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BACKGROUND

Chemotherapy (CT)-induced myelosuppression (CIM) can negatively impact patients’

quality of life, and their ability to receive CT on time and at standard-of-care doses

+ Current CIM interventions are specific to individual hematopoietic cell lineages,
reactively administered, and impart their own set of risks for side effects and adverse
reactions'

Trilaciclib is an intravenous (IV) CDK4/6 inhibitor that is administered prior to CT to reduce

the risk of CIM

« Trilaciclib transiently arrests normal cells in the G, phase of the cell cycle during CT
exposure to preserve bone marrow and immune system function from CT-induced
damage (myelopreservation)

The effects of trilaciclib have been investigated in 3 randomized, double-blind, placebo-
controlled, phase 2 studies in adult patients with extensive-stage small cell lung cancer
(ES-SCLC)™-3

The aim of this analysis was to pool data from these studies to understand the
myelopreservation effects of trilaciclib with greater statistical precision

METHODS

STUDY DESIGN

+ Data were pooled from patients enrolled in the studies outlined in Table 1
« In each study, patients received IV trilaciclib 240 mg/m? or placebo on each day prior to
CT administration

TABLE 1. OVERVIEW OF TRILACICLIB CLINICAL TRIALS INCLUDED IN POOLED ANALYSIS

Patient
Study population Treatment schedule
G1728-02 g Trilaciclib or placebo on days 1-3 of each 21-day E/P
(NCT02499770) 1L ES-SCLC oycle®
G1T2805 Trilaciclib or placebo on days 1-3 of each 21-day E/P/A
(NCT03041311) 1L ES-SCLC cycle for up to 4 cycles (induction), followed by A every

21 days (maintenance)®

G1728-03 g Trilaciclib or placebo on days 1-5 of each 21-day
(NCT02514447) L ESSCLC | jonetacan cycles

NOTE: Primary prophylaxis with G-CSF and use of ESAs were prohibited in cycle 1, although therapeutic G-CSF was
allowed; after cycle 1, supportive care, including G-CSF and ESAs, was allowed as needed.

a Each 21-day cycle comprised IV doses of etoposide 100 mg/m? on days 1, 2, and 3, and carboplatin AUC 5 on day 1.

b Induction treatment comprised etoposide 100 mg/m? on days 1, 2, and 3, carboplatin AUC 5 on day 1, and atezolizumab
1200 mg on day 1 of each 21-day cycle. Maintenance treatment comprised atezolizumab 1200 mg on day 1 of each 21
day cycle; trilaciclib and placebo were not administered during the maintenance period.

¢ Topotecan 1.5 mg/m2 was administered on days, 1, 2, 3, 4, and 5 of each 21-day cycle.

1/2/3L, first-/second-/third-line; A, atezolizumab; AUC, area under the plasma drug concentration-time curve;

E/P, etoposide/carboplatin; ESA, erythropoiesis-stimulating agent; ES-SCLC, extensive-stage small cell lung cancer;
G-CSF, granulocyte-colony stimulating factor.

+ The treatment effect of trilaciclib was evaluated in terms of myelopreservation and

antitumor efficacy

+ The primary myelopreservation endpoints were duration of severe (grade 4)
neutropenia (DSN) in cycle 1, and occurrence of severe neutropenia (SN) across the
treatment period
= Secondary myelopreservation endpoints were assessed by hematopoietic lineage

(neutrophils, red blood cells, and platelets)

+ Antitumor efficacy measures included objective response, progression-free survival

(PFS), and overall survival (OS)

« Safety was assessed in all patients who received = 1 dose of study drug (etoposide,
carboplatin, atezolizumab, topotecan, or trilaciclib/placebo)

RESULTS

PATIENT DISPOSITION AND BASELINE CHARACTERISTICS

* The pooled efficacy analysis set comprised 123 and 119 patients who received
trilaciclib or placebo prior to CT, respectively

« Patient demographics and baseline disease characteristics were generally comparable
between treatment groups (Table 2)
+ Most patients were Caucasian, with an Eastern Cooperative Oncology Group
performance status of 0/1, and without brain metastases

Presented at the American Society of Clinical Oncology (ASCO) Virtual Meeting 2020, May 29-31

TABLE 2. PATIENT DEMOGRAPHICS AND BASELINE DISEASE CHARACTERISTICS
Placebo prior to CT

Trilaciclib prior to CT

Parameter (n=119) (n=123)
Median age, years (range) 64 (39-86) 64 (45-82)
Age group, n (%)

< 65 years 61 (51.3) 66 (53.7)

> 65 years 58 (48.7) 57 (46.3)
Gender, n (%)

Male 73 (61.3) 89 (72.4)

Female 46 (38.7) 34 (27.6)
Race, n (%)

Caucasian 110 (92.4) 120 (97.6)

Other 9(7.6) 3(24)
Region, n (%)

USA 57 (47.9) 53 (43.1)

Other 62 (52.1) 70 (56.9)
ECOG PS, n (%)

0-1 107 (89.9) 108 (87.8)

2 12 (10.1) 15 (12.2)
Presence of brain metastases, n (%)

Yes 28 (23.5) 27 (22.0)

No 90 (75.6) 95 (77.2)

Missing 1(0.8) 1(0.8)
Smoking history, n (%)

Never smoked 8(6.7) 7(5.7)

Former smoker 74 (62.2) 66 (53.7)

Current smoker 36 (30.3) 49 (39.8)

Missing 1(0.8) 1(0.8)
Baseline LDH, n (%)

<ULN 61 (51.3) 55 (44.7)

>ULN 54 (45.4) 62 (50.4)

Missing 4(3.4) 6 (4.9)

CT, chemotherapy; ECOG PS, Eastern Cooperative Oncology Group performance status;
LDH, lactate dehydrogenase; ULN, upper limit of normal.

ANTITUMOR EFFICACY OF TRILACICLIB ADMINISTERED PRIOR TO CT

« Tumor response rates were similar between treatment groups, with a
response achieved by 56 (49.1%) and 59 (51.8%) response-evaluable
patients receiving trilaciclib or placebo prior to CT, respectively (P = 0.7879)

PFS and OS were comparable between treatment groups (Figure 2);
for the trilaciclib and placebo groups:
+ Median PFS was 5.3 months (95% Cl, 4.6-6.1) and 5.0 months (95% ClI,

MYELOPRESERVATION EFFICACY OF TRILACICLIB ADMINISTERED PRIOR TO CT

« Addition of trilaciclib prior to CT significantly decreased most measures of multilineage CIM and the
need for supportive care interventions (Figure 1)
+ The primary endpoints of DSN in cycle 1 (a surrogate for febrile neutropenia and infections), and
occurrence of SN were both significantly reduced with trilaciclib versus placebo
= Mean (standard deviation) DSN was 0 (1.8) days with trilaciclib versus 4 (5.1) days with placebo
(P <0.0001)

FIGURE 1. MYELOPRESERVATION ENDPOINTS IN THE POOLED EFFICACY ANALYSIS
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CT, chemotherapy; ESA, erythropoiesis-stimulating agent; G-CSF, granulocyte-colony stimulating factor; RBC, red blood cell.

4.4-5.5), respectively (hazard ratio [HR] 0.80; 95% confidence interval
[CI], 0.61-1.06; P = 0.1404)

+ Median OS was 10.6 months (95% Cl, 9.1-11.7) and 10.6 months
(95% Cl, 7.9-12.8) respectively (HR 1.00; 95% Cl, 0.75-1.35; P = 0.8136)

FIGURE 2. KAPLAN-MEIER PLOT OF PFS AND OS IN THE POOLED EFFICACY ANALYSIS

ADDITIONAL CLINICAL BENEFITS OF TRILACICLIB ADMINISTERED PRIOR TO CT

< Among patients who continued after cycle 1, 11 patients (8.9%) receiving trilaciclib prior to CT required

=1 CT dose reduction versus 36 patients (30.3%) receiving placebo (event rate per 100 cycles:
2.8 vs 9.3, respectively)

« Fewer patients receiving trilaciclib had infection serious adverse events, or received |V antibiotics,
compared with those receiving placebo (6.5% vs 10.1%, and 19.5% vs 23.5%, respectively)
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Cl, confidence interval; HR, hazard ratio; OS, overall survival; PFS, progression-free survival.
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SAFETY AND TOLERABILITY

+ A summary of treatment-emergent adverse events (TEAEs) among patients receiving
trilaciclib or placebo prior to CT is provided in Table 3

* The most frequently reported TEAEs (in = 20% of patients in both treatment groups) were
neutropenia, anemia, thrombocytopenia, nausea, and fatigue

« Significantly fewer patients receiving trilaciclib prior to CT had high-grade hematologic
toxicities compared with patients receiving placebo

TABLE 3. INCIDENCE OF TEAES (OCCURRING IN 2 20% OF PATIENTS) AND SUMMARY OF
HiGH-GRADE HEMATOLOGIC TOXICITIES IN THE POOLED SAFETY ANALYSIS

Placebo prior to CT

Trilaciclib prior to CT

Event, n (%) (n=118) (n=122)
Any TEAE 114 (96.6) 115 (94.3)
Any placebo-/trilaciclib-related TEAE 49 (41.5) 45 (36.9)
Any serious TEAE 30 (25.4) 36 (29.5)
Any placebo-/trilaciclib-related serious TEAE 1(0.8) 2(1.6)
Any TEAE leading to study drug
discontinuation 13 (11.0) 11 (9.0)
Any TEAE leading to death 3(2.5) 6 (4.9)
Adverse event of special interest? 10 (8.5) 23 (18.9)
Most-common TEAEs (occurring in 2 20% of patients)®
Neutropenia 78 (66.1) 51 (41.8)
Anemia 71(60.2) 46 (37.7)
Thrombocytopenia 50 (42.4) 37 (30.3)
Nausea 39 (33.1) 41(33.6)
Fatigue 32(27.1) 41(33.6)
Alopecia 30 (25.4) 16 (13.1)
Leukopenia 28 (23.7) 10 (8.2)

‘ Grade ‘ ‘
High-grade hematologic toxicities, n (%) Jord Grade 4 Jord
Any hematologic TEAE 91 (77.1) 62 (52.5) 54 (44.3) 19 (15.6)
Neutropenia 81 (68.6) 58 (49.2) 39 (32.0) 10 (8.2)
Thrombocytopenia 39 (33.1) 21(17.8) 22 (18.0) 10 (8.2)
Anemia 40 (33.9) 1(0.8) 20 (16.4) 0(0)
Leukopenia 20 (16.9) 5(4.2) 5(4.1) 1(0.8)
Febrile neutropenia 11(9.3) 5(4.2) 4(3.3) 3(25)
Lymphopenia 1(0.8) 0(0) 1(0.8) 0(0)

2 Most commonly grade 1 or 2 injection site reactions and phlebitis/thrombophlebitis.
b Occurring in = 20% of patients in either treatment group, ordered from highest to lowest frequency in the placebo group.
CT, chemotherapy; TEAE, treatment-emergent adverse event.

CONCLUSIONS

« Addition of trilaciclib prior to CT significantly and meaningfully reduced both CIM and its
consequences, was associated with a substantial reduction in high-grade hematologic
TEAEs, and had no detrimental effects on PFS or OS

« Trilaciclib reduces the toxicity of CT in ES-SCLC, and has the potential to become a new
standard of care for preventing CIM in this patient population
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