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PATIENTS WITH METASTATIC TRIPLE-NEGATIVE BREAST CANCER WHO RECEIVE TRILACICLIB PRIOR TO CYTOTOXIC CHEMOTHERAPY EXHIBIT IMPROVED SURVIVAL
AFTER RECEIVING SUBSEQUENT ANTICANCER THERAPY

SHom GOEL'; JoyCE O’SHAUGHNESSY2; KUN-HuI Lu'; ANDREW BEELEN3; SYMANTHA MELEMED?; JOHN S. YI3; MICHAEL DANSO*; AND ANTOINETTE R. TAN®
' THE SIR PETER MACCALLUM DEPARTMENT OF ONCOLOGY, UNIVERSITY OF MELBOURNE, MELBOURNE, AUSTRALIA; 2 TEXAS ONCOLOGY-BAYLOR CHARLES A. SAMMONS CANCER CENTER, DALLAS, TX, USA; ® G1 THERAPEUTICS, INC., RESEARCH TRIANGLE PARK, NC, USA; 4 VIRGINIA ONCOLOGY ASSOCIATES, NORFOLK AND VIRGINIA BEACH, VA, USA; 5 LEVINE CANCER INSTITUTE, ATRIUM HEALTH, CHARLOTTE, NC, USA

INTRODUCTION

ADDITION OF TRILACICLIB TO a-PD-1 AND a-LAG3 RESULTS IN SMALLER TUMORS FOLLOWING
RECHALLENGE IN SURVIVING MICE

« Among patients who received SACT, median (95% CI) OS relative to time since start of first SACT was
14.0 (9.0-not estimable) months in the prior trilaciclib plus GCb group versus 5.8 (4.8—7.2) months in the

TABLE 1. DEMOGRAPHIC AND CLINICAL CHARACTERISTICS

Prior Trilaciclib Plus GCb

Prior GCb Only

. inistaring trilacicl; ®- i i i i isi - - i ] = * Fi
Administering tr|Ia0|cI|t? (COSELA. G Therafeutps, Inc.), an mtrlavenous myeloprotection therapy, prior J.[O hraCte"suc Median (range), years 6(39) 5(37) prior GCb-only group (P = 0.001; Figure 2) » Administering trilaciclib enhanced the efficacy of combination immunotherapy with a-PD-1 plus a-LAG3
chemotherapy re§ults In the transient ar.rest 0 cychn-c?ependent kinase f(CDK)4/6-dependent hemaltop0|et|c Rgce n (%) White =) 32 (74.4) 16 (80.0) — Seven of eight mice that received trilaciclib plus a-PD-1 and a-LAG3 survived treatment (complete response)
stem and progenitor ceIIs.(HSPCs) and immune cells in the G1. phase. 0 the.cell cycle, thus protecting these Sk o Ao A 5140 31150 FIGURE 2. OS RELATIVE TO TIME SINCE START OF FIRST SACT ~ Three of eight mice survived following treatment with a-PD-1 plus a-LAG3
cells from chemotherapy-induced damage and modulating antitumor immunity'-3 : ' ' o . . . . . . . .

Asian 4(9.3) 0 1.0 —— Prior trilaciclib plus GCb * Following rechallenge in the opposite flank of the surviving mice, tumors implanted in those previously treated

« Data from murine models suggest that trilaciclib-induced inhibition of CDK4/6 may preserve the long-term Other 1(23) 1(5.0) —— Prior GCb only with trilaciclib grew to a smaller volume and regressed faster than in the controls (Figure 4)
function of HSPCs and improve T-cell memory?4-5 ECOG PS, n (%) 0 27 (62.8) 9(45.0) y 087

1 16 (37.2) 11 (55.0)

* In an open-label phase 2 trial in 102 patients with metastatic triple-negative breast cancer (mTNBC; Time from end of study treatment to first SACT | Median (range), months 0.95 (0.07-6.41) 120 (0.72-4.90) 2 0.6 - FIGURE 4. (A) COMBINING TRILACICLIB WITH 0-PD-1 AND a-LAG3 IN THE CT26 MODEL: EFFECTS ON
NCT02978716), administering trilaciclib prior to gemcitabine plus carboplatin (GCb) significantly prolonged ECOG PS, Easter Cooperative Oncology Group performance status; GCb, gemcitabine plus carboplatin: SAGT, subsequent anticancer therapy, = (B) SURVIVAL AND (C) TUMOR VOLUME FOLLOWING RECHALLENGE IN SURVIVING MICE
overall survival (OS; a secondary endpoint) compared with administering GCb alone (median 19.8 vs 12.6 E 04 -
months; hazard ratio 0.37; P < 0.0001), with a nonsignificant trend toward improved progression-free survival SURVIVAL OUTCOMES £ L A
(PFS; median 9.0 vs 5.7 months; hazard ratio 0.62; P =0.13)"8 « After a median follow-up time of 12.7 months, deaths were observed in 22/43 patients in the prior trilaciclib plus 0.2 1 x 106 CT26 tumor cells Biweekly a-PD-15 mglkg 1 x 106 CT26 tumor cells
— Administering trilaciclib prior to GCb resulted in significantly fewer peripheral CD8+ T cells and GCb group and 17/20 patients in the prior GCb-only group subcutaneously injected and a-LAG3 10 mgrkg subcutaneously injected

: , : : _ A H : A niAll : ) into right flank + weekly trilaciclib 100 mg/kg into opposite flank
myeloid-derived suppressor cells after 2 cycles compared with baseline, and enhanced T-cell effector Median time on treatment was 5.5 months in the trilaciclib plus GCb group and 3.3 months in the GCb-only group 0.0 l l l l l l l l l l l l
function compared with administering GCb alone®  Median (95% CI) OS in patients who received SACT following trilaciclib plus GCb was 32.7 (15.3-not estimable) 0 3 6 ) Tirrz sinc; itart o1f?‘irst SijCT miiths 2r 3033 36 l l l
: - : : N : months compared with 12.8 (8.3-17.8) months in those who had received prior GCb only (P = 0.001), with i ’ Tumor volume and weight

* Here, we report results from a post hoc analysis that aimed to examine survival outcomes in patients with increasing scgparation of surv(ival curve)s over time (Table 2; Figure 1) p a ) N::Tobrirrﬁ;;;:b plus GCb 43 38 33 26 18 15 12 9 4 3 2 0 Tumor growth .~ Treatment Remission _ measured 2-3 times per week -
mTNBC who received subsequent anticancer therapy (SACT) after receiving GCb with or without trilaciclib _ S AR , _ Prior GCb only 20 18 9 5 4 3 0 (7Tdays)  ° o (150 days) ~ ~ i
n the phase 2 trial — Median OS and PFS were higher in the prior trilaciclib plus GCb group compared with the prior GCb-only ~ y 7 7 y ~

W P | uat T.cell , inical model group, regardless of the type of SACT received GCb, gemcitabine plus carboplatin; OS, overall survival; SACT, subsequent anticancer therapy. Tumor-_bearing Surviving mice | Rechallenge
— Ve &S0 cvalliale memory [-CEll TeSponses In preciinical modeis — Improved OS and sustained separation of curves were also observed in patients unable to receive SACT mice (complete tumor regression)
(trilaciclib, n = 25; placebo, n = 14), although the magnitude of benefit was smaller (median 9.4 vs 5.4 months) SINGLE-DOSE TRILACICLIB INCREASES TUMOR-INFILTRATING CD8+ CENTRAL MEMORY T CELLS
B C
METHODS TABLE 2. PFS AND OS BY SACT IN THE PHASE 2 INTENTION-TO-TREAT POPULATION CoMPARED WITH DAILY DosiNG 0 5
. ' ' ing. single- ilaciclib i -infiltrati 1 — Trilaciclib plus a-PD-1 and a-LAG3 (n = 7
+ In the phase 2 trial, patients with < 2 prior chemotherapy regimens for locally recurrent or mTNBC were Prior Trilaciclib Plus GCh (n = 63) Prior GCb Only (n = 34) Compared with gally dosing, glngle dpse trilaciclib mcregsed the number of tumor-infiltrating CD8+ central rilaciclib plus a_n a (n=7)
. . N , , , , . , memory T cells in the tumor microenvironment on day 7 in both the CT26 and MMTV-rtTA/tetO-HER2 models - —— 0-PD-1and o-LAG3 (n = 3)
randomized 1:1:1 to receive GCb on days 1 and 8 (n = 34), trilaciclib prior to GCb on days 1 and 8 (n = 33), or Patients, PFS, Median 0S, Median Patients, PFS, Median 0S, Median :
trilaciclib alone on days 1 and 8 and prior to GCb on days 2 and 9 (n = 35)’ n (%) (95% CI) (95% CI) n (%) (95% CI) 195% C1) (Figure 3A and 38) 80 -
y P y Any SACT 43 (63.2) 11.3(8.8-13.9) | 32.7 (15.3-NE) 20 (58.8) 8.3(48-NE) | 12.8(8.3-17.8) B

* To determine if trilaciclib improved outcomes in patients who received additional therapy after GCb, a post hoc Gemcitabine 16 (23.5) 13.9 (7.3-14.6) | NR(15.3-NE) 6 (17.6) 135 (8.3-NE) | 15.8 (7.5-NE) FIGURE 3. EFFECT OF SINGLE VS DAILY DOSING OF TRILACICLIB ON TUMOR-INFILTRATING CD8+ CENTRAL § "’g 100
exploratory survival analysis was performed using data from patients who received any SACT; the 2 trilaciclib Capecitabine 12 (17.6) 109 (7.3-NE) | 327 (5.1-NE) 4(11.8) 9.2 (9.2-NE) 15.8 (9.7-NE) MEMORY T CELLS ON DAY 7 IN (A) THE CT26 MoDEL AND (B) THE MMTV-RTTA/TETO-HER2 MODEL 2 907 &
groups were combined for this analysis Eribulin 11(16.2) 10.9 (6.4-NE) | NR(15.3-NE) 7 (20.6) 48 (14-NE) | 105 (4.8-16.0) 5 g

. . . . Taxane 12 (17.6) 119 (1.3-NE) | 32.7 (10.2-NE) 7(20.6) 9.2 (1.9-NE) 18.5 (4.2-NE) A B = _ S
= OS defmled as the time to death (event), was plotted for each treatment group using Kaplan-Meier product Carboplatin 13(194) 139 (73NE) | NR (15.3-NE) 5 (14.7) 8.8 (8.3-NE) 13.9 (75-NE) CT26 MMTV-rfTA/tetO-HER? 2 40 s .
limit survival curves PD-L1 inhibitor 9(13.2) 109 (1.2-NE) | 32.7 (3.9-NE) 5(14.7) 4.8 (1.4-NE) 7.5 (4.8-NE) N L — Triaciclb plus -PD-1 and cLAG3 0 = § =

» Murine models of colorectal cancer (CT26) and breast cancer (MMTV-rtTA/tetO-HER2) were utilized to quantify No SACT 25 (36.8) 6.2 (4.3-9.0) 9.4 (7.1-NE) 14 (41.2) 3.3(0.1-9.9) 5.4 (0.3-NE) 150 - * 30 ~ | 04 pptadalAGI (-8
the infiItration Of central memory T cells in the tumor microenvironment 7 days after a single dose Of trilaciclib or GCb, gemcitabine plus carboplatin; NE, not estimable; NR, not reached; OS, overall survival; PD-L1, programmed death-ligand 1; PFS, progression-free survival; ¥
) ) ) . o SACT, subsequent anticancer therapy. I
immediately after 7 consecutive daily doses of trilaciclib o * > o 0 . . . . 0 . . . .

b= £

 Memory T-cell recall responses were also evaluated in the CT26 model FIGURE 1. OS IN PATIENTS WHO RECEIVED SACT 5 . 5 0 20 40 60 80 0 7 14 21 28
— Tumor-bearing mice were treated once weekly with combined anti—-programmed cell death protein-1 1.0 ——— Prior trilaciclib plus GCb ‘é 100 - 'é 20 — Days post treatment Pays post rechallenge

(a-PD-1; 5 mg/kg; clone RMP1-14) and anti-lymphocyte-activation gene-3 (a-LAG3; 10 mg/kg; clone —— Prior GCb only 8 8_ LAG3, lymphocyte-activation gene-3; PD-1, programmed cell death protein-1.
C9B7W) antibodies, with or without concomitant trilaciclib (100 mg/kg), followed by a second dose of a-PD-1 0.8 T % ® % o
and a-LAG3 after 3 days 8 - o - ¢ CONCLUSIONS
— Surviving mice (ie, those with complete tumor regression) were rechallenged 150 days later with CT26 cells S 067 a T §
i i i i - = S — + « Data from the randomized phase 2 trial suggest that patients with mTNBC who received trilaciclib prior to
injected into the opposite flank, and tumor volume and weight were measured 2-3 times per week = £ 5 o o Te 3 104 —_ a p 99 p p
S 047 b 2 7 1 2 cytotoxic chemotherapy have prolonged survival, which is notably improved for patients who receive any SACT
£ < o F T o following discontinuation of trilaciclib
RESULTS 0.2 7 1. 3 $: ® o :o', o~ o % — Improved OS in patients receiving trilaciclib may be associated with preservation of the lymphoid lineage
o o . . _:_é‘; . ® —.E? and expanded memory T-cell pool, which is critical for long-term immune surveillance and in eliciting rapid
PATIENT DISPOSITION AND CHARACTERISTICS 0.0 ! ! ! ! ! ! ! - - - - ! o Yo o000
0 3 6 9 12 15 18 21 24 27 30 33 36 ) vsis’s 0 Y | 0 rocall respanses o | .
» Demographic and clinical characteristics, including time from end of study treatment to first SACT, and type of Time since randomization. months ' ' ' . o o » Data from murine models suggest that trilaciclib-mediated transient CDK4/6 inhibition may enhance tumor
ior trilacicli - - Number at risk ’ Citrate buffer  Trilaciclib Trilaciclib Citrate bufter  Trlacicllb Trlacicllb infiltration of CD8+ central memory T cells and augment memory T-cell recall responses
SACT, were balanced between the prior trilaciclib plus GCb (n = 43) and GCb-only (n = 20) groups (Table 1) Provtiacidlibplus 6o 43 43 3 35 s 20 26 2 . ; ) . singledose daily dose singledose daily dose ratior fraim W. . 9 ry reca .p
- Overa”’ 61.7% of patients received SACT’ most Common|y gemcitabine’ Capecitabine’ eribu”n’ taxaneS, Prior GCb only 20 20 18 14 11 8 5 3 3 0 ‘P <005 « OSis belng evaluated in patlentS with mTNBC in the phase 3 trial of trilaciclib prior to GCb (PRESERVE 2,

checkpoint inhibitors, carboplatin, and anthracyclines
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GCb, gemcitabine plus carboplatin; OS, overall survival; SACT, subsequent anticancer therapy.
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