Time (months)
A*L‘-? 185 177 160 145 135 121 108 S8 9 &6 77 67 & 32 17 1N : ]
P +nP 184 170 150 132 113 95 85 72 66 62 54 4T 28 14 T ] 3 1 ME

This presentation is the intellectual property of GBG.
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Impassion 131 Design

\

-

Metastatic or unresectable locally
advanced TNEC

No prior chemotherapy or targeted therapy
for advanced TNBC

Previous eBC treatment completed =12
months before randomisation

Taxane eligible

Measurable disease

ECOG PS OVt

-,

Stratification

Prior Taxane (yes vs. ng)
Tumour PD-L1 statys (IC <1% vs. 21%)*
Liver metastases (yes vs. na)

Gepgraphical region (M America vs. W Europe/Australia vs

E Europeffsia Pacific vs. S Amerca)

Placebo d1 & 15 +
Paclitaxel 50 mg/m? d1, 8 & 15

Secondary endpoints include:

+ 05 ORR, PFS (IRC assessed)
+ PROs

+  Safety

+  Translational research

This presentation is the intellectual property of GBG.
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Impassion 131 Results

Updated OS

Primary Analysis: PFS in the PD-L1+ population

Data cut-off 19 Aug 2020

L1+
Events in 61% of patients (data cut-off: 15 Nov 2019) PD L1 00 + I 100
100 904 — Placebo+ PAG 90
] . — Atezolizumab + PAC
%0 = Placebo + PAC (n=101) 80 zoteume 80+
z 80 —  Atezokzumab + PAC (n=181) 70 _ 704
< 70 =
E oo ) S
z Stratified HR=0.82 (85% Cl 0.60-1.12) 50 £ 50
g 50 Log-rank p=0.20 Stratified HR=1.12 E Stratified HR=1.11
| 40 40 (95% C10.76-165) E 404 (95% C10.87-1.42)
-4
m 30 30 g 304
o 20 204 20 |
10 571 60 104 221 283 10 192 228
(86% C16.4-7.2) || (86% C16.6-7.4) (85% C119.2-30.5) 95% CI 19.1-NE) 95% CI 16.8-22.5 95% C1 17.1-28.3
T T T T T T T T 1 D||||||v\v5—v—\ Dl.‘.“!‘$“.‘)
e 3 8 e 18 2 B 2 03 6 9121518212427 303336 0 3 6 9 121518 21 24 27 30 33 36
Number at risk Number at risk Time (months) Number at risk Time (months)
Placebo + PAC 101 il Ed H LA 4 2 0 0 1] Placebo + PAG 101 99 83 86 75 53 34 25 12 6 2 1 0 Placebo + PAG 220 213 191 174 141102 71 50 27 15 9 1 0
sz 191 152 & “ 2 1 8 3 0 0 Atezolzumab + PAC 161 136 171 180 109 55 50 45 % 16 & 1 0 Aezolzumab - PAC 431 408 386 351 267 194 125 76 56 33 18 3 0
Wedian duration of fllow-up: .6 months (Placebo + PAC) vs. 9.0 manth PAC). C1. confidence i Median duration of follow-up: 14.5 months (Placebo + PAC) vs 14.1 months (Atezolizumab + PAC) n the ITT population

This presentation is the intellectual property of GBG.
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Keynote 355 Design

-~

Key Eligibility Criteria

Age 218 vears
Cantral determination of TNBC and

Prenoushy untreated locally recurrent
inoperable or matastatic TNBC
Completion of treatment with curative
intent 26 manths prior to first disease
ECOG parformance status 0 or 1

Life expectancy 212 weeks from

Mo active autoimmune disease

Pembrolizumab® + Chemoltheragpy®

Prograssive
; disease’/cessation
of study therapy
21 Placebos + Chemotherapy®

Strafification Factors:
+  Chemotherapy on study (Taxane vs. Gemcitabine/Carbogplatin)

+  PD-L1 tumor expression (CPS 21 vs. CPS <1)
»  Prior treatment with same dass chemotherapy in the necadjuvant or adjuvant setting (ves vs. no)

uuuuuuuuuuuuu bt ket Arhel et el RS

Primary Endpoints Secondary Endpoints

and CPS 21) and in the ITT population + DOR:2
« Q5tin patients with PD-L1-pasitive tumors! (CPS 210 « DGR

and CPS 21) and in the ITT population . Safatyin allt pat

This presentation is the intellectual property of GBG.
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Keynote 355 PFS PDL1 CPS>10
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HR P-valus
(95% CI) [one-sided)
0.65
040086 | 00012
2
<
§5 9.7 months.
& 5.6 months
=
e
3 — Pembro + Chemo
: = Placebo + Chemo
a I I: 1 II I I I I I L] I L
0 3 6 9 12 15 18 2 24 27 30 33 3%
Mo at risk Time, menths
220 173 122 9 63 52 44 37 2% 12 5 0 0
103 80 41 30 18 15 12 8 g T 3 1 ]

This presentation is the intellectual property of GBG.
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Keynote 355 ORR /CPS und CTX

f ™
PD-L1 CPS 210 PD-L1 CPS 21 ITT
704 63.6% 704 70
60 - 60 - 60 -
50 50- 43.8% 43.5% 50 45.1% 42.2%
= = =
o 40+ > 40 >
x x 74
C 30- S 30- ol
20- 20
10 10
i 0- 0-
N=98 N=44 N=180 N=204 N=84 N=348 N=268 N=114 N=465
L Nab-Paclitaxel Paclitaxel —Gem-Carbo ) Nab-Paclitaxel Paclitaxel Gem-Carbo Nab-Paclitaxel Paclitaxel Gem-Carbo
B Pembro + Chemo M Placebo + Chemo

This presentation is the intellectual property of GBG.
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IMpassion - . PFS: HR 0.80, >1% Atazo: 50.6% (PFS HR 063
130° Nab-Paclitaxel + Atezolizumab p=0.0021 cutoff* Control: 59.7% p<0.001
1L | {PD-L11C+}
Metastatic
3 Pembrolizumab vs. : s Pembro/Control >
KE;?—)‘sO.TE Nab-Paclitaxel/Paclitaxel/Carboplatin P(':)se'g'ig 878)2 %’;2 _2118: CPS 21: 75.1%/75.1% PFS: HR 0.65,
S Comlabio . ' CPS 210: 38.9%/36.7% (g gg.g:(z))
& >

This presentation is the intellectual property of GBG.
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ASCENT ADC

* Trop-2 is expressed in all subtypes of breast  Linker for SN-38 Humanized anti-Trop-2

cancer and linked to poor prognosis'? +  Hydrolyzable linker for - antibody
. payload release «  Direcled toward
+ SGis distinct from other ADCs** e ey Trop-2, an epihela

« Antibody highly specific for Trop-2 ratio (7.6:1)° antigen exp:jzssed
«  High drug-to-antibody ratio (7.6:1) oaare 21
+ Internalization and enzymatic cleavage by tumaor

cell not required for the liberation of SM-38 from

the antibody .
+  Hydrolysis of the linker also releases the SN-38 SN-38 payload

cytotoxic extracellularly in the tumor
microenvironment, providing a bystander effect
= Granted accelerated approval by the FDA for
metastatic TNBC and fast-track designation in
metastatic urothelial cancer’

d=+ 5N-38 more
patent than parent
comipound,
Irinotecan

This presentation is the intellectual property of GBG.



GBG

GERMAN
BREAST
GROUP

GBG Jahrestreffen 2021

ASCENT Design

Metastatic TNBC (per ASCOICAP)
22 chemotherapies for advanced disease

[no upper limit, 1 of the required prior
regimens could be from progression that
accurred within a 12-month pernicd after
completion of (neajadjuvant therapy])

M=529

e

NCTO2574455

Sacituzumab Govitecan (5G)

Treatment of Physiclan's Cholce
(TPC)
(n=262)

Stratification factors

+  Mumber of prior chemotherapies (2-3 vs. =3)
= Geographic region (Morth Amenica ve. Europe)

Continue
treatment until
progression or
unacceptable

toxicity

=

-

L.

Endpoints
Primary

+ PF5!
Secondary

«  PFS for the full
population®

+ (05 ORR, DOR,
TTR, zafety

+  Presence/absence of known brain metastases (yes/ing)

Drata cutoff: March 11, 2020

l ASCENT was halted early due to co

mpelling evidence of efficacy per unanimous DSMC recommendation. Here, we report the

primary results from ASCENT, including PFS and OS.

This presentation is the intellectual property of GBG.
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ASCENT Results

Progression-Free Survival (BICR Analysis)*

GICR Anabysis | S6(r-235)

Owerall Survival™

| sG-235) |TRCin-233)

120 TRC n-233) [
Ho. of events 166 150 Mo. of events 155 185
Feo- Median PFS-mo (95% CI)  56(43-63) 17(1526)  Fao- Median O5-mo [95% CT) 12.1 (10.7-14.0) &7 (58-77)
w || HR (95% Cl), p-value 0.41 (0.32-0.52), p<0.0001 e HR [95% CI}, p-value .48 (0.38-0 55), p=0.0001
£ £
k-1 k-]
£ £
3 i
& 20 & ap =—50G
—TPC %1-‘——'—\_
+ Censored N
o r . I - . - ' - - E . 1
-} 3 -] ) 2 L] L] ] 4 o a [ ] 12 18 18 F1 24 ki
Humber of pabients ak risk Time (months) Mumbser of paienis: ad risk Time (months)
S5 OIZLATIMIZT 04 80 &3 84 3T 33 24 I 19 M o % B B 8 3 v @ S5 I35 220 20 208 200 VRT VR0 174 180 1S3 1A A 0T 0 B0 TO 52 43 W N OI' 13 8 1 0 @
TPC 233179 78 35 32 W0 12 @ 7 O 4 2 2 2 2 1 © @ 9 O 0 0 © TPC2I 00 NTA RO 134 117 @@ 87 74 B0 50 45 41 37 30 20 W M 7 4 3 3 2 1 0

PF5 5.6 vs. 1,7 Mon., HR 0,41
4 +3.9 Monate

05121 vs. 6,7 Mon., HR 0,48
A +5,4 Monate
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ASCENT Tox

sowesn TPC (ne224
Meutropenia® B3 46 17T

- 43 27 13
Anemiat 34 8 0 24 5 1]
foglo Leukopeniad 16 10 1 11 5 1
Febrile neutropenia B 5 1 2 2 <1
Diarrhea 59 =) © 0 12 b 0
Gastrointestinal Mausea 57 2 =1 26 <1 O
Vomiting 29 1 <1 10 <1 0
Fatigue: 45 3 0 30 a 1]
Alopecia 46 0 0 16 0 0
«  Keygrade 23 TRAEs (SG vs. TPC): neutropenia (51% vs. 33%), diarrhea (10% vs. <1%), leukopenia (10% vs. 5%), anermia (8% vs. 5%), and febrile neutropenia
(6% vs. 2%)
‘ »  G-CSF usage was 49% in the SG arm vs, 23% in the TPC amm

Dosa reductions due to TRAES were similar (22% SG vs. 26% TPC)
+ Mo severe cardiovascular toxicity, no grade =2 neuropathy or grade =3 interstitial lung disease with SG
= Mo treatment-related deaths with SG; 1 treatment-related death (neutropenic sepsis) with TPC
+  AEs leading to treatment discontinuation were low for 3G and TPC: 4.7% and 5.4%
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ASCENT Effektivitat nach Trop 2 Expression

ASCENT - Efficacy ASCENT - Efficacy

Progression-Free Survival by Trop-2 Expression Overall Survival by Trop-2 Expression
100 100
7 ~ SG-Trop-2 High ~ — G- Trop2 High
£ — SG- rrnpz Mamum & = S§G - Trop-2 Medium
8G - Trop-: = SG - Trop-2 Low
% 80 — TPC- lmoz High Z 80 — TPC - Trop-2 High
i = TPC - Trop-2 Medium 3 ~— TPC - Trop-2 Medium
b TPC - Trop-2 Low 2 TPC - Trop-2 Low
@ 80 2 60—
H -
s
2
E o T 40
E &
20 =
H £ =
8
0 T T T T 1
0 T T T T 1
0 5 10 15 25
Trop-2 High | H-scare: 200-300 Trop-2 Medium | H-score: 100-200 Trop-2 Low | H-score: <100 Time (months)
TPC (n=35) G (n=27) TPC (n=32) Trop-2 High | H-score: 200-300 Trop-2 Medium | H-score: 100-200 Trop-2 Low | H-score: <100
Median PFS-mo (85% C1) 69 (58-74) 25(1529) §6(29-82) 22(1.4-43) 27(1.4-58) 16(14-27) SG (n=85) e (n=72) TPC (n=38) G (n=27)
Assessed i rin meastases negatve pogulaon 1152 exrcsson elemined i rcvlsanples by vakdaed Imunolisochnesty assay and i sorng
Hescore, <core: PFS, prog Gowtecan; TPC, weaiment of physician's cholce, Trop-2, Trophoblas! Gl surface antigen-2 Median OS-mo (95% CI) 14.2(11.3-17.5) 6.9(53-89) 149 (6.9-NE) 6.9(46-10.1) 9.3 (7.5-17.8) 76(50-96)
Assessed In brain metasiases negale popieton Trop-2 expression determined in archival samples by validated immunohistochemistry assay and H-scoring
Hescore. sG, Govitecan, TPC, treatment of physician’s choice, Trop-2, trophoblast cel surface antigen-2
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Triple negatives met. Mammakarzinom
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" Fazit aus 2020 fiir metastasiertes triple negatives
Mammakarzinom

1. Immunonkologie bestatigt sich. Bislang unklar warum
manche CTX backbones in Kombination mit den 10 klappen,
andere nicht, noch keine Pembrozulassung

2. SG echte Chance fiir weitere Linie; Zulassung ?
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).

Metastasiertes Mammakarzinom Review of the year 2020

= HR positives met. Mammakarzinom

1) Updated OS-Daten Monaleesa?
2) Alpelisib Bylieve

This presentation is the intellectual property of GBG.
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MONALEESA 7 Design

Pre-
/perimenopausal
women with
HR+/HER2- ABC

< 1 prior line of
chemotherapy for
ABC

No prior ET for
ABC?

N =672

wn
et
Q
=
0
0
Q
wn
w0
©
o
£
c
o}
[ob}
|
[&]
w

Randomization® 1:1

RIB
600 mg/day;

3 weeks on/1 week off
_|_

NSAI/TAM® + GOS®
n =335

PBO
3 weeks on/1 week off
+

NSAI/TAMe + GOS¢
n =337

Primary end point
» PFS

Select secondary
end points

+ OS (key)

+ HRQOL

+ ORR

« TTDD of ECOG

PS
« Safety
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MONALEESA 7 OS ITT

100

60 4

407

Overall Survival, %

20

RIB + ET PBO + ET

Events/n 141/335 167/337
0OS, median, mo 58.7 48.0
HR (95% CI) 0.763 (0.608-0.956)

0

No. at risk

Ribociclib 335 330 325 320 316 309 304 292 287 279 274 267 259 250 242 235 226 220 210 203 196 191 187 178155 118 91 66 42 27 8 2 1
Placebo 337 330 325 321 315 311 303 297 290 283 275 262 255 237 223 212 210 199 192 180 175 165 157 146122 90 63 46 29 17 5 3 O

LI I |
0 246 8101214161820222426283032343638404244 4648 505254 5658606264 66

Months
0
0
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HR pos met. Mammakarzinom

SOLAR1 Design SOLAR1 OS

100
3
Nachwels = 801
ener =
RAK3CA- —n_ g
Mutation Rz
=
= RezidhyProgression unter (=347 o 60
ooer nach wrheriger Al- =
Theraple 1 st ot omch =
Voriagon sl ahdr ALonganme kst dn @
- PIK3CA-Siatus bekannt fr———- = 40 Alpelisib | Placeb:
{nach man In erchiviertem Aoy Thamaa S peisl Sceg)
oder frischem Tumongewebsa) £ (L:Fx:ﬂ-} (:‘:;‘B'-)
— : Mectwels 2
" !IEEBEIEEFETNM?#;%IM Kainer 2 Anzahl Ereignisse, n(%) 54 (58.7) 59(62,8)
KnocheriBision mace —JEH- £ 207 st 5 612
Muttian edianes 0S, Mona g b
= BCOG Pen{:-'rrnimestams 1| =231 = (95% K1) (28.7;449)  (20,7;29,8)
01 HR (95% K1) 0.74(0,51.1.08) O v Zensierungszeitpunkie®
S = — ——— — —
i T 1 o vk e 0 2 4 6 8 101214 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54
ZB-Tegu-Zyklon fmwasan Tag . Anzahl Patienten Dauer (Monate)
Ferandomisien Alpelisib+FUL 92 89 88 86 78 75 75 72 68 65 60 59 57 55 55 49 47 45 37 30 25 20 15 ¢ 3 1 0 0
Placebo+FUL 94 87 82 78 77 71 65 59 56 55 53 49 45 41 36 32 28 28 25 22 20 16 13 8 3 3 2 0

Zulassung fur Alpelisib in Kombi mit Fulvestrant nach Progress unter Al
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BYLIEVE Design

Goal: In the post-CDKi setting, assess the efficacy and safety of Alpelisib + ET (Fulvestrant or Letrozale) in patients with

PIK3CA-mutated HR+, HER2-ABC

Men or pre/postmenopausal®
women with HR+, HER2- ABC
with a PIKICA mutation

Last lime of prior therapy: CORI +
ET, systemic chematherapy or ET
ECOG PS5 52

Measurable diseasa (par RECIST

v1.1) or 21 predominantly hytic
Esrie hexsaon

Patients who received CDKI + Al
as immediate prior treatment (N=112)"

{Cohort A)

Alpelisib 300 mg oral Q0 + Fulvestrant 500 magt

Patients who received CDKi + Fulvestrant
as immediate prior treatment (N=112)

{Cohort B)

Alpalisib 300 mg oral Q0 + Lefrozole 2.5 mg?

Primary endpeint

Proporation of patents alive
without PD at 8 months
{(RECIST w1.1 ) in each cohort

Secondary endpoints include
{assaessed in each cohorl)

PF3
PF52

Treatment crosscver betwean cohorts is not permitted
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GERMAN °
Vergleich BYLIEVE uns SOLAR
GROUP
BYLieve, Prior CDKi + Al SOLAR-1
(127.3)
100% — (Cohort A) 100% — Alpelisib + Fulvestrant!
Alpelisib + Fulvestrant
80% — 80% —
2 2
§ —_ 60% —| E _ 0% —|
71 [7:]
:E E 40% —| - g E 40% —
= = O
gs 7 ||||\HHH g
o 0% - il L 0% —
| . -
23 £a
3 3 —at% —| : 5 —a0% —|
- A q b=
= BYLieve, Prior -~ —
B % CDKi + Al ? oo
@ —ao% —| {Cohort A) ] a0 —|
—100% —' ::::e:assee iI:lnI;est% change 70.1% 75.9% ~100% —'
Increase/zero change in best % . —_—

change from baseline

SOLAR-1 data cutoff date: June 12, 2018; BYLieve data cutoff date: December 17, 2019. *Best percentage change in sum of diameters per investigator assessment, for patients with measurable
disease at baseline. 2Patients with missing best percentage change or those with best percentage change in target lesion but overall response of Unknown are excluded®
1. Reprinted from Juric D, et al. SABCS 2018. Abstract GS3-08 (oral).
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HR positives met. Mammakarzinom

= Fazit aus 2020 fir metastasiertes HR positives
Mammakarzinom

1. Bestdtigung des Stellenwertes der CDK4/6 Inhibitoren (OS
Vorteil fiir Ribociclib in der Monaleesa?7)

2. Alpelisib funktioniert nach CDK4/6 Inhibitoren
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= Wiinsche 2021

= Corona ist wieder ein Bier

= Positiv ist wieder was positives

= Tests werden in der Schule gemacht

= |solierung ist etwas fiir Hauswande und Kabel
=  Mit einer Maske wird Karneval gefeiert

= Donald ist wieder eine lustige Ente
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GROUP

= Wiinsche 2021

= Corona ist wieder ein Bier

= Positiv ist wieder was positives

= Tests werden in der Schule gemacht

= |solierung ist etwas fiir Hauswande und Kabel
=  Mit einer Maske wird Karneval gefeiert

= Donald ist wieder eine lustige Ente
= Vielen Dank fiir lhre/Eure Aufmerksamkeit
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