Clinical and biomarker results from Phase I/ll study of PI3K inhibitor, BYL719 (Alpelisib) plus Nab-paclitaxel in
HER2 negative metastatic breast cancer
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Abstract # 1018

Background Results Figure 1 Figure 2 Figure 3: Durability of Response

= Mutations/deregulations in the phosphatidylinositol-3-kinase (PI3K) = Between 4/2015 and 5/2017, 43 total patients were enrolled in the study. Longitudinal change from baseline Waterfall Plot for Best Overall Response .
pathway are common in breast cancer. Activation of the PI3K pathway = Phase |: 10 patients treated on three dose levels. There were no DLTs and S v . —
promotes tumor growth and progression, as well as resistance to no PK interactions were detected when BYL719 and nab-paclitaxel were 100% E.g ° ® PIK3CA mutation =
anticancer therapies like taxanes . 14 co-administered. 1/10 patients not included in the DLT assessment 75% % Active on Study gg ® PTEN mutation w: % Active on study

= BYL719 (alpelisib) is a potent oral, class | PI3K inhibitor which strongly  (stopped treatment within 10 days) D s 25 s O TNBC
inhibits the PI3K alpha isoforms. Targeting the alpha isoform of PI3K is ® RPTD=nab-paclitaxel 100 mg/m2 D1,8,15 Q 28 days plus alpelisib 350mg 3 R -
expected to improve the therapeutic window over inhibitors with less QD. Phase Il: Simon’s two stage Minimax design targeting ORR of 40% d N A S A _ AR T SRR EE RXX XXX =~ X PI3K Pathway activation Present
isoform specificity. 5 = Objective response was noted at all dose levels of alpelisib. ORR in 33§ u g% | “ “ X(ﬂ H " — PI3K Pathway activation Absent

= Alpelisib has shown single agent activity in patients with PIK3CA-altered patientg treatgd at the RPTD 'a.nd all 43 pa.tients was 57%.and 9%, Lé’-om \ - ﬁ S * : : :
advanced solid tumors, and in combination with endocrine therapy in respectively. Flgu_res/_tables 0“““.“'”9 response include all 43 patlentg. : - * : %E e ) : Median duration of response: 7 months [2-28]
PIK3CA-altered or wild-type estrogen receptor-positive advanced breast " PISK path_way .actl'vatlon was defllned_as the presence of PIK3CA-activating  © s« E E'g’» " 9 patients continued treatment for > 12 months
cancer . 67 or PTEN-inactivating mutations in either tumor tissue or cfDNA and was 100% e o WX % gc « Active on study ? (12, 12,14, 14, 14*,16, 20, 20*, 28)

_ o - _ _ noted in 44% (19/43) of patients. Absence of PIK3CA-activating or PTEN- s 2o 0
= Efficacy of alpelisib in combination with taxane chemotherapy in inactivating mutations in both tumor tissue and cfDNA (or only cfDNA 0 8 16 24 32 40 48 56 64 72 80 8 96 104 112 o = 0 8 16 24 32 40 48 56 64 72 80 838 96 104 112 120

PIK3CA-altered or wild-type HERZ2 negative breast cancer has not been Time (weeks)

when tumor tissue not available, n=5) was categorized as absence of PI3K M Complete Response Time (weeks)

Partial Response Stable disease M Progressive disease

studied. pathway activation (53%, 23/43). . . . : _ . _
= Hyperglycemia was noted in 76% (G3:27%, G4:0%). 32% patients required ~ Flgure 4A: Progression Free Survival Figure 4B: PFS by PI3K pathway status Figure 5: Response by PI3K pathway status
Ai metformin for hyperglycemia management. Rash was noted in 63% (G3:7% p=0.002
IMS 0 : : ) : L - 100 —_
—_— o _ G4 0%). All patients received second or third generation H;-anti-histaminic 100 _ | 100%
= Primary Objectives : 1) Determine the recommended phase Il dose prophylaxis for rash Median PFS: 9 months; 95%Cl [6-12] — Median PFS (months) . p=0.12
L ] ) . . 24 _ _ _ _ _ © Pathway activation present-13 months; 95% CI [9-17] 90%
(RPTD) of alpelisib + nab-Paclitaxel, 2) Assess Objective Response Rate . Alpelisib dose reductions needed in 26% (11/43) patients (n=1 at 250mg g | ; 80— Pathway activation absent-7 months; 95% Cl [3-11] 80%
(ORR). dose, n=10 at 350mg dose). Fatigue/anorexia n=3, Diarrhea n=3, Rash n=2, 5 j_l_‘7 — All Patients 3 - 20% L
» Secondary objectives: 1) Progression-free survival , 2) Clinical benefit Hyperglycemia n=1, Hypokalemia n=1, MD choice n=1. Two patients 3 o 1|_ — _— i (19/19)
) ] o ] j ; ] g n O Pathway activation present 60%
rate, 3) pharmacokinetics of alpelisib and nab-paclitaxel , 4) Correlation discontinued therapy (after two cycles) due to grade 2 pneumonitis O 60 = %0 — Pathway activation absent i 79%
of PISK pathway aberrations with response. » Nab-paclitaxel dose reduction in 28%(10/43) patients. Peripheral L . S 50% 61%
Neuropathy(n=3), fatigue(n=1), Rash(n=1), Diarrhea(n=1), 5 - 40% 18% (33/42)
Methods Thrombocytopenia(n=1), Neutropenia(n=1), MD choice n=2. o 407 g._’n 30% ° (14/23)
: . : = 2 patients stopped Nab-Paclitaxel and continued on single agent alpelisib. 2 O 20%
» Phase | was a 3+3 dose-escalation design with three dose levels of . . . o & (11/23)
. 2 . Both stopped alpelisib at 12 weeks due to progressive disease (one © . 20 10%
alpelisib (250mg, 300mg, and 350mg) administered PO once daily (D1-28) : 5 0
. ) : PIK3CA mutation +ve and one -ve)
with nab-paclitaxel (100 mg/m2 intravenously D 1, 8, 15) every 28 days. oL _ _ : 0%
. ) o . . : p=0.017, HR=0.40; 95%CI [0.18-0.90]
Phase Il was a Simon’s two stage minimax design targeting a ORR of Table 1: Toxicities o ] | | r 0 . | | | ORR CBR
. " 0 5 10 15 20 25
40% (NCT02379247) CTCAE Grade All Grades Tab | e 2: Patient ’ ) m Months * * * Months M All Patients M PI3K pathway-activation present M PI3K pathway-activation absent

HPNE ; . Event Grade 1 Grade 2 Grade 3 Grade 4 N(%)
- E“g'ble criteria: Diarrhea 23 (56%)|11 (27%) | 2 (5%) | 0 (0%) | 36 (88%) Demog raphiCS _
= HER2 negative breast cancer that was either locally advanced and not _Fatigue 12 (29%)|14 (34%)| 2 (5%) | 0 (0%) | 28 (68%) Table 3 : Response by Prior Treatment and Su btype Conclusion and Discussion
amenable to curative therapy, or stage metastatic. Patients were -Hperalycemia 9 (22%) 111 (27%) |11 (27%)| 0 (0%) | 31 (76%) - _ = — _ _
reql.“red to have meaSUI’ab|e dlsease and to have rece|Ved at |eaSt n:LIPopegtaf]y 16 (39%)| 9 (22%) | 1 (2%) | 0 (0%) | 26 (63%) - All Patients (N=42)* Prior Lines of Chemotherapy Prior Taxane Exposure u Comb|nat|0n Of alp9||5|b and nab'paC“taxel was We” t0|erated W|th manageable
one line of chemotherapy in either the advanced or adjuvant setting Neutropenia 3(7%) | 5(12%) |10 (24%)| 3 (7%) | 21 (51%) ~ Median Age 56 toxicities. No new toxicity S|gr_1als w_ere_observed
. : : . Infections 7 (17%) |15 (37%)| 2 (5%) | 0 (0%) | 24 (59%) (years, range) (36 — 74) Response % (n) 22(n=13) Yes (n=35) No(n=7) HR+(n=30) TNBC (n=12) * Encouraging efficacy noted with objective response rate of 59% and CBR of 79%.
) SI.O Ilmlta}Flonts ont nL_Jtrrrllbe_r OI prior chemottheragplesl_{or lmeﬁ?Stat('jC el L2 (o) & (W0) | o) (0200, | 0((050) | 2 (10, Subtype %) %) %) %(n) %) = Efficacy appears similar in patents with Hormone positive and TNBC.
isease. Treatment wi rior taxanes (except nab-paclitaxel) allowed, Rash 21 (51%)| 2 (5%) | 3 (7%) | 0 (0%) | 26 (63% ) . : . . .
as |0ng as >6 months S|nr():e prior taxan(e exprc))sure P ) P?Zumonitis 1E2%)) 225%; OEO%; OEO%; 357%)) HR Positive 30/43 (70%) ORR 59%(25) 56% (5) 65%(14) 46% (6) 60% (21) 57% (4) 60% (18) 58% (7) " Responses noted in pa“ents with previous taxane exposure and beyond first line
FFPE tumor tissue was subjected to next-generation sequencin B e 5 tazon |1 o |0 (056 28 (a2 TNBC 13/43 (30%) CR %@ | 0% 10%(2) 8% (1) 9% (3) v ) P @) Lo i) treatment . . . . L .
. - 27%)| 6 (159 2%) | 0(0%) | 18 (449 -
. | | J g 3 q g z:u:wor_uary Other ﬁ E4§.°//0; 58523;0; égoo//o; OEO;; ;2 Egj;o; Vensurable e T oR 5022 | 56% (5)  60% (12) 28% (5) B pp— p— A Efflpacy noted in patients with previous CDK.4/6 |nh|b|t.or use (ORR of 67%)
* Circulating cfDNA was isolated from of plasma. Purified cfDNA was then - orexa ) (51/") 7(17/") 0(0/") 0(0/") 28 (68/") _ 0 Stable D = Durability of response observed with several patients continuing treatment for 2 1 year.
] ) ausea % % % % % . . . . .
used to prepare a NGS library targeting 56 genes (SLIMamp™ Pan- yomiing 6 (15%) | 5 (12%) | 0 (0%) | 0(0%) | 11 (27%) dllsease | (2‘1"‘6\,\?88;;‘)3&39 10% (8) | 22%(2)  15% (3)  23% (3) 17% (6)  29% (2) 27% (8) 0% * Longest duration of response 26 months in a patient with PIK3CA mutation.
Cancer Hot Spots Panel, Pillar Biosciences) followed by paired-end Giother 15 (37%)| 5 (12%) | 0 (0%) | 0(0%) | 20 (49%) Visceral disease  36/43 (84%) cBR o o o5 o o se - .y = Tissue and cfDNA NGS analysis provides insights into patients most likely to benefit
sequencing on a NextSeq 500 instrument Mucostls/Orel Fan -2 gg"; 42((1502/;) ig’f’; Cl’g"f; 2‘2%(31%‘@ : : ’ : ’ ’ ’ ’ = Although, Clinical benefit was seen in 100% of patients with PI3K pathway activated
. Electrolyte imbalance % % % % % Prior lines of * . : e - - .
= Response was evaluated using RECIST v 1.1 Dysgeusia 17 (41%)| 2 (5%) | 0(0%) | 0(0%) | 19 (46%) Chemotherapy Response data not avalable for one TNBC patient turtr_lor?, activity was also observed in patients without apparent PI3K pathway
LI eOZime 14 (34%)| 1(2%) | 0(0%) | 0(0%) | 15 (37% : activation. : : : i i '
References 'aneased - E27/; 3§7/; OEO/; OEO/; - §34/; fo(r)mBC 10 (23%) lgggﬁixmuiai"’”ifse”tt = Further translational studies on tumor and serial cfDNA are ongoing to investigate
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