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PRESERVE 2: A PHASE 3, RANDOMIZED, DOUBLE-BLIND TRIAL OF TRILACICLIB VERSUS PLACEBO IN PATIENTS RECEIVING FIRST- OR SECOND-LINE
GEMCITABINE AND CARBOPLATIN FOR LOCALLY ADVANCED UNRESECTABLE OR METASTATIC TRIPLE-NEGATIVE BREAST CANCER

SHoM GOEL'; JOYCE O’SHAUGHNESSYZ; ANTOINETTE R. TAN?; BORIS KRASTEV4; HOPE RuGO®; PHILIPPE AFTIMOS®; DENISE A. YARDLEY”; ZORAN ANDRIC?; CURT WOLFGANG?; JESSICA A. SORRENTINO®; WENLI TA0%; ANDREW BEELEN?; RAJESH MALIK®; AND SARIKA JAIN®

" PETER MACCALLUM CANCER CENTRE, MELBOURNE, AUSTRALIA; 2 BAYLOR UNIVERSITY MEDICAL CENTER, TEXAS ONCOLOGY, US ONCOLOGY, DALLAS, TX, USA; ® LEVINE CANCER INSTITUTE, ATRIUM HEALTH, CHARLOTTE, NC, USA; * MHAT HOSPITAL FOR WOMEN HEALTH NADEZHDA, SOFIA, BULGARIA; S UNIVERSITY OF CALIFORNIA SAN FRANCISCO COMPREHENSIVE CANCER CENTER,
SAN FRANCISCO, CA, USA; ¢ INSTITUT JULES BORDET, UNIVERSITE LIBRE DE BRUXELLES, BRUSSELS, BELGIUM; 7 SARAH CANNON RESEARCH INSTITUTE AND TENNESSEE ONCOLOGY, NASHVILLE, TN, USA; & CLINICAL HOSPITAL CENTRE BEZANIJSKA KOSA, BELGRADE, SERBIA; ® G1 THERAPEUTICS, RESEARCH TRIANGLE PARK, NC, USA

INTRODUCTION PRESERVE 2 STUDY UDY DESIGN

+ Chemotherapy, alone or in combination with immune checkpoint » PRESERVE 2 (NCT04799249) is a phase 3, - OPTIONAL BioPsy COLLECTION
inhibitors, is the standard of care for patients with metastatic multicenter, randomized, double-blind, atients Treatment phase Survival
triple-negative breast cancer (mTNBC)'-3 placebo-controlled, 2-cohort study evaluating the ~N follow-up * To evaluate the impact of trilaciclib on changes to the tumor-associated immune
+ However, not all patients with programmed death-ligand 1 safety and efficacy of trilaciclib versus placebo Cohort 1 (n = 170)° Stratification response in TNBC, immunophenotypic changes will be compared between tumor
(PD-L1)—positive TNBC are appropriate candidates for administered prior to GCb for patients receiving Patients receiving factors: Trilaciclib brior to GCb biopsies from patients receiving trilaciclib or placebo prior to GCb
immune checkpoint inhibitor treatment, and some patients first- or second-line treatment for first-line GCb : PP'U status » on da 51 and 8 conineni « For patients who consent to optional biopsy collection, fresh tumor biopsies from a
with PD-L1-negative TNBC may not derive clinical benefit* advanced/metastatic TNBC (PD-1/PD-L1 inhibitor-naive : ﬁ'tseen’j‘:f'ffee - every)/l 21 days - Unacceptable toxiciy recurrent/metastatic lesion will be collected at baseline and on-treatment, prior to
* Additionally, chemotherapy-induced immunosuppression may « This study is designed to confirm the OS benefit population) . Count s - Progressive disease cycle 2
affect antitumor efficacy, owing to an inability of the host immune seen in the phase 2 study, and to evaluate efficacy & = I — Every + Archival tissue is acceptable for use as the baseline sample if no systemic
system to effectively mount a response against the cancer’ in a post-checkpoint inhibitor population ~ E Co'rt]sern"‘twa « » 3 months therapy or local radiation has been administered between biopsy and
TRILACICLIB MECHANISM OF ACTION Cohort 2 (n = 80) g Discontinuation by randomization
= =4 . . . . . . . . . .
STUDY OBJECTIVES Patients recelving No S Placebo prior to GCb e e e + Target participation for optional biopsy collection is 80 patients, including
Trilaciclib (IV myeloprotection therapy) 9” PRIMARY OBJECTIVE second-line GCb stratification » on days 1 and 8 « End of study ~60 patients from cohort 1 and ~20 patients from cohort 2
= |V inhibitor of CDK4/6, administered prior to chemotherapy® 0 To evaluate the effect of trilaciclib prior to (preViOUSIV tregteq With a factors every 21 days
= Transiently arrests HSPCs and immune cellsin the G1 phase GCb versus placebo prior to GCb on OS PD-4/PD-L1 inhibitor) L | Stamsmcs
of the cell cycle during chemotherapy exposure, protecting S « Data f h cohort will b I d tel
them from chemotherapy-induced damage®-'! Kev S CRER - - - - - ata from each conort will be analyzed separately
EY SECONDARY OBJECTIVE Optional tumor biopsy prior to C2D1 in up to 80 patients « An interim analysis for OS will be performed for cohort 1 when ~70% of required
) v T o ontons’ qally ol 30 event have been cbseried
o " : ; - i 2 The percentage of PD-L1-negative patients in cohort 1 will be limited to ~60%. . i i H iati P _fati i
measured by time to first confirmed Prlmary prophylaxlswnh G CSF wwII be prohibited i in cycle 1, although therapeutic G-CSF will be allowed. Following completion of cycle 1, G-CSFs (prophylactic or therapeutic) will be permitted per standard If the primary analySIS of OSis stat|st|cally Slgnlﬁcant' then TTCD fatlgue will
T ——— 'v:lr:l';c:: Incroasas patients/abiityto det f f fati TTCD-fat agem i ionand red blood oeII transfusions will be allowed per investigator discretion. be analyzed
adverse events (less neutropenia, myeloig PUSTIN receive longer duration of eterioration of fa [9Le ( a Igue) C, cycle; D, day GCb, i ; G-CSF, i ing factor; PD-1, death protein-1; PD-L1, programmed death-ligand 1.
anemia, and thrombocytopenia) lineages chemotherapy-based regimens

Decreases rescue interventions Protects PATIENT ELIGIB"‘ITY CRITERIA ENDPOINTS STUDY SlTES

Protects the immune system from

f transfusions, less G-CSF, lymphoid cell
(aﬁévféJear"ﬁo”sﬂﬁgﬁia?fns) . el damage by chemotherapy Key inclusion criteria Key exclusion criteria Primary endpoint

Improves patients’ quality of life Improves fEnhanues T-cell activation and Adult pa“ems (2 18 pES of age) Prior treatment with gemcnabme Overall survival
(sl s LuluCLL R - favorably alters the tumor Confirmed locally advanced unresectable or Prior treatment with carboplatin if completed .
feigue) i mictoenvironment metastatic TNBC < 6 months prior to first metastatic recurrence o fK:y DI enjp:":/.\cn -
i Ki - G-l 1 i ing factor . . . . . L -1al s B
ﬁgg“c{shve%ampmeﬁmm po prélgérsi;mcrg]nv, hribeny acn No PD-1/PD-L1 inhibitor and no prior therapies in Malignancies other than TNBC within 3 years |
the metastatic setting (cohort 1); prior PD-1/PD-L1 prior to randomization Other secondary endpoints Exploratory endpoints United States
+ Trilaciclib is an intravenous (IV) cyclin-dependent kinase (CDK)4/6 inhibitor for 2 4 months’ duration and documented Symptomatic CNS metastases and/or 08 in PD-L1-positive/negative Pharmacodynamic effects in Europe
inhibitor indicated to decrease the incidence of chemotherapy- PD-L1-positive status (cohort 2) leptomeningeal disease requiring immediate subgroups (cohort 1 only) tumor and blood :
induced myelosuppression in adult pafients when administered prior Archival tumor tissue available, or fresh biopsy treatment with radiation therapy or steroids PFS Antitumor efficacy by \ (Russia
to a platinum/etoposide- or topotecan-containing chemotherapy to be obtained ) i Antitumor activity CDK4/6-dependence status ;
regimen for extensive-stage small cell lung cancer® Receipt .°f any cytotoxic ghemotherapy or (ORR, CBR, TTR, DOR, and BOR, China i
) ) ECOG performance status of 0 or 1 PD-1/PD-L1 inhibitor therapy (if relevant) < 14 days per RECIST v1.1) Australia |
« Arandomized, open-label, phase 2 trial (NCT02978716) compared . prior to first dose of study drugs :
trilaciclib prior to gemcitabine plus carboplatin (GCb) with GCb alone Adequate organ function = ! aﬁm&rﬁéﬁmmﬁg{gﬁs
in patients with TNBC™ Resolution of nonhematologic toxicities from prior Known hypersensitivity to carboplatin T ——
« Although the primary endpoint of myeloprotection was not met, therapy to grade <1 or other platmum-conta!tmlng compounds, syef otsm th":" ebfT:ys
ini i i i i or mannito afety and tolerabili R
Gosenvd n e It o.teatpopution wih ban Predited I expectancy of >3 morihs brognan o acatng women 7
PD-L1-positive and -negative tumors'314 Vaccination against COVID-19 permitted ngNFI{ best overal esponse; CBR, clmlcalbenefé)gts gﬁ;?ég ocfyrcelgl)gss:ndem kinase 4/6; TOt:'«ll study 5|tes-: 115 . .
= Among all patients, median OS was 20.1 months with FACIT-F, Functional Assessmentof Chronic liness Therapy—Fatigue; Estimated date first patient randomized: Q2 2021
g ; ORR, obj 08, overall sunvival; PD-L1, d deatfligand 1; . .
trilaciclib plys GCb versus 1.2-6 months W'th GCb alone CNS, central nervous system; ECOG, Eastern Cooperative Oncology Group; PD-1, programmed death protein-1; PD-L1, programmed death-ligand 1; PFS, ;J;,féﬁ,?ﬁfgg zsrrvai\l/eal;REé)‘\/se{?RseL;;/g;ase Eva|ua§£ﬁgc'?i?;',”i: in ;;tid %%%10,3; Estimated date last patient completed: Q2 2024
(hazard ratio 036) in the primary anaIyS|s‘3 TNBC, triple-negative breast cancer. TTCD-fatigue, time to first confirmed deterioration of fatigue; TTR, time to response.
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