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The addition of CDK4/6, PI3K-a, or mTOR inhibitors to endocrine therapy (ET) improves progression free survival (PFS) in first Preliminary data as of 10-May-2021 data cut-off, representing a database snapshot, and may change based on ongoing routine Table 6: Efficacy Summary 60 N7
and later lines of therapy for estrogen receptor positive (ER+), HER2-negative advanced breast cancer (ABC).}> Gedatolisib is data monitoring . "
- ) . . : : Phase Ib (N=103) 40 ORR"'=63% (17/27)
a potent pan-PISK/mTOR dual inhibitor (Table 1), and, in a preclinical ER+/HER2- xenograft model, gedatolisib combined with . o r 0 L
- , _ e , _ Table 2: Patient Characteristics at Baseline Arm A (N=31) B (N=13) C (N=32) D (N=27) z
palbociclib and fulvestrant was superior to any single agent or dual combination (Figure 1). We hypothesized that simultaneous — 20
inhibition of these pathways would improve treatment efficacy. We conducted a Phase |b study of triplet therapy with gedatolisib Patients 1L: CDKi-Naive 2L+: CDKi-naive 2L/3L: CDKi-pretreated 2L/3L: CDKi-pretreated g 5
(G), palbociclib (I:").a CDK4/6 |.nh.|b|tor, an.d ET with .Ie.trozole (L) or fulves.trant (F) .|n women with ER+/H ER2-negahye ABC.. Age Study Treatment P+ L+ G (weekly) P+ F+ G (weekly) P+ F+ G (weekly) 3 kP + F/I G coff cz)
Manageable toxicity and preliminary antitumor activity were observed in 35 patients enrolled on the dose escalation portion Median 540 620 50 5 590 weeKs on/ 1 week o & -20
of the study (ASCO 2018¢). We now report results from the dose expansion study arms at the recommended Phase Il dose of Range 28-78 41-71 41-74 34-79 # of Evaluable Patients 27 13 28 27 W40
*
180 mg administered intravenously. Prior Therapies - All Stages ORR! (95% Cl) 85% (66%-96%) 77%2 (46%-95%) 32%23 (16%-52%) 63%2° (42%-81%) <z£ *
Prior Chemotherapy 15 (48%) 11 (85%) 29 (91%) 16 (59%) CBR* (95% Cl) 96% (81%-~100%) 100% (75%-100%) 79% (59%-92%) 96% (81%-~100%) T o
Prior SERD or SERM Therapy 18 (58% 10775 23(72%) 21(78%) Median PFS 95% Cl 31.1(16.9, NR 11.9 (3.7, NR 5.1(3.4, 7.5 12.9(7.4, 16.7 X .80
Table 1: Specificity and Potency of Gedatolisib Prior Aromatase Inhibitor Therapy 10 (32%) 10 (77%) 32 (100%) 23 (85%) edian PFS (mos) (95% CI) -1(169, NR) 937, NR) 134, 7.5) 9(7:4,16.7) | | |
Prior CDK4/6 inhibitor 0 (0%) 0 (0%) 32 (100%) 25 (93%) 1ORR is objective response rate in evaluable patients. ORR represents PR, except in Arm A, which had 1 CR. Responses by Physician Assessment per -100 ;glflzmngles,%B?g%nf'?.nﬁd ;RS; “unconfirmed PR
IC5, (nM; cell-free biochemical dose response analysis) Prior Therapies - Advanced Breast Cancer RECIST 1.1; 2Includes 2 unconfirmed partial responses; * ORR was superior in Arm D relative to Arm C in patients regardless of the number of prior - carebide: - light blue
1 1(3%) 8 (62%) 11 (34%) 17 (63%) therapies for ABC. In Arm C and Arm D, ORR for patients receiving 1 prior line of therapy was 33% and 56% respectively and for 22 prior lines of therapy -120
Gedatolisib is pOtjnt againSt/a” Class | ETE);K'G K/I\:/))'Ilf)_a PI3K-B |PI3K-y |PI3K-5 |mTORC1 |mTORC2 5 0 2 (15%) 17 (53%) 9 (33%) it was 32% and 78%; “ CBR is clinical benefit rate; 95% confidence interval calculated by Clopper- Pearson Exact method; NR is not reached
PI3K isoforms and mTORC1/2, wit % . . . .
. . . 3 or more 0 0 4 (13%) 0 Figure 5: Arm D Time to First Response, Duration of Response & Treatment
a superior mechanism of action that Cedatolisity 06 04 40 54 40 14 16 Number of Metastases . . . .
minimizes potential for activation caatols! | | | | | | | 1-3 14 (45%) 5 (39%) 14 (43%) 11 (40%) Figure 3: Progression Free Survival (PFS) Kaplan-Meier Curves 10175001 ~| I A >
of resistance mechanisms. No other 4 or more 17 (55%) 8 (61%) 18 (57%) 16 (60%) 1101135005 ~{ | >
an-PI3K/mTOR inhibitor is known Alpelisib 40 46 1156 250 290 - : 1.0 ] e
P . . (Pigray)? ’ ' ArmA ArmC 10135001 ~) |
to be under active development in SAFETY 10115007 ~{ (NN— e >
solid tumors. Everolimus ) ) ) ) ) 220 ) ArmB ArmD 10175002 ~ N 2
(Afinitor)® ' , . . . 0.8 +Censored 10115005 - |
Table 3: Patient Treatment Discontinuation igii:ggg £ Y V]
- . A
Arm A Arm D (N=27) > 10225001 - I
o o o o : —— o 0 0 o 0.6 10035002 — |NN—E—
Figure 1: Xenograft Data Consistent with Treatment Hypothesis LEEITED L O e T - it = i - Vi i\ i = ]
Discontinuation of Study Treatment 20 (64.5) 10 (76.9) 32 (100.0) 24 (88.9) e T T o Y 10035001 - A
Gedatolisib (G) with palbociclib (P) and fulvestrant (F) was evaluated in an ER+, HER2-, PIKBCA™t breast cancer mouse xenograft Reasons other than AEs 17 (54.8) 3 (61.5) 28 (87.5) 99 (81.5) g s - T |
model. During the dosing period, the G+P+F arm and G+P arm induced 90% and 80% tumor regression, respectively. G+F Global deterioration of health status 2 (6.5) 0 2 (6.3) 2 (7.4) O 0.4 10055006 - I A
induced 75% tumor growth inhibition. Furthermore, 65 days post dosing, tumor growth suppression was sustained in the No longer willing to participate in study 3 (9.7) 0 4 (12.5) 0 g igg::gg;
.. : | I A
G+P+F and G.l_P armS. ObJeChve progreSSK)n or relapse 10 (323) 8 (615) 22 (688) 17 (630) U) 10205001 N _
L
: Other L ! (3.2) 0 0 3 (11.1) o 0.2 10185003 -{ EEG— . A — Each bar (patient) starts from first dose to last dose,
Ce" Llne: MCF7 (ER+ HERZ' P|3KE545K) Protocol violation 1 (3.2) 0 i 0 - 0 - 10135006 + I last assessment, or death, whichever occurs last
Adverse Event Related to Study Drug 3 (9.7) 1 (7.7) 4 (12.5) 1 (3.7) 10055005 | I A
= y @
1000 - Adverse Event Not Related to Study Drug 0 - 1 (7.7) 0 - 0 00 — iggzgggf -— V¥ PR Start
- . A
. Death as reason of treatment discontinuation 0 (0.0) 0 (0.0) 0 (0.0) 1 (3.7) 10135002 - —— D sD Start
= o ) Ongoing at date of cut-off 11 (32.3) 3 (23.1) 0 0.0) 3 11.1) Arm A | 312524 242323 21 21 191916161514 1414 1412 1111 111111111010 9 7 6 5 33 1 0 10115001 | T — B Treatment Ongoing
= 800 ArmB | 13121210 9 9 9 988 7554 44 43 33 33 33 33 33 33 22 10 10185001 - E— ® Progession
= T ArmC [ 322920201515 11107 7 77 65 54 43 33 32 22 11 11 0 10055002 -| EE— Dk
= - Fulvestrant Table 4: Treatment Related and Emergent Adverse Events Arm D | 27 26 24 24 2222 18 171615 13121211 108 8 6 6 6 44 33 10 . L . T T S T T S S S L S i s S S A . S T S T B
s " L om0 EE e
> | Ej,vggt'fa'l?t+Gedato,isib T PRI ms(" ) So V% —yr 0] 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 TIME (MONTHS) SINCE FIRST DOSE
o 400 m-- : Fulvestrant + Palbociclib Adverse Event ;a €3 ra/e ra/e
= 5 i /A\I Gedatolisib e e e
= —— AT - = o Stomatitis’ 81 27 - PFS TIME (MONTHS)
3 ° T T _u—= - T Neutropenia/Neutrophil count decrease? 80 53 14
Sz ns I . . . g o F —JF—* Palbocicib+Gedatolisib Nausea 76 - - , , L CONCLUSIONS AND FUTURE DIRECTIONS
— 3 < 3 -~ o o ® Fulvestrant + Palbociclib + Gedatolisib Fatigue 68 11 : Table 7: Comparison of Patient Characteristics: Arm C vs Arm D
110 0 10 20 30 40 50 60 70 80 90 Dysgeusia 46 ] ] i Arm D (N=27) This Phase Ib study of gedatolisib in combination with palbociclib and ET demonstrated a favorable safety profile
1 AU R * 1 PD0332991 (Palbociclib) QD X21 70me/ke Days Vomiting 45 1 ] with manageable toxicity and a low number of treatment discontinuations due to related AEs. The most common
T 1t 1 1 1 Gedatolisib4 Q4D X5 10mg/kg Anemia 40 12 ] . . . Mean 41 Mean 69 AE was stomatitis; hyperglycemia was lower compared to other PI3K inhibitors reflecting differentiation of PK
R i T R Fulvestrant Day 1, 2, 3, 7, 11, 14 10mg/kg Diarrhea 34 4 - Duration of Immediate Prior Therapy (DIPT) (weeks) Median 28 Median 59 properties
Decreased appetite 32 0 Min, Max 7, 150 Min, Max 4,219 . : . . . w .
Leukopenia 32 13 3 Promising antitumor activity in both first and later line settings for ER+ ABC that compared favorably to historical
S T U DY D E S I G N Dry Mouth 27 - - Mean 29 Mean 52 COﬂtFOlS.
Eonzﬁpsﬁon ig 1 ' Duration of Study Treatment (DST) (weeks) Meaian i MERIRL ol Responses were also observed in cancers that were refractory to the last treatment.
€adache - - Min, M 1, 139 Min, M 7,112 . . . .
Pruritus 95 5 ] i, Tax n, Tax Two factors may explain the lower ORR and PFS in Arm C compared to Arm D: patient characteristics (see Table 7)
. . . ORR (%) / Median PFS (m) 32% / 5.1 months 63% / 12.9 months
Figure 2: Study Schema and Treated Patients Rash 24 5 _ and treatment schedule
e Patients with ER+/HER?2- ABC were treated in Rash maculo-papular 24 14 - e Arm C included twice as many patients who had received 2 or more prior therapies as Arm D (66% vs. 33%).
) Expansion Hyperglycemia 23 5 2 : : . . :
four-arms as shown in “Expansion” panel. Pre-/ (4 Arms) o reated reaction )3 T ) ) o e Exploratory analysis of ORR and duration of treatment (Table 8) found significantly higher ORR and longer
, , , able 8: Exploratory Analysis of Arm C and Arm D Patient Characteristics : - : ithi ithi
peri-menopausal women received ovarian Dose Escalation N =103 Lymphocyte count decreased 20 12 1 P Y Y flurijhd?g of tcr)iaément in Arm D VZ- A”S C Fi;“e”tts X’ho gr.ogre;:sedththln(i monfchtsh cle W'éh'n 12 mor}cthhs- .
: 2 cohort 3 : : : n addition, was superior in Arm D relative to Arm C in patients regardless of the number of prior therapies
suppression. ( ;O_ ;nsr 2 Arm A 1 Prophylactic treatment for stomatitis not initially included; Stomatitis Gr3: A(32%); B(39%); C(22%): D(22%); 2 Neutropenia and neutrophil count decrease Duration of Immediate Prior Treatment (DIPT) for ABC : > 5 > .
o . o . s 1st Line: were reported interchangeably for many patients; except for Arm B, the total for each neutrophil related category alone in all arms is well below levels DIPT <180 Days DIPT <365 Days '
e Dosing information: Palbociclib: 125 mg/day in 2 palbociclib + letrozole + gedatolisib typically reported for patients treated with palbociclib. : c > c > e This suggests that Arm D’s gedatolisib/palbociclib synchronized dosing schedule (3 wks on/1 wk off) may have
a 3 week on, 1 week off schedule; Letrozole : . ';‘Zt“:m'e C|°h°': " Arm B m played a significant role in the different outcomes between the Arms.
. palbociclib + letrozole + gedatolisi . . o : i ] s ] . )
2.5 mg/day; Fulvestrant: 500 mg intramuscular ~ 2L+ CDKi-naive: Table 5: Combined AEs of Interest by Arm # Evaluable pahentf with DIPT 12 (44%) 7 (27%) 20 (74%) 11 (42%) B A phase 3 study evaluating gedatolisib in patients with ER+/HER2- ABC is planned.
. tion on ¢ cle 1 da s 1 and 15 and ever palbociclib + fulvestrant + gedatolisib <185 or 365 days (/o of evaluable)
mjec 4 Y . 4 Fulvestrant Cohort Arm C Gedatolisib Dosing Schedule Weekly 3 wk on / 1 wk off* Weekly 3 wk on / 1 wk off*
28 days £ 3 days thereafter; Gedatolisib: palbociclib + fulvestrant + gedatolisib rm._ , Any Grade G3-4 Any Grade G3-4 Any Grade G3-4 Any Grade G3-4 ,
) | 2L/3L CDKi-treated: Median DIPT (days) 97 106 146 155
180 mg IV weekly (Arms A, B, and C) or three palbociclib + fulvestrant + gedatolisib Stomatitis or Mucosal inflammation 87% 32% 100% 38% 88% 22% 89% 22% References
(weekly) : : % % % % % % % % Medi D H f Studyv Treat t
weeks on/one week off (Arm D). Neutropenia .or Neutrophil countodecreased 71% 58% 100% 85% 66% 56% 81% 67% edian Duration or Study lreatmen 81 270 131 276 1. Turner NC, et al. (2015) doi: 10.1056/NEJMo0a1505270 Copbies of this poster obtained
Arm D Hyperglycemia or Blood glucose increased 32% 3% 31% 8% 25% 9% 26% 7% (DST, days) 2. Andre F. et al. (2019) doi: 10.1056/NEJMoal813904 P : P
e Tumor assessment performed at baseline and every 12-16 weeks until 2L/3L CDKi-treated: Rash (includes maculo-papular, pruritic, pustular, and papular) | 81% 45% 62% 38% 41% 3% 44% 7% Ratio of median DST vs. DIPT 0.8 2.6 0.9 1.8 3. Rugo HS, et al. (2020) doi: 10.1200/JCO.2020.38.15_suppl.1006 throfugh Quick IIQesponsle (QS) Code
progression or start of a new anti-cancer therapy. palbociclib + fulvestrant + gedatolisib AST or ALT increased 32% 10% 38% 8% 9% 3% 19% 4% 4. Baselga J, et al.(2012) doi: 10.1056/NEJM0a1109653 are 1or personal use only an
L (3 weeks on/1 week off) Diarrhea 61% 6% 31% 0% 31% 6% 52% 7% Overall Response Rate to Study Sk (e, VS PRI £ () el s 5. Dhakal A, et al. (2020). doi: 10.1177/1178223420944864 may not be reproduced without
e Endpoints: Primary - objective response assessed by the investigator; Secondary Colitis 3% 0% 0% 0% 0% 0% 0% 0% Treatment (95% Cl) (p = 0.0018) (p = 0.0043) ?- \F/OFGIIQL_'TOWG;{;& Et C;" (12001153; ;/F";O?g;%' 36(15_suppl): 1040-1040 permission from SABCS® and the
- y 7= % % % % % % % % . . . o . . . venkatesan : 10. jm p .
safety, duration of response (DOR), and PFS. Peumonttis 0% 3% 0% 0% S 0% 4% 4% DIPT: Duration of Prior Therapy; DST: Duration of Study Treatment; Responses by Physician Assessment per RECIST 1.1; 2 by 2 contingency table using 8. Fritsch 2014 DOI: 10.1158/1535-7163.MCT-13-0865 author of this poster.
No grade 5 AEs occurred in any Arm. Treatment emergent AEs start on/after the first study dose and up to 28 days from the last study dose. Fisher’s exact test for ORR p-value; *gedatolisib and palbociclib dosing schedule synchronized at 3 weeks on/1 week off 9. Schuler 1997 DOI: 10.1097/00007890-199707150-00008
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