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TRILACICLIB (G1T28): A CYCLIN DEPENDENT KINASE 4/6 INHIBITOR, IN COMBINATION WITH ETOPOSIDE AND CARBOPLATIN (EP) FOR EXTENSIVE STAGE SMALL CELL LUNG CANCER (ES-SCLC): PHASE 1b RESULTS
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* Chemotherapy-induced toxicity to the bone marrow and immune system has significant acute PRIMARY OBJECTIVES TABLE 1. SUMMARY OF STUDY DISPOSITION FIGURE 2. HEMATOLOGY ASSESSMENTS FIGURE 4. BEST CHANGE IN TUMOR Si1ZE FROM BASELINE
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* Trilaciclib (G1T28) is a highly potent and selective CDK4/6 inhibitor (CDK4/6i) in development to systemic antibiotics Efficacy population, n (%)’ 8 (80) 9 (100) 16- Treatment Day 400 Treatment Day -100
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DAMAGE BY CHEMOTHERAPY * Trilaciclib (starting dose of 200 mg/m?) is administered IV prior to EP on days 1-3 every _ _ _ Dotted horizontal lines represent clinically relevant thresholds of hematological toxicity. £ ﬁiggg: [——— - > Follow-Up Continuation
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T ALT < 2.5 X ULN or <5 X ULN in the presence of liver metastases, serum albumin > 3 g/dL TABLE 2. BASELINE PATIENT AND DISEASE CHARACTERISTICS FOR ENROLLED o '
CURRENT STANDARD OF CARE TRILACICLIB Neutropenia 1(10) 4 (40) 1(11) 0 a?
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» Growth factors stimulate proliferation of a hematopoietic stem cells, multipotent 1. Prior chemotherapy for limited or extensive-stage SCLC Investigations O 5+
single lineage (granulocyte or RBC) after progenitors (MPPs) and committed 2. Symptomatic brain metastases requiring immediate treatment A g 135 6 k= * In the Phase 1b part of the study, the combination of trilaciclib with EP was well
damage from cytotoxic chemotherapy progenitors (CPs) from cytotoxic chemotherapy 3. Concurrent radiotherapy to any site or radiotherapy within 2 weeks prior to enrollment g(e, year)s median 45 .80) (5176) Lymphocyte decrease 2(20) 1(10) 0 0 8 15 tolerated, with no episodes of febrile neutropenia or treatment-related SAEs
* G-CSF administration is associated with bone * Potential decrease of preferential myeloid 4. Significant cardiac or cerebrovascular disease range - - = . « Neutrophil count recovery appears to continue up to day 3 of the subsequent
pain, fever, preferential myeloid differentiation differentiation and bone marrow exhaustion 5 Receiot of . iaational medicati ithin 4 ks ofi I White blood cell decrease 3 (30) 1(10) 0 0 0 T T s i L
and bone marrow exhaustion « Potential for reduced use of ESA and G-CSE . Recelpt of any Investigational medication within 4 weeks prior to enroliment Gender, n (%) Day 1 Day 3 cycle, likely due to the Gy cell cycle arrest of HSPCs during the 3 days of trilaciclib
* ESA use is associated with hypertension, « Potential for reduced transfusions and ASSESSMENTS Male 4 (40) 7 (78) Infections and Infestations Individual neutrophil counts from Days 1 and 3 for all patients/all cycles are shown. administration
thrombosis, tumor progression and increased attendant conseduences : _ Mean neutrophils counts were significantly higher on Day 3 compared to Day 1 e F Grade 3/4 h toloqic TEAE ted at the trilaciclib 240 mg/m?
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« Transfusions are associated with infections * Tumor response after every even cycle until disease progression . . Pneumonia 1(10) 0 1(11) 0 using two-sided t-test. ose, suggesting a dose response effect in decreasing hematologic toxicities
transfusion reactions, immunosuppression * Hematology assessments at screening, days 1, 3, 8, 10, 15 of each cycle, the Post-Treatment ace, n (%) Metaboll 4 Nutrition Disord ® Anti-tumor activity in the Phase 1b portion of this study are promising with
and antigen sensitization with repeated Visit. and 60 davs after last dose White 8 (80) 8 (89) etabolism and Nutrition Disorders 15 of 17 evaluable patients responding to therapy (CR or PR; 88% ORR)
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transfusions African-American 2 (20) 1(11) * Assessment of neutrophil count recovery revealed: _ o _ .
Dehvdration 1(10) 0 1011) 0 , , ® These results support the hypothesis that trilaciclib will ameliorate the
TRILAcCICLIB DOSE SELECTION CRITERIA FOR PART 2 y ¢+ ANC values do not peak on Day 1 of each cycle, but continue to recover into the next significant acute and long-term consequences of chemotherapy-induced
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Platinum (cisplatin or carboplatin) plus etoposide is the standard of care for extensive-stage SCLC e Safety data included evaluation of cycle 1 toxcities as defined below: Not Hispanic or Latino 9 (90) 9(100) yp ¢+ Based on the kinetics of ANC recovery observed in Part 1, it may be reasonable to _ ' _ -
* Platinum/etoposide results in significant myelosuppression3® (Grade 3/4 neutropenia 47-92%, . 5IL for > 7 d Hispanic or Latino 1(10) 0 o . . o consider an ANC threshold of 1.0 X 10? cells/L to start the next cycle for future * Based on these results, the randomized part of the study is ongoing with the
leukopenia 8-66%, thrombocytopenia 10-46%, and anemia 7-34%), requiring growth factor ANC <0.5 X 10°/L for = 7 days *Toxicities were graded using NCI CTCAE (Common Terminology Criteria for Adverse Events), studies RP2D of 240 mg/m? (NCT02499770)
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* In one of the largest Phase Il trials evaluating carboplatin and etoposide (n=455 in the * Grade 4 thrombocytopenia or > Grade 3 thrombocytopenia with bleeding 0 2 (20) 5 (56) SELECTION OF TRILACICLIB RP2D
carboplatin/etoposide arm), the objective response rate (ORR) was 52% (1 CR) and the clinical ¢+ Unable to start next cycle of chemotherapy due to lack of recovery to an ANC > 1.5 X 10°/L . . . I . OTHER ONGOING TRILACICLIB TRIALS
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benefit rate (CBR) was 75% and platelet count > 100 X 10°/L . : : L 1. SCLC: second/third line with topotecan (NCT02514447)
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1. Bisi JE, Sorrentino JA, Roberts PJ, Tavares FX, Strum JC. Preclinical characterization of 4. Eckardt JR, von Pawel J, Papai Z, Tomova A, Tzekova V, Crofts TE, et al. Open-label, 8. Schmittel A, Sebastian M, Fischer von Weikersthal L, Martus P, Gauler TC, Kaufmann C, et No 8 (80) 8 (89) th b t . lated bleedi . ) )
G1728: A novel CDK4/6 inhibitor for reduction of chemotherapy-induced multicenter, randomized, phase Ill study comparing oral topotecan/cisplatin versus al. A German multicenter, randomized phase Il trial comparing irinotecan-carboplatin y or thrombocytopenia relate eeding have compromised bone marrow function); Cyde 2 started on time
myelosuppression. Mol Cancer Ther. 15,783-793 (2016). etoposide/cisplatin as treatment for chemotherapy-naive patients with extensive-disease with etoposide-carboplatin as first-line therapy for extensive-disease small-cell lung es . o ele . . T 2 . . qe 5
3. He's, Roberts PJ, Sorrentino JA, Bisi JE, Storie-White H, Tiessen RG, Makhul KN, Wargin small-cell lung cancer. J Clin Oncol, 2006:24: 2044-51, cancer. Ann Oncol, 2006;22: 1798-804. * Fewer Grade 3/4 hematological toxicities were reported in the trilaciclib 240 mg/m?cohort + Cohort 2 (trilaciclib 240 mg/m?) ACKNOWLEDGEMENTS | | ) -
WA, Tadema H, van Hoogdalem EJ, Strum JC, Malik R, Sharpless NE. Transient CDK4/6 5. Noda K, Nishiwaki A, Kawahara M, Negoro S, Sugiura T, Yokohama A, et al. Irinotecan plus 9. Rocha Lima C, Roberts P, Priego V, Divers S, Thomas M, Boccia R, et al. G1T28, a cyclin o . - ANCof 1.2 X 10%/L on pIanned Cycle 2,Day 1; CYC'E 2 delayed 1 day We thank and acknowledge all the patients, their families and study personnel for participating in the study.
inhibition protects hematopoietic stem cells from chemotherapy-induced exhaustion. Sci cisplatin compared with etoposide plus cisplatin for extensive small cell-lung cancer. N dependent kinase 4/6 inhibitor, in combination with etoposide and carboplatin for Abbreviations: ECOG, Eastern Cooperative Oncology Group. . . . . ) Wendy Anders, an employee of G1 Therapeutics, Inc., assisted with this poster presentation.
Trans| Med. 2017 Apr 26;9(387). Engl J Med. 2002;346: 85-91. extensive stage small cell lung cancer (ES-SCLC): preliminary results. Cancer Res July 15 * Based on the dose-dependent reduction in Grade 3/4 hematologic toxicities, improved
3. Socinski MA, Smit EF, Lorigan P, Konduri K, Reck M, Szczesna A, et al. Phase Il study of 6. Hanna N, Bunn PA, Jr.,, Langer C, Einhorn L, Guthrie T, Jr., Beck T, et al. Randomized phase 2016 (76) (14 Supplement) CT151. blood cell COUhtS, and PK/9'10 trilaciclib 240 mg/m2 was chosen as the RP2D (O30
pemetrexed plus carboplatin compared with etoposide plus carboplatin in chemotherapy- Il trial comparing irinotecan/cisplatin with etoposide/cisplatin in patients with previously 10. Hart L, Roberts P, Ferrarotto R, Bordoni R, Conkling P, Patil T, et al. G1T28, a cyclin b ,;;.f% _ﬂ;a
naive patients with extensive-stage small-cell lung cancer. J Clin Oncol. 2009;27: 4787-92. untreated extensive-stage disease small-cell lung cancer. J Clin Oncol. 2006;24: 2038-43. dependent kinase 4/6 Inhibitor, in combination with topotecan for previously treated Contact email address: pjr@g'l therapeutics.com -T'EG”@g”l
7. Hermes A, Bergman B, Bremnes R, Ek L, Fluge S, Sederholm C, et al. Irinotecan plus small cell lung cancer: preliminary results. JTO. 2017; 12(1): 5696. f*n‘_.f""%%
carboplatin versus oral etoposide plus carboplatin in extensive small-cell lung cancer: a (ORBE e
randomized phase Ill trial. J Clin Oncol. 2008;26: 4261-7. Copies of this poster obtained through Quick Response (QR) Code are for personal use only and may not be reproduced without permission from ASCO® and the author of this poster.

2017 ASCO Annual Meeting « June 2-6, 2017 - Chicago, IL




