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CDK4/6 inhibitors: clinical efficacy

Setting and study population Sample  Median progression-  Median overall survival
size free survival ws vs placebo (months)
placebo (months)

Triaks in combination with non-steroidal aromatase inhibitors
Postmenopausalwomenwith hormone receptor-positive and HERZ-negative advanced BEE 24 Bws 14.C(HROGE; Mot reportad
breast cancer: no pravious systemic treatment for advanced breast cancer: and necadjuvant p0-001)
endocrine therapy permitted if disease-free interval =12 maonths from therapy completion

MOMALEESA-F Postmenopausalwomeanwith hormone receptor-positive and HERZ-negative advanced &6 253w 16-0(HRO-S7; Mot reported
breast c@ncer: no previous systemic treatment for advanced breast cancer; and (neojadjuvant p0-001)
endocring therapy permitted if disease- free interval =12 months from therapy completion
Postmenopausalwomenwith hormmone receptor-positive and HERZ-negative adwanced 493 Mot reached ws 147 Mot reported
breast cancer: no previous systemic treatment for advanced breast cancer; (neo)adjwvant (HR 0-54; p0-001)
endocring therapy permitted if disease-free interval =12 moniths from therapy completion

Trialks in combination with fubrestrant
Womenwith hormone receptor-positive and HER2-negative advanced breast cancer that ¥ | 05 vs 4.6 (HR 0-45; 349 ws 280 (HR 0-B1;
relapsed or progressed during endocrine therapy; any menopausal status; =1 line of p0-001) p=0-09)
chemotherapy for advanced disease®

MOMALEESA-3" Postmenopausalwomen and men with hormaone receptor-positive and HER2-negative 726 205w 12-B(HRO-60; Mot reached vs 40-0
advanced breast cancer; 0-1 line of endocrine therapy for advanced breast cancer? pc0-001) {HR 0:72: p=0-005)
Womenwith hormone receptor-positive and HERZ-negative advanced breast cancerthathad 669 16-4vs 93 (HROSS: 467 wsT73 (HR 076
progressed during previous endocnine therapy: any menopauwsal status, =1 endocrine therapy: pc0-001) p=0-014)
o previows chemotherapy for advanced diseased

Trials in combination with tamieifen or non-steroidal aromatase inhibitor plus goserelin

MOMALEESA-T= Premencpausal and perimenopausal women with hormone receptor-pasitive and 672 238w 130 (HROES; Mot reached vs 40-9
HER?2-negative advanced breast cancer: no previous endocrine therapy for advanced disease; pc0-001) (HR 0-71; p=0-01})

=1 line of chemotherapy for advanced disease

Spring LM et al, Lancet 2020




CDK4/6 inhibitors: grade 3 adverse events
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CDK4/6 inhibitors: efficacy in all subgroups

ure 2 eta-analysis of R for Subgroup “Bane-Only Disease” of 6 Studies Incuded and in 4 Tral Investigaing COKI

Gombinations

Modsl - Study name Subgroup within stucy Statistcs for ach study Hazard ratio and 85% CI Mona rCh 3 |iver metastases
Hazard Lower Upper ‘
matle Wit limit 2Value pValue
SW0G2012 beté oy 070 0597 1004 A48 0%
PALBO PALDIA 22016 bore oy 030 0210 050 4060 0000 ¥ ,
CALGBAS32010  boney 090 0504 1651 D09 0% E | Censored observations p
MONA LEEGATI1T  bone o O3 0 10 M 01 100 - = Abemaciclib arm (n = 48): median, 15.0 months
NONARCH 32017 bone ony 050 0270 1248 1303 084 90 1 Placebo arm (n = 30): median, 7.2 months
NONALEESA22016  boneany 08 0203 108 AT 00T 2 50
Fiked 084 0563 0310 40M 0000 ¢ L=
Random 0654 0406 08 2807 003 ¢ 0 o 10 1
I TR B T o7 604
Heterogeneity: Q = 9,004; df = 5; P = 0.105; I* = 45,021% w2 50
Favours A Favours B o 40
gﬁé 30 -
DL. 20 1
10 HR (95% CI): 0.47 (0.25 to 0.87)
LS A L B R AL L B
m SlIJgI fdme Statistics lor each !N.Ig Hazard ratio and 9% CI 0 4 8 12 16 20 24
Hazard Lower Upper TimE (monthS)
flio WMt Wt ZValue pale _
No. at risk:
PALBOPALONA2-2016 0300 020 030 4080 00 4 Abmacilb
MONAEESAT-2017 0708 0416 1184 4304 02 emaciclbarm: 48 34 2423 9 0 0
MONARCH 3 - 2017 050 0270 1247 135 0163 Placebo arm: 30 15 9 7 4 1 0
MONALEESA2-20f8 0842 03 1048 4701 0077
Flred 0545 0415 0715 4383 000 ¢
Random 0547 0397 0753 -36ed 0,000 .

oot 1 0 W
Heterogeneity: Q = 4.057; df = 3; P = 0.255; I* = 26.048%

Favours A Favours B

Goetz MP. J Cli | 2017
Toss A et al, Clin Breast Cancer 2019 oelz In onco



CDK4/6 in endocrine-resistance
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| abemaciclib + fulvestrant (n=112): 38.7 months

Primary resistance vs secondary: MONARCH2 OS

Primary Resistance

HR = 0.686 (0.451, 1.043)
Median 0§

placebo + fulvestrant (n=60): 31.5 months

0

6 12 18 24 30 36 42 48 54
Time (months)

Secondary Resistance

g 304 HR=0.787 (0.606, 1.021)

Median
1 abemaciclib + fulvestrant (n=326): 48.8 months
04 placebo + fulvestrant (n=162): 40.7 months

0 6 12 18 24 30 36 42 48 54 60
Time (months)

Sledge GW et al, JAMA Oncol 2019



MONALEESA 3 and 7: OS in
endocrine-resistance

MONALEESA 3

MONALEESA 7
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Hurvitz SA et al ESMO 2020



CDK4/6 in adjuvant trials

Table 1. Characteristics of the studies induded in the meta-analysis

Study characteristics PALLAS" MonarchE™ -+ PEMNELOPE-B™
Palbocichb + ET ET alone Abemaciclib + ET ET akone Palbociclib 4+ ET ET alone
N 2883 2877 2808 2829 631 619
Median follow-up [months) 237 19.1 A28
CDEAS6I duration (years) 2 2 1
Mge, years, median [range) 52 (25-90) 52 [22-85) 51 [23-89) 51 [22-86) 49 [22-Ta) A8 (19-T9)
Stage, m [%)
(1.3 —_ — 2 (o) 1 (o) —_ —
[ S04 [17.5) 509 (17.7) 323 (11.5) 353 (12.5) —_ —
[11:] 968 (33.8) 951 (33.1) 389 (13.9) 387 (13.7) —_ —
1 1402 [48.6) 1408 [48.9) 2081 [74.1) 2077 [73.4) — —
Pathologic tumor size, o %)
TO, T1, Tx, Tis 557 (19.3) 500 [17.4) T8O (27.8) 7e5 (27.0) 238 (37.7) 208 (33.7)
T2 1603 [55.6) 1636 [56.9) 1368 [48.8) 1419 (50.2) 368 (58.3) 389 (62.9)
T3, T4 T22 (25.0) 741 [25.8) 610 [21.7) 612 |(21.6) 25 (4.0 21 (3.4)
Modal status, n [%)
NOS1 1794 (62.2) 1798 [62.5) _— — 310 (49.1) 310 (0.1)
N2/3 1088 (37.8) 1079 [37.5) —_ — 321 (5009) 309 (49.9)
Grade, n %)
G1 300 (10.4) 313 (10.9) 206 [7.4) 215 (7.6)
G2 1622 [56.3) 1658 [57.6) 1373 [(48.9) 1395 (49.3)
G3 836 (29.0) TET [26.7) 10940 [38.8) 1066 (37.7) 294 [46.7) 297 (48.1)
K67, m (%)
Low —_ — 953 [33.9) G973 [34.4) —_ —
High —_ — 1262 [44.9) 1233 (43.6) 161 [25.5) 158 [(25.5)
Prior CT, n (%) 2384 (B2.T) 2370 (82.4) 2681 [95.5) 26595 (95.3) =R ] 619 [100)
Adjuvant ET, m [%)
Tamsmdfen 923 (32.0) G945 (33.0) B57T (30.7) 898 (32.1) 314 (49.8) 308 (49.8)
Tamouifen + owvarian —_— — 192 [6.9) 232 (8.3) —_— —
SUppression
Ad, r [55) 1954 (67.8) 1918 [66.7) 1928 (69.1) 1891 (67.5) —_ —
Al + owarian —_— — 410 [14.7) 386 (13.8) —_ —
suppression, n %)
Owarian suppression 532 (18.5) B4 [21.1) B06 [21.7) 627 (22.4) 108 [17.1) 113 (18.3)
[any time), o [%)
IDFS evwents 351 events 395 ewents 308 events
IDFS HR 0.93 [0.76-1.15), P = 051 HR 0.71 [0.58-0.87), P = 0uD009 HR 0L93 (0.74-1.17), P = 0525
DRFS ewents, n 27 324 227
DRFS 1.00 (0.79-1.27) 0.69 (0.55-0.86) Mo difference (HR not reported])
Early CDKA/SGi 11949 (42_2) T3 (27.7) 123 (19.5)
discontinuation, n [%)
Early CDEASGi TIZ (26.7) 481 [17.F) 33 (5.2)
discontinuation

due to AEs, n [%])

Agostinetto E et al Esmo open 2021



PI3k Pathway/mTOR pathway
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PI3k mutation and outcome

Hormone therapy & PIZK inhibitors

BELLE-2 (Baselga)®*

Buparlisib + Fulvestrant

7.0 {5.0—10.0)

6.8 (4.7-8.5)

Placebo + Fulvestrant

3.2 (2.0-5.1)

6.8 (4.7-8.6)

0.58 (0.41—0.82)

1.02 (0.79—1.30)

BELLE-3 (Di Leo)*?

Buparlisib + Fulvestrant

4.2 (2.8-6.7)

3.9 (4.7-8.5)

Placebo + Fulvestrant

1.6 (1.4—2.8)

2.7 (4.7-8.6)

0.46 (0.29—0.73)

0.73 (0.53—1.00)

FERGI (Krop)®*

Pictilisib + Fublrestrant

6.5 (3.7—9.8)

5.8 (3.6—11.1)

Placebo + Fulvestrant

5.1 (2.6—10.4)

3.6 (2.8-7.3)

0.73 (0.42—1.28)

0.72 (0.42—1.23)

SOLAR-1 (Andre&)?

Alpelisib + Fulrestrant

11.0 (7.5—14.5)

7.4 (5.4—9.3)

Placebo + Fulvestrant

5.7 (3.7—7.4)

5.6 (3.9-9.1)

0.65 (0.50—0.85)

0.85 (0.58—1.25)

SAMDPIPER (Baselga)®®

Taselisib + Fulvestrant

7.4 (7.3—9.1)

5.6 (4.1-9.1)

Placebo + Fulvestrant

5.4 (3.7—7.3)

4.0 (1.9-6.0)

0.70 (0.56—0.89)

0.69 (0.44—1.08)

Hormone therapy & CDK 4/6 inhibitors

PALOMA-3 (Cristofanilli)®®

Palbociclib +
Fuhrestrant

2.5 (5.7—11.2)

9.9 (9.2—13.9)

Placebo+ Fulvestrant

3.6 (1.9-5.6)

4.6 (3.4—7.3)

0.48 (0.30—0.78)

0.45 (0.3 1—0.64)

Hormone therapy & mTOR inh

ibitors

BOLERO-2 (Moynahan)®”

Everolimus +
Exemestanes

6.9 (5.6—8.3)

7.4 (6.8-9.7)

Placebo + Exemestane

2.7 (1.5—4.1)

3.0 (2.8—4.2)

0.37 (0.27—0.51)

0.43 (0.34—0.56)

Abbreviations: PFS, progression-free survival, Cl, confidence interval; PIK3CA, phosphatidylinositol-4,5-bisphosphate 3-kKinase, catalytic subumnit alpha; CDE, cyclin-

dependent kinase: MSAL non-steroidal aromatase inhibitor:; PISKE. phosphoinositide 3 kKinase: mTOR. mammalian target of rapanmycin.

Chang DY et al Ther And Clin Risk Man 2021




Ongoing Clinical Trials Investigating Therapies Targeting the

PI3K/AKT/mTOR Pathway

Therapy PI3K- | PI3K- | PI3K- | PI3K- | AKT | mTOR | Trial ID Study
a B & T Phase
MEMI&11 + Trastuzumab *aslodex X NCTO03767335 | b
AZDBI186 + docetaxel % MNCT03218826 | |
Alpelisib + faslodex or letrozole ® MNCTO3056755 | I
Alpelisib + nab-paclitaxel ® MNCTO4216472 | 1l
Gedatolisib + palbociclib + faslodex ® x ® x NCT02626507 | Ib
Gedatolisib + palbecicliblletrozole or palbocichb/faslodex | x b4 ¥ ® NCT02684032 | b
Ipatasertib + faslodex x NCT03959821 | |
Ipatasertib + aromatase inhibitor (Al)
Ipatasertib + faslodex + palbociclib
Ipatasertib + trastuzumab + pertuzumab + endocrine ® NCTO4253561 | b
therapy (if HR+)
Gedatolisib + PTK7-ADC X % ® ® MNCT03243331 | |
POROOI (PD| monoclonal antibody) + everclimus, NCT028%20069 | Ib
LCLI&!| or panobinostat
AZD5363 + paclitaxel x NCTO2423603 | I
AZD2014 + olaparib ® MNCT02208375 | Ib
AZD 5363 t olaparib x NCT02208375 | Ib
AZD2014 + selumetinib (MEK inhibitor) ® MNCT02583542 | Ib/N
Taselisib +enzalutamide X X x NCTO2457910 | Ib/I

Breast Cancer: Targets and Therapy 2020




SOLAR-1

Prospective evaluation of an a-selective PI3K inhibitor in HR+, HER2—- ABC
Alpelisib 300 mg QD

PO
NCT02437318 * Fulvestent S0 me
e M t | PIK3CA- R n=169 : :
en or postmenopausa mutant 1 Primary endpoint
VAV;fge" with HR+, HER2- cohort 1 Placebo « PFSin PIK3CA-mutant cohort
(n=341) B + Fulvestrant 500 mg (locally assessed)

* Recurrence/progression
on/after prior Al-based therapy
* |dentified PIK3CA status (in

archival or fresh tumour
tissue)

Stratified by presence of
liver/lung metastases and
prior CDK4/6 inhibitor

VE
n=172

Alpelisib 300 mg QD

Key secondary endpoint
* OS (PIK3CA-mutant cohort)

Secondary endpoints include

« Measurable disease or >1 treatment PO « ORR/CBR

predominantly lytic bone PIK3CA- = FuIvestragt 500mg | Safety

lesion non- R (M
« ECOG PS <1 —>  mutant —> 1; — n=115 * Global health status/quality of

(N=572) cohort 1 Placebo life
(n=231) |, *Fulvestrant 500 mg
IM2
n=116

Al, aromatase inhibitor; CBR, clinical benefit rate; CDK4/6, cyclin-dependent kinases 4 and 6; ctDNA, circulating tumour DNA; ECOG, Eastern
Cooperative Oncology Group; IM, intramuscular; ORR, overall response rate; PO, orally; PS, performance status; QD, daily; R, randomisation.
aFulvestrant given on Day 1 and Day 15 of the first 28-day cycle, then Day 1 of subsequent 28-day cycles.

Congress -
\2/(|)%UAL m André F et al - ESMO 2020

Andre F, et al. N Engl J Med. 2019




SOLAR 1: PFS in the PIK3CA-mutant cohort

100 =
Median PFS, months: Alpelisib + | Placebo +
80~ —— Alpelisib+ fulvestrant (1=169)  11.0 (95% CI: 7.5-14.5) Data cut-off: | fulvestrant | fulvestrant
@ Jun 12,2018 (N=169) | (N=172)
o = Placebo + fUlvestrant (n=172) 5.7 (95% Cl: 3.7-7.4) Number of PES events
5 60+ ’
PR e n (%) 103 (60.9) 129 (75.0)
S 40- | Progression 99 (58.6) 120 (69.8)
£ | ; Death 424) 9052
204 | i ~ Censored 66 (39.1)  43(25.0)
| | Median PFS 11.0 5.7
0 : | (95% CI) (7.5-14.5) (3.7-7.4)
rrrrrrrrrrrrrnrrrrrirnrrribrnrnrirnrnriirhl
00123456 7 8 91011 1213141516 17 18 19 20 21 22 23 24 25 26 27 26 29 30 HR (95% Cl) 0.65 (0.50-0.85)
Time (Months)
Number of subjects still at risk e TR p-VaI ue 0 : 00065

Placebo +Fulv 172 167 120 111 89 88 80 77 67 66 98 54 48 41 37 29 20 21 20 19 14 13 9 3 3 2 2 2 0 0 0 0O

André F et al 2018- ESMO 2018, Presidential Symposium



SOLAR-1: OS in Patients in PIK3CA-mutant
Cohort

100 4

a

baoility (Fa)

60
(=1
¥
£ w0
E
z Alpelisib + FUL | Placsbo + FUL
m=168) (m=172)
o0 4 Mo, events, m (%) &7 [51.8) o4 (54.7)
Censored, m (%) B2 [4B.5) T8 (45.3)
Median 05, months (95% G} 39.3(341-4408) 314 [28.8-41.3)
HA (5% CI) 0.B6 (0.64-1.15)
0O 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54
Time (months)
Mumiber of patients
gtill at risk
Alpelisib + FUL 169 162 159 156 145 141 138133126 122 112111 108103102 84 91 B85 68 56 47 35 26 19 & 4 1 0O

Placebo + FUL 172 164 155 150 149 145 133 126 1191165111104 98 92 B6E BD 74 73 60 49 42 29 20 13 7 & 3 O

Figure 1. Owerall survival in PIK3CA-mutant cohort of patients comparing alpelisib plus fulvestrant and placebo plus fulvestrant treatment arms using one-sided
stratified log-rank test.

Cl, confidence interval; FUL, fulvestrant; HR, hazard ratio; 05, overall survival.
* Date of censoring is defined as the last contact date.

Andre’ F et al, Ann Oncol 2021



SOLAR-1

OS in Patients With Lung and/or Liver
Metastases

a]_
£
2 B0
= ]
8
(=1
f o
E
g
Alpefisib+ FUL | Placabo + FUL
o0 (n=84) (o=28)
Na. events, n (%) 47 (56.0) 58 (67.4)
Cansored, (%) 37 (440} 28 (32.)
Median 05, manths (95% C) 372 [267436)  22B(10.0-288)
o HA(EsC) 1068 (0.48-1.00) B9 Censaing nes
T T T T T T T T T T T T T T T T T T
0 2 4 6 B 101214 16 18 20 22 24 26 28 30 32 34 35 38 40 42 44 46 48 50
Time (months)
Number of petients
stil at risk
Alpelisib + FUL B4 7B 7E T4 70 BB E7 64 80 7 S0 B0 M & &/ M4 &£ P R X BRI FITO
Placebo + FUL BE B2 75 T2 T1 6B 65 60 56 G4 50 43 3 ¥ X M ¥ X W17 38 6 3 11

OS in Patients With PIK3CA Mutation in
Plasma ctDNA
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Alpelisib + FUL | Placabo + FUL
5 [n=02) (m=14)
No.vents, nf) 54(5a7) Bieg)
Carsored, n(%) By 3372
Nedien 05, monfs (955 C1) | S44[A7448) 252 (:07:98)
o) D) 074 [051-108) 0 7 Censoringimese
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Andre’ F et al, Ann Oncol 2021



Noncomparative Trial (NCT03056755)

in patients with PIK3CA-mutated HR+, HER2- ABC

Patients who received CDKi + Al

as immediate prior treatment (N=112)"
(Cohort A)

Alpelisib 300 mg oral QD + fulvestrant 500 mg®

Men or pre-/postmenopausal®
women with HR+, HER2- ABC
with a PIK3CA mutation

* Last line of p(ior therapy: CDKi Patients who received CDKi + fulvestrant
+ ET, systemic chemotherapy as immediate prior treatment (N=112)
or ET (Cohort B)

« ECOG PS <2

» Measurable disease (per
RECIST v1.1) or 21
predominantly Iytic bone lesion

Alpelisib 300 mg oral QD + letrozole 2.5 mg®

Patients who progressed on/after Al and received
chemotherapy or ET as immediate prior treatment (N=112)

(Cohort C)
Alpelisib 300 mg oral QD + fulvestrant 500 mg®

Treatment crossover between cohorts Is not permitted

i kinase mhiitor, ECOS PS, Easlern Cooperatve Ong
52, PFS on next-ing eaimert. PWICA. phosphatiayincsils

st 2020ASC

ANNUAL MEETING

PRESENTED BY

BYLieve: A Phase 2, Open-Label, 3-Cohort,

*BYLieve

Vi

Goal: In the post-CDKi setting, assess the efficacy and safety of alpelisib + ET (fulvestrant or letrozole)

Primary endpoint

» Proportion of patients alive without PD
at 6 months (RECIST v1.1) in each
cohort

 Secondary endpoints include
(assessed in each cohort)

* PFS

» PFS2

* ORR, CBR, DOR

« 0§

« Safety

Uy, ORR, overvall response rae, 05
ly QD once daly



Efficacy: Primary Endpoint and PFS Results Rikiea

Prior CDKi + Al 1.0 -
(Cohort A) 0.9 -

(n=121) 08 -
0.7 -
08 -

Censoring times
——— Prior COKI + Al
cohort (n=121)
No of events; 72

Probability

0 05 -

Primary endpoint: Patients who were 5(0-21/" 04 -
o . - - n: ; 1
alive without disease progression at 6 mo 95% G, 41.2-59.6) gig _
0.1 -

00 : ; ‘ . ; : : : : I : ,

_ _ 7.3 mo 0 2 4 6 8 10 12 14 16 18 20 22 24

Secondary endpoint: Median PFS [n=72 (59.5%) with Time, months

No. of patients stll at risk

event]; 95% CI, 5.6-8.3) %
PlorCOKi+ Al 121 95 7 54 40 15 8 5 4 1 1 1 0

The primary endpoint for the prior CDKi + Al cohort was met (lower bound of 95% CI was > 30%),

with 50.4% of patients alive without disease progression at 6 months

* In SOLAR-1, 44.4% of patients in the PIK3CA-mutant cohort with prior CDKi treated with alpelisib plus fulvestrant
were alive without disease progression at 6 months

Al, aromatase inhiitor; CDKI, cyclin-dependent kinase inhditor; CI, conficence Interval; PFS, progression-free survival; PIK3CA, phosphatidybinositol-4, 5-bisphesphate 3-kinase catalytic subunit alpha

PRESENTED AT 2020ASCO G e PRESENTED aY

ANNUAL MEETING




Everolimus and exemestane

Comparison Groups
s -~ -, P ~
First Line Second Line Third Line
1. Everolimus Exemestane | g | Everolimus Exemestane | g | Everolimus Exemestane
M=10 M=273 MN=245
I‘\._ - i h - i , !
FirstLine FirstLine
Endocririe Therapy Endocrime Therapy
+COK4/6i alone
2. Vs
Second Line Second Line
Everolimus Exemestana Everolimus Exemestane
N=54 N=192 y

Fig. 2 Treatment comparison groups for analyzing the duration of therapy and overall sunvival

Rosenblitz M et al, Breast Can Res 2021



OS with everolimus + exemestane

Overall Survival for Everolimus Exemestane Second-Ling

PriorEndocrine ThrapyCDKA 6 v Prior Endcrine Therapy Alone Overall Survival for Everolimus Exemestane Third-Line

Prior Endocrine Therapy+CDK4/61 vs Prior Endocrine Therapy Alone

Log-tank: p=0.49

§ Log-rank: p=0.010
i &
3 [
4 §
7 &0
h e o
: 5

7]

T
4 ) 8 1 20 w
Survival Time (n months)
Survival Time (18 months) _
== [indocrine Therapy + CDK4/61 === Endocrine Therupy alone

== Endocrine Therapy + CDK46i == Endocrine Therapy alone

Rosenblitz M et al, Breast Can Res 2021




TRINITI1

Ribociclib + everolimus+ exemestane in MBC and prior progression on
CDK4/6 inhibitors

104 patients enrolled (25 phase | and 79 phase Il)

100 4

BQ_ 80+ No. of avents; 64
Table 2. Best Overall Response’ ‘5 Median: 5.7 months (35% C1, 36-9.

H

- MR
Tot(ail I:agt;_)e)nts % {-year PFS,

CBR at week 24, n (%) [95% CI]’ 39 (41.1) [31.1-51 6] ? o 95%33‘2'20/;_4“)
ORR, n (%) [95% CII* 0(3.4)[3.7-159] 4 o
Best overall response, n (%) % |
(R 1(1.1) B . :
PR 1(14) |
) 47 (495) I
PD 32 (337) o [Censored :
Non-CR/non-PD, n (%) 3(32) T T T T T T T T T
DCR.n (%) [95% CIT 53 (611) [505-70.] 0 2 4 6 B 10 R ¥ B ® 2 2

Bardia A et al, Clin Cancer Res 2021

Time, months
No. of patlents still at risk
Alpatents 95 64 48 36 26 #® 6 £ 0 & 1 0



Conclusions

CDK4/6 inhibitors and PI3k Inhibitors play a Key role in MBC

The optimal sequential strategy today is unknown and few data are available in PI3k Inhibitors post
CDKA4/6 progressions

Lack of predictors markers of response is important and sudies evaluating this factors remain crucial



Grazie per la attenzione



