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EVALUATION OF TARGETED BONE MARROW ARREST BY G1T28, A CDK4/6 INHIBITOR IN CLINICAL DEVELOPMENT TO REDUCE CHEMOTHERAPY-INDUCED MYELOSUPPRESSION
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the num.be.r of cells in 'G'l versus S phasg for gach level of technically inadequate, and removed from the cell cycle analysis 00 6 i 1 ok d‘z 65 . : ; d‘f 90 ; . : e No changes were noted in the periphera| blood counts, indicating that the bone marrow arrest is transient,
differentiation, and the life span of mature circulating cells datasets Preclinical and clinical observations suggest there is a e PSS Trewimemtil Predose 24 32 Predose 24 32 reversible, and consistent with the effects seen in animals and PK/PD model simulations
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DataSet Species | Route | Endpoint | el Ponulat T - included as a compartment in the model, but for simplicity B;&"‘L;}'Zﬁ;‘:ﬁ:’ise” mean vaiues from STL Individuals. was selected as the starting dose for further development in patients with CDK4/6-independent cancers
e Two Phase 1b/2a studies in SCLC will be initiated in Q3 2015 to evaluate the potential of G1T28 to
1-2 Mouse Oral/IP PK iati i , . .
5 . v oK Hergfgggﬁi'f;,'rcczt,f;?,_fsngarng',t\h',’,‘,’,t)e"t CD45¢m/CD34+/CD38 Subjects in Cohort 7 (BED) received a single dose of G1728 192 mg/m2 and bone marrow aspirates were drawn at protect the bone marrow/immune system, preserve cell function, and enhance cancer treatment
a . _ . ) . * G1T28 demonstrated 2-compartment linear PK, with rapid distribution and nearly linear scaling of clearance with various time points (predose [n=5], and 24 [n=3] or 32 [n=4] hours post G1T28 dose). One pre-dose bone marrow outcomes
4-7 Dog IV PK Oligopotent progenitors (OPPs) CD45m/CD34+/CD38 weight sample and one 32 hour post-dose sample were inadequate and were excluded. White blood cells were isolated 15t ith G1T28 administrati ior to et ide/carboblati
8 Human Oral PK Monocyte progenitors CD45+/CD14*/CD11b* : , : 0 , using a Ficoll gradient and stained for specific bone marrow lineage markers (CD45, CD71, CD61, CD38, CD11b, ’ 'ne YVl . adminis .ra. 'on Prlor _0 €toposide/carboplatin
o1 Vouse oral/lp S/EQU/PMIS e The model predicted a dose of 192 mg/m? or greater would induce a 40-50% decrease in total bone marrow CD14). Cells were then treated with Drag5 (DNA staining dye), and cell cycle analysis was completed using flow + 27/31d line with G1T28 administration prior to topotecan
u Granulocyte progenitors CD45+/CD14/CD11b* proliferation with return to baseline at approximately 48 hours (note that the simulation was for total bone marrow cytometry. Percent of cells in each phase of the cell cycle (G1 vs. S/G2/M) were calculated for specific lineage
13 Rat 1\ PMNs Erythroid progenitors CD45-/CD71+ which includes CDK4/6-independent cell populations) populations (also see Table 2). *QraqS analysis may have been cqnfounded in the granulocyte lineage due to
14-15 Dog Oral/lV BM/EdU/PMNs « The model predicted little change in peripheral neutrophil counts following a single dose up to 384 mg/m? an unexpectedly low percent of viable cells in some samples, particularly the 24 hour samples. Data shown are
BM, bone marrow; EdU, 5-ethynyl-2'-deoxyuridine; IP, intraperitoneal; Megakaryocyte progenitors CD45+/CD61* mean X SD. Contact email address: pjr@g1therapeutics.com

IV, intravenous; PK, pharmacokinetic; PMNs, polymorphonuclear cells
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