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INNOVATIVE BREAST CANCER RESEARCH

Primary Objective: Pathologic complete
response (PCR; ypTO/is) at surgery

* Between 9/2013 and 10/2014, 50 patients were randomized in 17 sites in 4 countries (Table 1). Recruitment was
suspended due to toxicity and resulting early therapy discontinuations.

*The PI3K/AKt/mTOR pathway is frequently
dysregulated in breast cancer (BC) and has

Table 1: Patient and pgyparlisib

Overall
(N=50)

Placebo

tumor characteristics (N=25) (N=25)

been identitied as a mediator of resistance t0  Secondary Objectives: Objective response ~Parameter | N (valid %) N (valid %) N (valid %) «nCR rates were not significantly different between treatments, overall and according to stratified subgroups (Table
HER2 blockade in HER2-positive tumors.*~ rate (ORR) at the end of week 6, pCR by #Age years, median (range) 50 (35,72) 50 (26, 78) 50 (26, 78) 1). ORR after week 6 was not different between treatments overall, but there was a trend for better ORR with
- Buparlisib is an oral pan-PI3K inhibitor targeting  other definitions. ORR prior to surgery, pPCR ~ ¢T1/2 284 ;92660) 22 (;:go().o) 49 (28'8) buparlisib in the ER+ subgroup (p=0.053; interaction buparlisib and ER status p=0.032) (Figure 2).
- N+ . . 17 (34. . . . . .
all isoforms of class | PI3K (a, B, v, 0).° and ORR by estrogen receptor (ER) status, ;R Sositive 16((64 8) 15((60 g) a1 §62 o; - Relevant non-hematological adverse events (AEs) are shown in Table 2. Hematological AEs did not differ between
» Clinical activity was observed using buparlisib in  Patients with node-negative _dlsease at PR positive T (40'0) = (48'0) = (44'0) treatments. More patients discontinued buparlisib (9 due to AE, 2 patient/investigator decision) compared to placebo
advanced BC as a single agent, and combined  Surgery, rate _O_f breast conserving surgery, BIK3CA mutant 4 (16 6) 4 (16 'O) 8 (16 'O) (2 local progress) (p<0.001). 9 patients reported a serious AE with buparlisib (3 with hepatotoxicity).
with paclitaxel and/or trastuzumab.*> safety, t(_)lerab'“t}’ ar.ld compllance.. Tumor grade 3 14 (56.0) 17 (68.0) 31 (62.0)  Buparlisib led to a decrease in Ki67 from baseline to day 15 in all patients and the ER+ subgroup (Figure 3). TILs
Figure 1: NeoPHOEBE study design Translational objectives: Correlation of pCR oo 550, 22(88.0) 21(84.0) 43 (86.0) increased significantly from baseline to day 15 (Figure 4). Absolute changes from baseline to day 15 in TILs (OR
. with PTEN, Ki67, apoptosis rates, and ypTOlis, overall 8(32.0) 10(400) 18 (36.0) 1.94, 95%CI 1.14-3.28; p=0.014), but not in Ki67 (OR 1.08, 0.67-1.73; p=0.764) independently predicted pCR.
_ Screening tumor infiltrating lymphocytes (TIL), and by ’ .
i Gl IoM e b 2 el dissse Bialatle s ves henotype of 50% TIL at baseline PIKSCA wildtype rEs.9) 9Ea9) 1083 - i re 3: Exploratory analysis - Ki67 at baseline and day 15 Figure 4: TILs at baseline and day 15
for c;it:'gll lf;t\%ewl ofle'st:]oan recep'tgr,lHERaZ stI:tuas: a’nac\ll a;Ie:<3CPL:Z:;neonoItflpl:;a p yp . PIK3CA mutant 1 (250) 1 (250) 2 (250) g ' p y y y g ' y
known PIK3CA mutation status; ECOG PS 1.
o ER+ 5 (31.3) 4 (26.7) 9 (29) 0=0.013 5=0.021 5=0.580 - p=0.0006
; l . ER- 3 (33.3) 6 (60) 9 (47.4) ' N
- Table 2: Non-hematological AEs according to 90 - p=1.000 p=1.000 p=1.000 01 ]
PIK3CA wild-type PIK3CA mutant : a4
. v NeOPHOEB_E (NCT0181659_4) s a phase treatment Buparlisib  Placebo Overall 80 - 77 T
Randomization 1:1 Randomizaon 1 == sses Il randomized, double-blind, placebo- (N=25) (N=25) (N=50) p-value 20 - o]
; ; controlled, parallel cohort study of Adverse Event Grade N (valid %) N (valid %) N (valid %) » 60 56
] . S —- eeny1s Neoadjuvant buparlisib/ placebo plus Increased AST any 19(76.0)0 9(36.0) 28(56.0) 0.005 € =0 jg
buparlisib buparlisib placebo trastuzumab and paclitaxel in women 3-4  7(28.0) 0 (0.0) 7 (14.0)  0.005 = 1]
» -—— ® Week 6 : : © 40 28
. . with primary HER2+ BC. Increased ALT any 21(84.0) 18(72.0) 39(78.0) 0.248 <o 21
Moctmets. Al T ee— Patients were stratified upfront in 2 N 3-4 12(48.0) 2(80) 14(28.0) 0002 30 s
o — 0000 mutation status and, in each cohort, 3-4 2 (8.0) 0 (0.0) 2 (4.0) 0.245 10 baseline | day 15
randomized stratified by ER status to Rashmaculo- any 15(60.0) 12(48.0) 27(54.0) 0.285 0 time
ENDPOINT: RATE OF pCR PER COHORT buparlisib or placebo with trastuzumab Papular 3 5(00)  0(00)  5(100) 0025 Buparlisib, Placebo, Buparlisib, Placebo, Buparlisib, Placebo, e T A S N
ek o Sl o oo o el ey o e el followed by buparlisib or placebo with Figure 2: ORR after week 6 overall and in stratified overall overall ER+ ER+ ER- ER- 2830 -31--33 —34 —36—37 - 38 — 39 — 40
starting on day 1 wi , mg for the first 6 weeks, then 80mg for the ne weeks. ' ' _ . . . K|67 >200/ — 4142 - 43 - 44 — 45— 47 —49--51 - 52 - 53
'I'trartstlgjzumdatr:v ::;;?st:t:ontr\;ritl: a::adingkd;)t:e4ri(g)lk:<f>n\::eek 1Xtdz1 thl;n weekly at traStuzumab and paCIItaxel (Flgure l) 100 i SUbgrOuDS H BUpa”'S'b O PlacebO N base“ne ] day 15 ’ — R4 -..BR -_RR --F7 —RO —F0 —F? -—-f4 —FRF —F7
2mglkg from week 2 day 1. | Statistical considerations: Sample size 30 -
Paclitaxel, i.v. administration weekly from week 7 day 1 for 12 weeks at a dose of 80mg/m?. was b ased on a m | n | max 2'Stag e @ -
= e —— .BbOd(omyatbase“ne]‘ — randomlzed phase II deSIgn Wlth a D: _
T stopping If the desired efficacy was not 20 - NeoPHOEBE was stopped prematurely. Adding a pan-PIK3 inhibitor to taxane-trastuzumab-based
2. Nahta R et al. Clin Breast Cancer. 2010:10 Suppl 3:572-8. observed at stage 1. (?ohorts were powered neoadjuvant therapy did not increase pCR rates compared to placebo overall and in subgroups of PIK3CA
3. Maira SM et al. Mol Cancer Ther. 2012; 11:317-28. (80%) to detect a clinically meaningful 18% 0 -

mutation or ER status, but led to higher toxicity. The higher ORR after week 6 is intriguing and further
Investigation of the addition of PI3K inhibitor to anti-HER2 therapy in the ER+/HER2+ group is warranted.
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PCR increase (one-sided a=0.15).
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