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Extended therapy with letrozole as
adjuvant treatment of postmenopausal
patients with early-stage breast cancer:
a randomised, phase 3 trial of the
Gruppo Italiano Mammella.

Del Mastro L, Mansutti B, Bisagni G, Ponzone R, Durando A,
Amaducci L, Cognetti F, Frassoldati A, Michelotti M, Mura S,
Urracci Y, Sanna G, Gori S, De Placido S, Garrone O,
Barone C, Bighin C, Poggio F, Lambertini M, Bruzzi P on
behalf of GIM investigators



Cil GIM studie

 Porovnat prodlouzenou adjuvanci letrozolem po dobu 5 let
oproti standardnimu trvani 2-3 roky u postmenopauzalnich
pacientek, ktere jiz byly lecené 2-3 roky adjuvantni lecbou
tamoxifenem



GIM4 study design

Postmenopausal at
randomization

ER+ and/or PR+
T1-3; NO-N+
No sign of disease recurrence
Tam for 2-3 yrs

N=2056

Control arm

3-2 yrs Letrozole
(upto Syrsof ET)

"

Extended arm

5 yrs Letrozole
(up to 7-8 yrs of ET)

Recruitment in 69 centres in Italy (GIM group), 2005-2010

Median follow-up: 11-7 years (IQR 9:5-13-1)




Charakteristika pacientek

Characteristic

Age, median (IQR)
Tumor size

Nodal status

Histological grade

HR status

HER2 status

Prior (neo)adjuvant CT

pT1

pT2

pT3-4
Unknown
pNO
pN1-2-3
Unknown
G1

G2

G3
Unknown
ER+ and PR+
ER+ or PR+
Uknown
Positive
Negative
Unknown
No

Yes
unknown

Prior duration of tamoxifen years Median (IQR)

Control arm
2-3 year letrozole
(n=1030)
60 (54-67)
704 (68%)
261 (25%)
34 (3%)
31 (3%)
581 (56%)
411 (40%)
38 (4%)
156 (15%)
564 (55%)
221 (21%)
89 (9%)
855 (83%)
153 (15%)
22 (2%)
63 (6%)
851 (83%)
116 (11%)
455 (44%)
557 (54%)
18 (2%)
2.4 (1.9-3.3)

Extended arm
5-year letrozole
(n=1026)
61 (54-68)
703 (68%)
252 (25%)
43 (4%)
28 (3%)
568 (55%)
428 (42%)
30 (3%)
161 (16%)
589 (57%)
213 (21%)
63 (6%)
866 (84%)
146 (14%)
14 (1%)
60 (6%)
833 (81%)
133 (13%)
450 (44%)
565 (55%)
11 (1%)
2.5 (1.9-3.3)



DFS v medianu sledovani 11,7 roku

Disease-free survival (%)

Extended arm
1004
Control arm
90+
80
704
60
50
404
Number Number 12-year
304 of of estimated 95% Cl
patients patients with DFS (%)
20+ event HR 0-78, 95% Cl 0-65-0-93 p=0-006
101 Control 1030 262 62 57-5-66-5
Extended 1026 212 67 62-2-71-2
0 T T T T T T T T T T T T T 1
0 1 2 3 S 6 7 8 a 10 11 12 13 14 15
Years
Number at
risk 1 2 3 4 S 6 7 - 9 10 11 12 13 14 15
(censored)
Contr 1030 999 966 919 &8 816 746 636 515 394 310 217 139 64 13 0
(0 [20) (37) (64) (94) (140) (18S] (270) (365 (462) (529) (595) (659) (711) (756) (7567)
Extended 1026 991 963 917 g5 815 742 648 538 441 341 218 150 75 18 1
(0 [20) {37) (64) (89) (133) (194] (270} (369] (449) (525) (620) (677) (746) ({990) ([1024)



Celkové preziti v medianu sledovani
11,7 roku

Extended arm
100
Control arm
a0
-
.§ 70
=
wy 60
g SO
>
o a5
Number Number 12-year
30 of of estimated ssx 1
patients patients with survival (36)
20 event HR 0-77, 95% C1 0-60-0-S8 p=0-036
10-] Control 1030 147 84 81-8-869
Extended 1026 116 a8 85-7-90'5
O T T 1 T 1 I 1 T L) T 1 T I T 1
o 1 2 3 a s & 7 8 Bl 10 11 12 13 14 15
Years
Nurmber at
risk 1 2 El 4 s 6 7 a8 9 10 11 12 13 14 15
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o 1030 1021 1006 991 968 933 89S BS3 810 738 BS56 533 g 211 61 2
Cont 0} (8 17) {26) (40) {65) (BS) ([111) (154) (213) (285) (388) (252) [677) (823) (8B81)
£ IWJS 1019 1006 588 565 941 516 B58 823 755 682 568 415 231 &0 3

o (5 12) (23) (38) (52) (70} (W07 (146) (200) (264) (370) (511) (686) (850) (907



Tolerance |écby

Control arm Extended arm
2-3 year letrozole d-year letrozole
(n=968) (n=926)
Treatment completed 779 (80%) 562 (63%)
Duration of letrozole, years 2.4(1.9-2.8) 5.0 (2.5-9.0)
Early treatment discontinuation 189 (19%) 344 (37%)
Toxicity 87 (9%) 133 (14%)
Patient refusal 37 (4%) 96 (10%)
Other 65 (7%) 115 (12%)



Benefit studie GIM 4 v kontextu jinych

studii

Years 0-1

1-2 2-3 3-4 4-5 5-6 6-7 7-8 8-9 9-10
Letrozole
160 5/ Placebo
\ Exemestane
AN (Rj Placebo
TAM Letrozole fR\ Letrozole
Letrozole \mesd Placebo
TAM | Anastrozole Q Anastrozole
Anastrozole U
i Anastrozole |
L (R ‘) Anastrozole |
N\ Letrozole I
il (R/ Letrozole 1

N Patients | Benefitin edian FU
(N+) 08?7 (years)

0 4g sg 76 5187 No(overal)
3 ) (4s%) Yes (N+)
0.68 1598
p=0.07 (48%) No 2.5
0.84
(0.74-0.96) i%:: No 9.3
p=0.011 (43%)
0.548 1683
P=0.0004  (21%) Ho 2
0.79

1860
o W w2
0.77
(0.65.93 2036 Yes 1.4
p=0.006 (44%)

Benefit in subgroups from retrospective analyses and meta-analyses
No strong recommendation of extended Al in main breast cancer guidelines



Zaver autoru

 Adjuvantni léecba letrozolem, prodlouzena na 5 let

u postmenopauzalnich pacientek , ktere jiz byly lécene 2-3 roky
tamoxifenem, signifikantné prodlouzila DFS ( HR 0,78,95%;

Cl 0,65-0,93;p = 0,0064) a OS (HR 0,77; 95% CI 0,65-0,98; p =
0,036)

a mela by se stat standardem lecby



EVENT-FREE SURVIVAL, OVERALL SURVIVAL, AND
SAFETY OF ADDING VELIPARIB PLUS CARBOPLATIN
OR CARBOPLATIN ALONE TO NEOADJUVANT
CHEMOTHERAPY IN TRIPLE-NEGATIVE BREAST
CANCER AFTER =4 YEARS OF FOLLOW-UP:
BRIGHTNESS, A RANDOMIZED PHASE 3 TRIAL

Sibylle Loibl'-2, William M. Sikov®. Jens Huober?, Hope S. Rugo”,
Norman Wolmark®”, Joyce O'Shaughnessy®* David Maag'®, Michael
Untch'', Mehra Golshan'?, Jose Ponce Lorenzo’?, Otto Metzger's,
Martin Dunbar'®, W._Fraser Symmans®™ . Charles E Geyer Jr-18

'German Breast Group. ¢'o GEG Forschugns GmbH. Neu-Isenburg. Germany . “Centre for Hematioclogy and
Oncology Bethanien, Frankfurt, Germany. “Women & Infants Hospital of Rhode Island. Providence, RI, USA:
‘Breast Center Cantonal Haspital St Gallen, St Gallen, Switz=riand; “University of California San Francisco Hellen
D#ler Family Comprehensive Cancer Center. San Francisco, CA, USA; “National Surgical Adjuvant Breast and
Bowel Project Foundation, Pittsburgh, PA. USA; "University of Pittsburgh, Pittsburgh, PA, USA: ¥Texas Cncology,
US Oncclogy, Dallas, TX, USA; *Baylor University Medical Center, Dallas. TX, USA; '“AbbVie Inc., North Chicago,
IL, USA; ""THELIOS Kiinikum Berlin-Buch, Berlin. Germany_. "“Yale Cancer Canter, Yale School of Medicine, New
Haven. CT, USA; “Unwersity Ceneral Hospital of Aicant=. ISABIAL  Alcante. Spaun;. "*Dana-Farber Cancer
Institute, Harvard Medical Scheool, Soston. MA. USA. =MD Anderson Cancer Center, Houston, Texas, USA,
*Houston Methodist Cancer Centsr, Houston, TX. USA



Design studie

i Key inclusion criteria Key exclusion criteria g
+ Women aged 218 years + Previous anticancer freatment
+ Histologically or cytolegically confirmed invasive stage [UIll TNBC + Previous or concurent cancer
+ ECOG PS0-1 + On ovanan hormonal replacement therapy
& Candidates for potentially curative surgery with documented gBRCA status g
Segment 1 Segment 2 Surgery
Paclitaxel, 80 mg/m2, weekly (12 doses in up to 16 weeks) ~ Endpoints®
Primary endpoint
Paclitaxel + carboplatin + veliparib (N = 316) * pCR
Carboplatin, AUC _6 mg mbUmin, QEV." (4 cycles) Doxorubicin, Secondary endpoints
, Velipanb, 50 mg, orally BID 60 mg/m? . EFS
Randomized 2-8 weeks after &
paterts Paclitaxel + carboplatin + veliparib placebo (N = 160) Cyciophosphamide, the losi tosa ot 0
N=634 Carboplatin, AUC 6 mg/mLimin, Q3W (4 cycles) 600 mg/m?, QZW or chemotherapy » Safety

EF S accordiing o pCR was aiso examined
N a post hec anaysis

Rates of second primary malignancies were
assessed per Standardized Medica
Dickcnary for Regulatory Acivibies
MedDRA) version 21.1

@ Vojpeshs poost Q3W (4 cycles)

Paclitaxel + carboplatin placebo + veliparib placebo (N = 158)
Carboplafin placebo, Veliparib placebo

Randomizabion was stralifed according b gBRCA status, nodal stage, and planned Postsurgery assessment was performed every 3 months unil 1 year afler surgery, then every 6

schedule of doxorubicin and cyclophosphamide administration months unbl 2 years afler surgery, then yearly until 4 years after surgery, or unbl an EFS event




Event-free survival v medianu sledovani 4,5
roku

10
08 -
08
g 0.7 -
~°- 05
e e s Y R e 9, o o o e
= " Paclitaxel + Paclitaxel + -
f o e e
& Events n/N 650316 301160 47138
039 &year EFS, % (95%Cl) 782(135-832)  793(726-862) 68.5(613-765)
02 = Hazard ratio (35% CI)*
Paclitaxe| + carboplatin + veliparib vs paclitaxe! 0.63(0.43-092), P=0.02
0.9 4  Pachtaxel + carboplatin + velipanb vs paciitaxe! + carbop/atin 112(0.72-1.72), P=0.62
Paclitaxe| + carboplatin vs pacitaxe! (post hoc analyss) 0.57 (0.36-0.91), P=0.02
03 I I 1 I ) 1 ' I || 1 || 1 I 1 1 1 | I 1 1 I | || 1
0 3 & 9 12 15 18 20 24 27 30 33 ¥ 38 42 45 48 5 54 S5 80 6 8 2/ N
No of patients at risk Months since randomization

P+C+V 316 311 301 200 283 273 260 257 248 241 235 228 222 213 206 190 195 188 12 28 9 t+ 1 0O

§158 47 147 142 139 132 125 120 15 112 107 102 % 35 o @87 & 74 &4 12 7 3 2 1 0O



OS v medianu sledovani 4,5 roku

07 4
8
s 0.6 -
Eostemcccccaccccaccnccccccnccccacccccccacccaccaaaaas
= + censored Paclitaxel + Pacltaxel = Paclitaxel
S 041 carboplatin + veliparib yoplatin
& 00 Events N WIG(120) 16160, (100) 22158 (139)
Hazard ratio (95% CI)
021 Packaxel + carboplabin + veliparib vs pacitaxel 0.82(048-1.38) P=043
014  Packtaxel + carboplalin + veliparib vs paciitaxel + carboplatin 1.25(0.70-22¢). P=0.46
Packtaxel + carboplatin vs paclitaxe| (pest hoc analysis) 0.63(0.33-1.21) P=017
ULUSS s S S B S B S B B S S S B BN BN BN S BN BN B S B S
0 3 6 8 12 15 18 21 24 27 30 33 36 38 42 45 48 51 4 57 60 63 66 69 72
No of patients at risk Months since randomization

P+C+V 318 312 305 304 302 208 202 288 281 278 272 269 266 262 258 250 45 ’32 %4 % 10 8

915

150 148 148 145 41 140 135 135 131 120 128 125 124 122 19 13 106 68 22 46

$ 0

i 20



EFS podle pCR ve vsech skupinach pacientek a
podle pritomnosti germinalni mutace BRCA

All patients gBRCA mutation 9BRCA wildtype
10 - 104 10 .
&rs-x 008 - ALE B
w w w
06 005 006 .
I e i ] T R S S ] T S
804 Non-pCR 844 Non-pCR | 2044 Non-pCR
E Events /N 108325 4300 © Events n/N 1845 447 O Events /N 90/280 301262
@024 Crude rate, % 33 11 %0i4  Cruderate, % 40 9 @024 Crude rate, % 32 11
Hazard ratio (95% CI) 0.26(0.18-0.38) P<0.0001 ., | Hazardratio (35%Cl) 0.14(0.05-0.41) P=0.0004 | Hazard ratio (35% Cl) 0.29(0.18-0.44), P<(.0001
['U | 1 1 J 1 1 1 1 1 _'l 1 ui 1 I 1 I | 1 1 1 | | 1 ue | | | 1 1 1 1 1 1 1
0 6 12 18 24 0 % © 48 5 0 0 6 12 18 24 X ¥ &£ 48 5 61 66 0 6 12 18 4 0 % £ 8 M 60 66
Months since randomization Months since randomization Months since randomization

Patients with pCR had improved EFS compared to those without pCR (HR 0.26, 95% Cl 0.18-0.38; P<0.0001), regardless of BRCA mutation status



Zaver studie

 Pridani CBDCA k paklitaxelu s naslednou lécbou doxorubicinem
a cyklofosfamidem signifikantnée zlepsilo pCR v medianu sledovani

4,5 roku
» Pridani veliparibu nemeélo vliv na dosazeni pCR

» Pacientky s pCR meél

signifikantné lepsi EFS, a to nezavisle na

pritomnosti germmaYm mutace BRCA genu u pac1entek

* Vys
S 1
* Vys

Kyt MDS, AML a jinych sekundarnich malignit byl stejny v rameni
bez CBDCA

ledky studie podporuji pridani CBDCA do NACHT u pacientek

s TNBC stadia lI-Ill



EESMD

Trastuzumab Deruxtecan (T-DXd) vs
Trastuzumab Emtansine (T-DM1) in
Patients With HER2Z2+ Metastatic Breast
Cancer: Resulits of the Randomized,
Phase 3 Study DESTINY-Breast03

Javier Cortes, MD=2, Sung-Bae Kim, Wei-Pang Chung,
Seock-Ah Im, Yeon Hee Park, Roberto Hegg, Min-Hwan Kim,
Ling-Ming Tseng, Vanessa Petry, Chi-Feng Chung, Hiroji lwata,
Erika Hamilton, Giuseppe Curigliano, Binghe Xu, Caleb Lee,
Yali Liu, Jillian Cathcart, Emarjola Bako, Sunil Verma, Sara Hurvitz
On behalf of the DESTINY-BreastO3 investigators

*Medical Oncology. Intemational Breast Cancer Center (IBCC), Quironsalud
Group, and Vall d’Hebron Institute of Oncology (VHIO), Barcelona., Spain;
Universidad EBEuropea de Madrid, Faculty of Biomedical and Health Sciences,
Department of Medicine, Madrid, Spain.



DESTINY-Breast03, prvni randomizovana studie

faze lll s T-DXd

Patients

+ Unresectable or metastatic HER2-positive® T-DXd
breast cancer 5.4 mg/kg Q3W

 Previously treated with trastuzumab and (n =261)

taxane in advanced/metastatic setting®
« Could have clinically stable, treated brain

metastases
Stratification factors T-DM1
« Hormone receptor status 3.6 mg/kg Q3W
« Prior treatment with pertuzumab (n = 263)

« History of visceral disease

Interim analysis for PFS (data cutoff: May 21, 2021)

+ Efficacy boundary for superiority: P < 0.000204 (based on 245 events)

* IDMC recommendation to unblind study (July 30, 2021)

Key secondary endpoint, OS: boundary for efficacy: P < 0.000265 (based on 86 events)

Primary endpoint
+ PFS (BICR)

Key secondary endpoint
+ OS

Secondary endpoints

» ORR (BICR and
investigator)

+ DOR (BICR)

* PFS (investigator)

+ Safety



Charakteristika souboru

_Age, median (range), years 54.3 (27.9-83.1) 54.2 (20.2-83.0)
Female, % 99.6 99.6
Region, %

Europe 20,7 19.0

Asia 57.1 60.8

North America 6.5 6.5

Rest of world 18.7 13.7
HER2 status (IHC?, %)

3+ 89.7 88.2

2+ (ISH amplified) 9.6 114

1+ | Not Evaluable | Not Examined 0410410 00410
ECOG PS, %

0] 1| Missing 59.0 | 406 | 04 66.5 | 33.1 | 0.4
Hormone receptor, %

Positive | Negative 50.2 | 498 51.0 | 49.0
Brain metastases, %

Yes | No 238 | 76.2 19.8 | 80.2
Visceral disease, %

Yes | No 705 | 295 703 | 29.7




Predchozi lécba

Prior Treatment for mBC, n (%)
No 21(8.0) 29 (11.0)
Yes 240 (92.0) 234 (89.0)
Prior lines of therapy in the metastatic setting (includes
rapid progressors as one line of treatment)?, n (%)

0 2(0.8) 3(1.1)
1 130 (49.8) 123 (46.8)
2 96 (21.5) 65 (24.7)
3 35 (13.4) 35 (13.3)
4 15(5.7) 19 (7.2)
25 23 (8.8) 18 (6.8)
Prior cancer therapy®, %

Trastuzumab 99.6 99.6
Pertuzumab 62.1 60.1
Other anti-HER2

Anti-HER?2 TKI 16.1 13.7

Other anti-HER2 antibody or ADC 0.8 1.1




Primarni cil studie - preziti bez progrese onemocnéni
( PFS)

Primary Endpoint: PFS by BICR

o 1004 mPFS, mo (95% Cl)  NR (18 5-NE) 638 (56-8.2)
- 12-mo PFS rate, % 75.8 34.1

2 (95% ClI) (69.8-80.7) (27.7-40.5)

3 god 0.28 (0.22-0.37)

© 0

g HR (95% Cl) S=T8 ¢ {62

o

g 60+

g L 12 4 +

")

g 404

U

c g ih

) = + +

@ 20

E ¢ Censor

? = T-DXd (n = 261)

o 0 =+ T.DM1 (n = 283)

0 1 2 3 4 5 6 7 8 O 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 28 30 31 32
Time, months
Patients Still at Risk:

T-DXd (261) 261 256 250 244 240 224 214 202 200 183 168 164 150 132 112105 79 64 53 45 36 29 25 19 10 6 5 3 2 O
T-DM1 (263) 263 252 200 163 155 132 108 96 93 78 65 60 51 43 37 34 290 23 21 6 12 8 6 4 1 1 1 1 1 1 1 1 O



Hlavni sekundarni cil studie: celkoveé preziti
(05)

1004

2
é 80-
=
3
o 604
o
™
2 40 T-DXd T-DM1
05) mOS, mo (95% Cl) NE (NE-NE) NE (NE-NE)
= ] 12-mo OS rale, % 94 1 859
g 20- (95% C1) 90.3-95.4 80.9-89.7
> 0.56 (0.36-0.86)
(o] + Censor 0

1 —— T.0xd (261) HR{Bo% Ch) P=.0071722

o — Tom1 283

01 2 3 456 7 8 9 1011 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33
Time, months

Patients Still at Risk:
T-DXd (261) 261 256 256 255 254 251 249 244 243 241 237 230 218 202 180 158 133108 86 71 56 50 42 33 24 18 11 10 7 6 2 2 1 0
T-DM1 (263) 263 258 253 248 243 241 236 232 231 227 224 210 188 165151 140120 91 75 58 52 44 32 27 18 11 5 4 3 3 1 1 0

Early OS data with relatively few events (33 in the T-DXd arm, 53 in the T-DM1 arm)
8P = 007172, but does not cross pre-specified boundary of P < .000265



Nejlepsi

Best % Change in Sum of Diameters From Baseline

Sg2bsons2s

1001
801

404

T-DXd (n = 245)?

lécebna odpoved

2014

<201
401
601
-804

-1001

1004

T-DM1 (n = 228)2

Confirmed ORR
n (%)P
[95% Cl]

CR
PR
SD
PD

Not evaluable

CR+ PR+ 8D
(DCR)

CR, complete response; OCR, disease control rate; PD, progressive disease; PR, partial response; SD, stable disease.
*Only subjects with measurabla disease at baseline and af least one postbaseline target lesion assessment are included, *Based on BICR,
Red line at 20% indicates progressive disease; black line at -30% indicates partial respense.

T-DXd | T-DM1

(n=261) [ (n=263)

208 (79.7) 90 (34.2)
[74.3-84.4]  [28.5-40.3]

P < .0001
42 (16.1) 23 (8.7)
166 (63.6) 67 (25.5)
44 (16.9) 112 (42.6)
3(1.1) 46 (17.5)
6 (2.3) 15 (5.7)
252 (96.6) 202 (76.8)



PFS - analyza podskupin

Number of Events Median PFS (mo, 95% Cl) HR (85% Cl)
T-DXd  T-DM1 T-DXd T-DM1
All patients 87/261 158263  NE(185NE)  68(5.6-82) W : 0.2840 (0.2165-0.3727)
Hormone Receptor  Positive (n=272) 46133  B41139 224 (17.7-NE)  69(4298) wgu E 0.3191 (0.2217-0.4594)
- Negative (n=248) 41126 73122 NE (18.0-NE) 68(5483) v : 0.2965 (0.2008-0.4378)
Prior Pertuzumab  Yes (n = 320) 571162 08158  NE(185NE)  68(54-83) g E 0.3050 (0.2185-0.4257)
freament No (n=204) 3008 60105  NE(16.5NE)  7.0(4297) re~ E 0.2999 (0.1924-0.4679)
Visceral Disease Yes (n = 384) 72195 123189  222(165:NE)  57(4.2-70) MM : 0.2806 (0.2083-0.3779)
No (n= 140) 1566 3574 NE (NE-NE)  11.3(68-NE) r@— E 0.3157 (0.1718-0.5804)
Prior Lines of 0-1 (n = 258) 46132 75126 24 (179NE)  80(3.7:97)  HeH E 0.3302 (0.2275-0.4794)
ey 22 (n = 266) 41129 83137  NE(168NE)  56(42-71)  weH : 0.2828 (0.1933-0 4136)
Brain Metastases ~ Yes (n=114) 3162 32 150(126222)  57(2971) @ E 0.3796 (0.2267-0.6357)
No (n=410) 5/19¢ 127211 NE(224:NE)  7.0(5.597) WM : 0.2665 (0.1939-0.3665)

vvvvvvvvv

HR (T-DXd vs T-DM1)



Souhrn bezpecnosti

n (%)

Any drug-related TEAE 252 (98.1) 226 (86.6)
Drug-related TEAE Grade 23 116 (45.1) 104 (39.8)
Serious drug-related TEAE 28 (10.9) 16 (6.1)
D e ze 1
P
e e 000 oo

ALT, alanine aminotransferase; AST, aspartate aminotransferase; ILD, intersttial lung disease; TEAE, freatment-related adverse event,

Relationship to study drug was determined by the traating investigator

"Interstitial lung disease includes avents that were adjudicated as ILD and related to use of T-DXd or T-OM1 (includes cases of potential ILD/pnaumonitis,

based on MedDRA v23.0 for the narrow ILD SMQ, selected terms from the broad ILD SMQ, and PTs of respiratory failure and acute respiratory failure). "This
category includes the preferred terms platelet count decreased and thrombocytopenia. “This category includes the preferred tarms neutrophil count decreased and
neutropenia

lécby

(0,7-29,8) pro T-DXd a 6,9 mésice
(0,7-25,1) pro T-DM1
« Nejcastejsi nezadouci ucinek spojeny
s ukoncenim lécby (TEAE) byla

(8,2 %) a pro T-
DM1 trombocytopenie ( 2,7 %)

- Nejcastéjsi duvod T-DXd byla
a neutropenie (3,5 %)

a pro T-DM1 trombocytopenie (4,2 %)
a vzestup AST a ALT ( 2,7 %)



Nezadouci ucinky spojené s lecbou s frekvenci = 20 %
pacientu

System Organ Class T-DXd (n = 257) T-DM1 (n = 261)
Preferred term, n (%) Any Grade Grade 23 Any Grade Grade 23

Blood and lymphatic system disorders

Neutropenia? 110 (42.8) 49 (19.1) 29 (11.1) 8(3.1)

Anemia® 78 (30.4) 15 (5.8) 37 (14.2) 11 (4.2)

Leukopenia® 77 (30.0) 17 (6.6) 20(7.7) 1(0.4)

Thrombocytopeniad 64 (24.9) 18 (7.0) 135 (51.7) 85 (24.9)
Gastrointestinal disorders

Nausea 187 (72.8) 17 (6.6) 72 (27 6) 1(0.4)

Vomiting 113 (44.0) 4 (1.6) 15 (5.7) 1(0.4)

Diarrhea 61 (23.7) 1(0.4) 10 (3.8) 1(0.4)

Constipation 58 (22.6) 0 25 (9.6) 0
General disorders

Fatigue® 115 (44.7) 13 (56.1) 77 (29.5) 2 (0.8)
Investigations

AST increased 60 (23.3) 2(0.8) 97 (37.2) 13(5.0)

ALT increased 50 (19.5) 4 (1.6) 71 (27.2) 12 (4.6)
Metabolism and nutrition disorders

Decreased appetite 67 (26.1) 3(1.2) 33 (12.6) 0
Skin and subcutaneous tissue disorders

Alopecia’ 93 (36.2) 1(0.4) 6 (2.3) 0

Most drug-related TEAEs were gastrointestinal or hematological in nature



Y 4

Vybrané nezadouci ucinky

Adjudicated as drug-related ILD/pneumonitis?, n (%)

T-DXd (n = 257) 7(2.7) 18 (7.0) 2(0.8) 27 (10.5)
T-DM1 (n = 261) 4(1.5) 1(0.4) 0 0 0 5(1.9)

« There were no grade 4 or 5 adjudicated drug-related ILD/pneumonitis events observed with T-DXd

LVEF decrease, n (%)

mmmm Any Grade

T-DXd (n = 257) 1(0.4) 6 (2.3)° 7(27)
T-DM1 (n = 261) 0 1(0.4)° 0 0 0 1(0.4)

« Inthe T-DXd arm, all reported adverse events of LVEF decrease were asymptomatic and no cases of cardiac
failure occurred



Zaver autoru

*Prezentovane vysledky jsou podkladem, aby
se

T-DXd stal standardem 2. linie lecby
metastatickeho HER2 pozitivniho karcinomu
prsu
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MONALEESA-2 design studie

* Postmenopausal

0 Primary endpoint
: Ribociclib (600 mg/d
women with HR+/ 3 ieeks o(n/1 woek oaffy) * PFS (locally assessed per
a ' RECIST 1.1)

HER2. AB(E\‘ . letrozoke (2.5 mg/day) Key secondary endpoint
« No prior therapy for R1:1 n=3%4 . 0

advanced disease _

_ . Placebo Select secondary endpoints
* Prior (neo)adjuvant : + ORR
' i letrozole (2.5 mg/d * CBR

ET, including TAM, © (25 mgida) et

allowed? « QOL
* N =668

Stratified by the presence/absence of liver
and/or lung metastases



Ribociklib dosahl statisticky signifikantni rozdil v OS

Improvement in median OS was 12.5 months with ribociclib plus letrozole

Eventsin 181/334 219/334
80 4 Median OS, mo 639 514
_'\‘Ix
2 HR (35% Cl) 0.76 (0.63-0.93)
s 60 -
'E 63.9mo (53y) Pvalue 004
= 51.4 mo (4.3
(7] y
'§ 40 4
) —
6 Le %.F.‘i‘?.‘
20 -
0 T T T T T T T T T T T T T T T T T T T T T T
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88
Months
No. at risk

RIB+LET 334 323 315 305 300 284 270 253 237 220 202 191 180 185 158 150 142 135 125 101 48 8 O
BO+LET 334 326 316 306 293 283 265 244 222 209 195 183 167 149 13¢ 131 114 104 94 73 38 6 O

The P value of .004 crossed the prespecified boundary to claim superior efficacy



Rozdil v OS mezi rameny se casem zvetsuje

At 6 years, the survival rate of patients receiving ribociclib was 44.2%

70.0%

60.0%

50.0%

40.0%

30.0%

KM Survival Estimates, %

20.0%

10.0%

0.0%

e — (1 (10TESS

4 years S years 6 years
A5.7%
— 55.2% ) 5 3%68.4%
: A12.2%
43.9% 44.2%

mRIB+LET
mPBO + LET

48 mo 60 mo 72 mo
Time
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Konzistentni prinos v |écbe byl videt napric
podskupinami

Subgroup No. of Patients, %% HR (959%C1)
All patients 668 (100) —p— 0.76 (0.63-0.93)
Stratification Liver or lung involvement :
No 296 (44 .3) e 0.71 (0.53-0.96)
factor Yes T 372 (55.7) L & 0.81 (0.62-1.05)
ECOG performance status :
(o] 406 (60 8) -y 0.73 (0.56-0.94)
1 262 (39.2) [ I B 0.82 (0.60-1.12)
Age :
= 65 Years 373 (55.8) . ] 0.69 (0.53-0.90)
> 65 Years 2905 (44 .2) - 0.87 (0.64-1.17)
Race :
Asian 51 (7.6) ¢ e 1 0.80 (0.42-1.54)
Non-Asian 568 (85.0) - 0.77 (0.62-0.96)
Region :
Asia 68 (10.2) - 0.64 (0.35-1.16)
Europe 296 (44 .3) ) 0.75 (0.56-1.01)
North America 229 (34.3) ' 1 0.75 (0.53-1.06)
Other 61 (9.1) ' 3 0.73 (0.36-1.50)
Prior chemotherapy :
No 377 (56.4) —m—H 0.78 (0.59-1.03)
Yes 291 (43 6) — - 0.74 (0.56-0 98)
Prior hormonal agent :
NSAI and others 53 (7.9) L S 1 0.63 (0.32-1.24)
None 320 (47.9) — -y 0.69 (0.52-0.94)
Tamoxifen 295 (44 2) — -1 0.86 (0.64-1.15)
ER + PGR
el 546 (81.7) Vs h 0.82 (0.66-1.03)
Other 122 (18.3) - 1 0.58 (0.37-0.89)
Number of metastasis sites ;
<3 442 (66 2) - 0.78 (0.61-1.00)
=3 226 (33.8) ’—-:_ 0.71 (0.51-0.98)
Bone lesion only metastasis :
No 520 (77.8) — = 0.77 (0.61-0.96)
Yes 148 (22 .2) S 0.78 (0.50-1.21)
De novo :
No 441 (66.0) e 0.91 (0.72-1.15)
Yes 227 (34.0) —— 0.52 (0.36-0.74)
1 1 1
0.25 0.5 1 2
Ribociclib Better Placebo Better

Hazard ratio (ribociclib/placebo) and 95% CI

rAnrase



Nasledna terapie po ukonceni |écby

CDK4/6i use was higher in the placebo arm (34.4%) than the ribociclib arm (21.7%)

Parameter, n (%) Rl:B:?’;iT Pﬁ‘: ;;':T
Patients who discontinued study treatment 304 (91.0) 317 (94.9)
Patients who received first subsequent therapy®® 267 (87.8) 286 (90.2)
Hormone therapy alone 100 (32.9) 92 (29.0)
Hormone therapy + other therapy 74 (24.3) 94 (29.7)
Chemotherapy alone 53(17.4) 61(19.2)
Chemotherapy + hormone or other therapy 32(10.5) 33(10.4)
Patients who received a CDK4/6i in any subsequent line of therapy** 66 (21.7) 109 (34.4)
Palbociclib 49 (16.1) 100 (31.5)
Ribociclib 14 (4.6) 6(1.9)
Abemaciclib 8 (2.6) 12 (3.8)




Ribociklib posunul ¢cas k chemoterapii o jeden rok

RS+ LT

100 - Events/n 176/334 200334
Median time to

Sl 4 first CT. mo? 50.6 389
o s
§ Ww HR (35% Cl) 0.74 (0.61-0.91)
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0 4 8 12 168 20 24 28 32 38 40 44 48 52 5 60 64 68 72 76 80 84 88
Months

No. at risk [
RIB+LET 334 312 296 279 259 236 212 192 178 162 148 139 127 119 111 102 96 89 8 67 31 4 0
PEO+LET 334 302 283 254 224 194 175 166 150 140 123 110 98 87 77 72 64 59 57 43 256 5 O



Bezpecnost

* Median trvani lécby byl 2 roky v rameni s ribociklibem

a rok v kontrolnim rameni

* Po 6Ql mesicich sledovani nebyly pozorované nove bezpecnostni
signaly

« VétsSina udalosti se objevila béhem prvnich 12 mésicu

« Nezadouci ucinky G3/4 byly:

- Neutropenie 63 % vs. 1,2 %

- Hepatobiliarni toxicita 14,4 % vs. 4,8 %

- Prodlouzeni QT intervalu 4,5 % vs. 2,1 %

- Intersticialni plicni nemoc 0,6 % vs. 0 %



Zavery studie MONALEESA-2

« Zlepseni PFS prokazaly studie s abemaciklibem, ribociklibem
i palbociklibem v 1. linii lécby

« Studie MONALEESA-2 je prvni studii u postmenopauzalnich zen
s ER pozitivnim, HER2 negativnim karcinomem prsu, ktera
prokazala statisticky i klinicky vyznamné prodlouzeni preziti
pridanim CDK4/6 inhibitoru
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