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Clinically significant, multi-lineage myelosuppression is a major
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FIGURE 5. INCIDENCE OF MAJOR ADVERSE HEMATOLOGIC EVENTS (MAHE)

G{O

THERAPEUTICS

FIGURE 7. PROGRESSION FREE SURVIVAL
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Here, we report randomized, open-label efficacy and safety data of multiple lineages myelosuppression frequency determined using patients with available RNA expression data. > 5days), RBC transfusions on/after 5 weeks, and platelet transfusions. The number of events for each component is derived months (Groups 2+3)) with a HR (95% ClI) = 0.50 (0.27, 0.92), p=0.0189

the addition of trilaciclib to standard mTNBC cytotoxic chemotherapy

~_ STUDYDESIGN

® Overall demographic data are similar across the groups: mean age (55-58 years), race distribution (66.7-82.4%
white), country (15.2-22.9% ex-US), ECOG (40.0-55.9% ECOG=1), prior systemic anticancer treatment
(75.8-85.7% any treatment), breast cancer gene (BRCA) classification (61.8-68.6% untested)

® 4 (Group 1),10 (Group 2), and 9 (Group 3) patients are still on treatment
® Treatment discontinuation due to adverse events is similar across groups: 7 (Group 1), 6 (Group 2), and

FIGURE 3. FREQUENCY OF MYELOSUPPRESSION EVENTS
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Event rate by cycle (%)

Event rate by week (%)

as the number of episodes with a unique start date during the treatment period, with the exception of prolonged severe
neutropenia and all-cause dose reduction, which are reported as number of cycles with any episodes. The graph depicts
mean cumulative instances over time. A negative binomial regression model was used to evaluate the statistical differences
between Group 1 and Group 3.

® The addition of trilaciclib to GC significantly decreases the rate of occurrence of MAHE (p=0.0181)
compared to GC alone, with significant decreases in all-cause hospitalizations (p=0.0099), prolonged

® Analysis of 6-month PFS demonstrates the probability of patients remaining progression free at 6 months
is higher for patients receiving GC + trilaciclib compared to patients receiving GC alone (42% (Group 1),
69% (Groups 2+3), p=0.0169), suggesting that adding trilaciclib to GC extends PFS

FIGURE 8. FOREST PLOT FOR PFS

Hazard Ratio (Combined Group 2 and 3 vs Group 1)

LOT=Lines of Therapy, Trila=Trilaciclib, PD=Progressive Disease, WD=Withdrew, DC=discontinued, PI=Principal Investigator,
ANC=absolute neutrophil count, IV=Intravenous, AUC=area under curve, 0S=Overall Survival, PTV=Post Treatment Visit, FU=Follow Up

Dose modifications are defined as (1) dose reductions, (2) cycle delays, and (3) D8/9 dose not given.

® The addition of trilaciclib to GC decreases the rate of dose modification events over time with the

greatest decrease in cycle 1 compared to GC alone

Note: Across all groups, TEAE Grade >3 data include only one Grade 5 TEAE (Group 1, right ventricular failure, unrelated)
® The most frequent TEAEs are common events attributable to cytotoxic chemotherapy
® No trilaciclib related serious adverse events (SAEs) reported to date
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® Patients receiving GC + trilaciclib have a higher response rate and longer PFS compared to GC alone

. ) i o 6 (Group 3) severe neutropenia (G4 > 5 days) (p=0.0406), and RBC transfusions on/after 5 weeks (p=0.0197) Subgroup No. of Patients (%) HR  95%Cl P Value
Phase 2, open-label, global, multicenter study of the safety, efficacy, e Endpoints were pre-specified to assess the effect of trilaciclib on: ® 29% of patients had died at the time of the tumor efficacy data cut (11 (Group 1), 9 (Group 2), and 10 (Group 20+ 1 Overall (ITT) 102 (100) | 5 ; 05 [027,092] 00189
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negative (local assessment of IHC; < 10% nuclei staining) and transfusions, and the duration of severe neutropenia TABLE 3. SUMMARY OF Dose ExPoSURE AND Dose MODIFICATIONS Event unit varies due to the timing in which events may occur for the patient (cycle vs week). Events occurring by cycle 2 c —=- Group 2 GC +trila x 1 population of CD8+ T cells after ex vivo non-Caucasian 24 (235) : : o ' | 047 [0A1.1.92] 03482
HER2 ti ASCO CAP .. . are limited by the lab sampling schedule within the cycle (total # cycles with event/total # cycles administered). Events 2D 2.04 =+ Group 3 GC +trilax 2 stimulation (IFNy+1L-17A-(CD3-+CD8+)) TR
- -hegative per . ) + Adverse events (AEs) and additional safety endpoints _m occurring by week are events that can occur at any time during study participation (total # events/total duration of - Cell vo ulationz in whole blood were; Yes ey [ : — — Gl e
Patients had adequate organ function, ECOG 0 or 1, CNS disease not + Pre-specified exploratory composite endpoint: Major Adverse (GC +trilax 1) | (GC +trilax 2) treatment in weeks), with the exception of RBC transfusions, which were included only if occurring on/after 5 weeks. A - 'g 1.5+ anal pze% by flow cvtometry at the rec ' ' ' T '
requiring immediate |ntervent|9n, a“f’ 0-2 prior Il.nes of ther.apy n Hematologic Events (MAHE) Safety Analysis Set, n 30 33 35 negative binomial regression model was used to evaluate the statistical differences by Group. *p<0.05. 8 ha indi c);t ed tirr}:e points ;{c Covanze Central Egs"_?\;SA 83 614) . [ _ | , L4 b2rosy ogse
the Ig.cally rec:-rrent/met-astatlc Sett'?’ S‘g‘“‘i.'“" :hﬁrapy in I:he + Antitumor efficacy: evaluated based on RECIST, Version 1.1 for Duration of exposure ® The addition of trilaciclib to GC decreases the frequency of occurrence of myelosuppression events 5 I B ey Wiy, Laboratories. Analyses were completed —
neoadjuvant/adjuvant setting was considered a line of therapy when best overall response (BOR), objective response rate (ORR), and Weeks, median (min, max) 14.4 (3, 36) 20.0 (6, 49) 19.0 (3, 47) and their consequences compared to GC alone + E at Fios Genomics and included only g 2 ) ’ ar L | 051 [036.250] 07604
disease recurred < 12 months after treatment progression-free survival (PFS); overall survival (OS) , , £ 5 0.5 patients who received 3+ cycles of Number of prior lines therapy
e Prophylactic growth factors were not allowed in cycle 1; otherwise, o Data presented here are from the following data cuts: 30Jul2018 for Cycles, median (min, max) 40,11) 7(2,15) 6(1,14) FIGURE 4. SUMMARY OF PATIENTS WITH GRADE 3/4 HEMATOLOGIC LABORATORY ABNORMALITIES = € chemotherapy with statistical outliers 0 g4 e27) , S — % el
supportive care was allowed as needed multi-lineage myelosuppression endpoints and 01Nov2018 for Cumulative Dose He:gogwbm :zz:§;§§+wax1 Each axis of the chart represents the proportion (%) of 00 C1ID1 C3ID1 CSID1 C7ID1 excluded _Error pars represent 9% i [ !
tumor efficacy endpoints Gemcitabine dose, median mg/m? 7306.2 9643.7 10959.6 o 360 + a2 patients with a grade 3/4 hematologic laboratory FeB.90  refBAE  medpAd nd g X confidence interval (CI). Bt Sl - - - e BEE
min, max 1000.0, 20000.0 3000.0, 29400.0 2000.0, 25204.5 abnormality. These abnormalities were compared ) ) . L Higilouileal THEG elsesifiation 71696) . . . 058 027,125 04891
FIGURE 1. STUDY SCHEMATIC Carboplatin dose, median AUC 15 20 20 across treatment groups using a multivariate test. ® The ratio of total CD8+ T cells to regulatory T cells in peripheral blood is similar across Groups (data not Higquiied 25 (24.5) e ' A ' | 033 [00814f] 01659
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il ety 2 min, max ' U, 49, U, 60. il * Notonly do patients that receive GC + trilaciclib ® After ex vivo stimulation, there is a higher frequency of CD8+ T cells producing IFNy in patients that ! e
. m— o — — =7 » months? Cycles where D8/9 dose was not given (%) 16.7 15.9 8.9 etelos T have . higher exposure to GC, they .a.lso received GC + trilaciclib compared to GC alone, suggesting a more functional lymphocyte population ® The addition of trilaciclib to GC shows potential improvement in PFS across all subgroups compared
S Day 1 Day 2 Day 8 Day9 ay 15 o Days to first D8/9 dose not given, mean (min, max) 48.7 (8, 190) 33.0 (8, 80) 84.3 (9, 184) e’fP:"ﬁ“‘e fewer grafde 3/4 lab a'_°“°rma"t'ez to patients receiving GC alone
B cowt - i ‘tﬂgt a:iezssx::fetil\(l)i: oGréeaL;:rrc‘)epenla, compare TABLE 6. TUMOR RESPONSE AND PROGRESSION FREE SURVIVAL ® There is no difference in PFS when comparing basal-like to non basal-like tumor subtypes in each group
= E Treatment ® Relative dose intensity of GC is similar across Groups (80.4% - 84.3%) (data not shown) P 9 Group 2 Group 3
g g "§ Group 2 T — Continues putzg:e | s o 'tl'he agdit:o: of :ri:’acif:tl:lb (:g GIC increases the duration of exposure and cumulative dose of GC compared _m (S tri?a x1) (GC + tri?a x2)
5 % §- i Trila sy F°'L';W' 0 patients treated wi alone Response Evaluable Set, n 24 30% 30
£ | oows oy, | [ o | o] we | — | % . B FIGURE 2. Dose MoDIFICATION EVENTS BY CYCLE Neutrophils Best Overall Response (BOR), n (%)
; —_— - rla/ — o ; 50 . R A= — R Complete Response (CR) 0 0 0 ¢ Patients on both trilaciclib dosing schedules received a longer duration and a higher total dose
% ~" N ; Ak s TABLE 5. TREATMENT EMERGENT ADVERSE EVENTS (TEAES) (>20% OF PATIENTS) Partial Response (PR) 7(29.2) 13 (433) 11(36.7) of chemotherapy than patients receiving GC alone
oC Dosing Crteria_|—f  ANCZ10<107L THEEATERT v o D% %(43%) Gr(%uc 1 (GCG:::.ifazx 2 (GCG:::IIII':X 2) Stable Disease (SD) 11 (45.8) 10(33.3) 16 (53.3) e Adjusting for the duration of chemotherapy, trilaciclib demonstrated multi-lineage myelopreservation
Dosing Modifications Y T P - N=30 N=33 Y Progressive Disease (PD) 6 (25.0) 6 (20.0) 3(10.0) benefits (neutrophils, RBCs, and platelets)
1. Dela = riteri = = . I o . e . .
2. D8/5 dose ot iven — — Dyt pexi s | 5 Preferred Term All Grades All Grades All Grades Objective Response Rate (ORR) J Patlgqts receiving GC +.tr.|IaC|cI|b had higher tumor response rates and longer PFS than patients
3 Rethics criterta Not Vet = R ( Criteria Not Met = g 1 CR+PR. n (0 7(29.2 13 (433 11367 receiving GC alone; OS is immature
1 Suppeciieifare Delay and Modify Next Dose give D8/ dose and T E Any TEAEs, n (%) 30(100.0) 25 (83.3) 33(100.0) 29 (87.9) 34(97.1) 30(85.7) +PR, n (%) (29.2) (43.3) (36.7) ) . R .
— l — ol R Bose et 2 r' Neutropenia 19 (63.3) 18 (60.0) 27 (81.8) 26 (78.8) 22(62.9) 19 (54.3) 95% CI 12.6%, 51.1% 25.5%, 62.6% 19.9%, 56.1% . r';a:;iztrz ri;t::mg tCii:nJ; s.t:gzgifllil: hzc(l: aa Ilzvxeer rate of occurrence of MAHE, an exploratory composite
eeKly assessment unti tid 20 -
criteria met (max 4 weeks) Weekly assessment until ‘q:: Thrombocytopenia 17 (56.7) 13 (43.3) 15 (45.5) 8(24.2) 21 (60.0) 14 (40.0) Intent to Treat, n 34 33 35 Trilaci |l’) P I | d dg h il d ﬁl . ith th fGC
Rl - : Anemia 20667) | 12(400) | 15(55 | 6(182) | 15(429) | 11(314) Median PFS (months, 95% C) 5.4(3.4,9.2) 8.8(5.3,20.1) 73(6.0,10.9) - tarci;;c'id‘;";‘:g’l"aete?s::?:js ::vetrs: ouera acverse ‘:‘I’::; prohle was consistent with that of G(;
H tol
e = 10 | Fatigue 11(36.7) 1(3.3) 14 (42.4) 1(3.0) 14 (40.0) 2(5.7) HR (vs Group 1, 95% Cl) N/A 0.52 (0.25, 1.09) 0.49 (0.24,1.03) Trilacidlib is bei uated i FI)1 domized Phase 2 studies: 1+ line SCLC
] o . . o o N o N ) —~ Group 1 Nausea 6(20.0) 0 14 (42.4) 0 16 (45.7) 129 Two-sided p-value N/A 0.0669 0.0546 o Trilaciclibis being eva u?te concurrently in t ree otherran omize ase 2 stu dies: 1+ line SC|
21 day cycles: Trilaciclib administered IV prior to GC infusions. Trilaciclib 240 mg/m?; Gemcitabine 1000 mg/m? Carboplatin AUC 2 G 2 (+ etoposide/carboplatin NCT02499770), 1+t line SCLC (+atezolizumab/etoposide/carboplatin;
2 . . . . ] ~—— Group o N
Survival Follow-Up continues until at least 50% of events have occurred; 80% target for mature OS 03c|e: @ I T 7 T z r ) 3 pA . A ” " ps o Vomiting 8(26.7) 0 7 (21.2) 1(3.0) 11(31.4) 0 *Includes one patient that died due to disease progression before their first post-baseline tumor assessment. NCT03041311), and 2"/3 line SCLC (+topotecan; NCT02514447)
Peripheral blood samples were collected predose, on Day 1 of odd cycles, at the PTV, and at the first Survival FU for flow cytometric analysis Number of patients at risk Headache 5(16.7) 0 7(21.2) 0 13 (37.1) 0 PFS = progression free survival; HR = hazard ratio
Tumor assessments completed every 9 weeks through Week 39 and every 12 weeks thereafter until PD, WD consent, starting off-study Gl B B 2 oM 2 ® o7 w8 % & 8 ¢ 3 7% Constipation 5(16.7) 0 7(21.2) 0 9(25.7) 0 ACKNOWLEDGEMENTS
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