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DOSE ESCALATION AND EXPANSION STUDY OF LEROCICLIB (G1T38), AN ORAL CDK4/6 INHIBITOR, DOSED WITH NO DRUG HOLIDAY
IN COMBINATION WITH FULVESTRANT IN PATIENTS WITH HR+/HER2- ADVANCED BREAST CANCER

lurie BuLaT': MARINA MAGLAKELIDZEZ; CARMEN MuRias3: Boris KrasTeEv*: RicHARD D. BAIRD>; ANDREW M. WARDLEY ¢7¢ REBECCA RoyLANCE®: ADRIAN CRuANOVSCHI's MAIA GoGILADZE2 YiLI PRITCHETT?: AmY McCuLLouGH?; CHAo Li°; SaRrikA JAIN?; Curt D. WoLFGANG?: JessicA A. SORRENTINO?: RAJESH MALIK®: ANDREW P. BEELEN®

'Arensia Exploratory Medicine Research Unit, Institute of Oncology, Chisinau, Moldova; 2LLC Arensia Exploratory Medicine, Tblisi, Georgia; 3Sarah Cannon Research Institute, London, UK; “MHAT for Women'’s Health - Nadezhda, Sofia, Bulgaria; >Cambridge Cancer Centre, Cambridge, UK; °The Christie NHS Foundation Trust, Manchester, UK;
’Division of Cancer Sciences, School of Medical Sciences, Faculty of Biology, Medicine & Health, University of Manchester, Manchester, UK; 3NIHR University College London Hospitals Biomedical Research Centre, London, UK; °G1 Therapeutics, Inc., Research Triangle Park, NC, USA

e Endocrine therapy is the preferred treatment for patients with hormone receptor-positive (HR+) human
epidermal growth factor receptor 2-negative (HER2-) advanced or metastatic breast cancer; endocrine resistance
remains a serious challenge in the clinic'?

FiGURE 3. BEST RELATIVE CHANGE FROM BASELINE IN TuMOR SizE FOR TARGET LESIONS BY DoSE LEVEL:
(A) ALL PaTIENTS AND (B) PaTIENTS RECEIVING 150 mG BID or 200 mc BID

Total TEAEs A B

TaBLE 2. Most Common LerocicLiB-RELATED AEs (> 10% ofF ALL PATIENTS)

200 mg 400 mg 500mg 650mg 100 mg 150 mg 200mg 250 mg Total TRAEs
(n=6) GENEY) (n=30) (n=6) (n=6) (n=20) (n=21) (n=3) (N=110)
All >3 All >3 All >3 All >3 All >3 All >3 All >3 All >3 All >3 All >3

PATIENT DEMOGRAPHICS, BASELINE CHARACTERISTICS, DisPosITION, AND LEROCICLIB EXPOSURE

e As of October 7, 2019, 110 patients have been treated (46 in part 1 and 64 in part 2); 59 (53.6%) remain on
lerociclib treatment

Patients,

» Qyclin-dependent kinase 4/6 (CDK4/6) inhibitors in combination with fulvestrant represent an established » 48 patients (43.6%) discontinued lerociclib treatment due to progressive disease, 2 (1.8%) withdrew by choice, and n (%) (N=110) 0 0
treatment for HR+/HER2- advanced or metastatic breast cancer and have demonstrated significant improvements 1(0.9%) due to an adverse event (AE) 2 g
in progression-free survival (PFS) and overall survival (0S)3>5 Med; duration of lerociclib 6.0(1.0-31.0 h EIEeE " A R
+ Two of three approved CDK4/6 inhibitors induce dose-limiting neutropenia requiring a drug holiday » Median (range) duration of lerociclib exposure was 6.0 (1.0-31.0) months Any AE 4 2 3 2 1> > 29 23 6 6 > ‘ 1> / 21 4 3 2 101 >7 107 o4 = F I
: e . : e : : .. . 4 2 3 2 15 5 24 19 6 4 4 1 11 7 13 9 2 2 82 51 83 51 = =
+ The third approved CDK4/6 inhibitor is administered continuously but is limited by gastrointestinal toxicity® TasLE 1. PaTiENT DEMOGRAPHICS AND BASELINE CHARACTERISTICS Neutropenia (66.7) (33.3) (100) (66.7) (100) (33.3) (80.0) (63.3) (100) (66.7) (66.7) (16.7) (55.0) (35.0) (61.9) (42.9) (66.7) (66.7) (74.5) (46.4) (75.5) (46.4) ; §
. . . o« o . . oy o ° = —-20- = -20-
» There is a significant clinical need for a well-tolerated, continuously dosed oral CDK4/6 inhibitor ““ \ ) ) 3 ) 13 ) 91 : 5 ) 5 ) 3 ) 10 ) 3 ) 60 : 61 1 3 3
- : : TN : : ausea 100 86.7 70.0 3.3 83.3 333 15.0 47.6 100 54.5 0.9 55.5 s | s | E
e Lerociclib (G1T38) is a potent and selective oral CDK4/6 inhibitor that has consistently demonstrated efficacy in T (199 867 700 53 833 533 150 (476) 190 54) 09) 53) 09) € _a0- Dosegroup € —a0-
ini 7 200 400 500 650 m 100m All doses . 4 2 2 7 2 12 7 5 4 3 8 3 10 6 3 1 54 25 54 25 o m 100 mg BID (n=5) o
several preclinical models of HR+ breast cancer (n ='2? m (n= I1“5% (n= ';}% (n= 6)g (n= 5)g (N=110) Leukopenia (66.7) (33.3) (66.7) 0 (46.7) (13.3) (40.0) (23.3) (83.3) (66.7) (50.0) 0 (40.0) (15.0) (47.6) (28.6) (100) (33.3) (49.1) (22.7) (49.1) (22.7) Il 150 mg BID (n = 18) s
e Preliminary results of this phase 1b/2 study demonstrated that continuous dosing of lerociclib with fulvestrant . 1 2 8 1 19 3 6 1 1 4 8 1 1 50 6 55 6 £ 80 Lonmespn £ 607 Dosegrowp
Was energu Il tol tpd d showed ) v evid f antit tivitys ) Median age, years (range) >/ 46.0 °6.0 270 62.5 60.5 550 550 540 56.0 Diarrhea (16.7) 0 (66.7) 0 (53.3) 6.7) (63.3) (10.0) (100) (16.7) (16.7) 0 (20.0) 0 (38.1) (4.8) (333) 0 (45.5) (5.5) (50.0) (5.5) S e 5 150mg BID (0 =19
g y well tolerated and showed early evidence of antitumor activity ' (44-69) = (45-72)  (50-68) = (25-85)  (56-65) | (47-67)  (33-84) = (34-78)  (34-57) | (25-85) 2 | o2omadoin-o $ | =2omgsom=19
: : : - : 3 1 4 11 1 3 2 1 4 1 4 1 33 3 36 3 g o0 BT mI = | B o |
o Here, we present updated data as of October 7, 2019, from this ongoing phase 1b/2 study of continuous lerociclib Race. n (%) Anemia (50.0) 0 (333) 0 (26.7) 0 (36.7) 33) (50.0) 0 (333) (16.7) (20.0) (5.0) (19.0) 0 333) 0 (30.0) 2.7) (327) (2.7) & oD et v pp e & e e
dOSing with fUIVeStrant; results are presented by dose group combined from part 1 and part 2 o y) 7 9 1 5 y) 1 26 1 26 1 ~100 - 650 mg QD (n = 6) + Zero percent change from baseline . -100-'  + Zero percent change from baseline
Black/African American 0 0 0 0 0 1(16.7) 0 1(4.8) 0 2(1.8) Vomiting 0 0 (66.7) 0 (46.7) 0 (30.0) (3.3) (83.3) 0 0 0 (10.0) 0 (4.8) 0 0 0 (23.6) (0.9) (23.6) (0.9)
White 6 (100) 3(100) 14 (93.3) 26 (86.7) 6 (100) 5(83.3) 20(100) 20(95.2) 3(100) 103 (93.6) Thrombocvt . 0 0 1 0 5 0 9 1 1 1 1 0 2 1 4 1 2 0 25 4 26 4 A (All patients): 26/103 patients (25.2%) experienced > 30% reduction in target lesions.
U DY O BJ ECTIV rombocytopenia (33.3) (33.3) (30.0) (3.3) (16.7) (16.7) (16.7) (10.0) (5.0) (19.0) (4.8) (66.7) (22.7) (3.6) (23.6) (3.6) B (150 mg BID and 200 mg BID): 9/37 patients (24.3%) experienced > 30% reduction in target lesions.
NR 0 0 1(6.7) 4(13.3) 0 0 0 0 0 5(4.5) X . 1 : X : , : 5 : - 1 IncIudgs all patients who recc.eived. > 1 dose of stqdy drug, have measurablg target lesions at baseline and > 1 postbaseline target lesion assessment.
Fatigue 0 0 (66.7) 0 (333) 0 (40.0) 33) (333) 0 (16.7) 0 (10.0) 0 4.8) 0 0 0 (22.7) 0.9) (26.4) 0.9) BID, twice daily; PD, progressive disease; PR, partial response; QD, once daily.
PrIMARY OBJECTIVES: ECOGPS,n (%) . i : 1 3 : 2 1 4 3 11 6 12 7
° Lymphocytopenia 0 0 0 0 0 0 0 0 0
| he saf lerabil T i lerocicl . . 0 4667)  1(333)  13(867) 21(700)  5(833) | 5(833) 17(850) 17(81.0)  3(100) | 86(782) {1e.7) (6.7) (6.7) (10.0 (3:3) (33.3) (16.7) (19.0 (14.3) (10.0 (5.5) (10.9) (6.4) PHARMACOKINETICS
e Evaluate the sa Ety, to erabl Ityl and dOSE- Imltlng toxicities (DLTS) orierocic Ib admIHIStEFEd with Tulvestrant AE, adverse event; BID, twice daily; QD, once daily; TEAE, treatment-emergent adverse event; TRAE, treatment-related adverse event.
Determine th ded phase 2 dose (RP2D) and schedule | daily [QD] or twice daily [BID]) of lerociclib 1 2(333) | 2(667) 2(133)  9(300) 1(167) | 1(167) = 3(150) = 4(19.0) 0 24(21.8) e PK analyses included 46 patients
: ‘ s rﬁi;rg{:e(ﬁ :;ii(i)nr?j?uesrll \?v itf\ faf\festr:rsmf and schedule (once daily or twice daily of lerocicli . | ) e The projected RP2D of 150 mg BID or 200 mg BID demonstrated an improved tolerability profile relative to QD « Exposure increased with dose (C.... and AUCy_»,) and was generally dose proportional for both QD (200 mg—650
y enopausal status, n (%) dosing, including decreased rates of gastrointestinal AEs as well as lower rates of neutropenia (Table 2) FiGURe 1. TREATMENT DuraTION AND RESPONSE BY Dose GRoup: (A) ALL PATIENTS AND (B) PATIENTS mg) nd BID 1100 mg. 250 g dggng 0-24 g y prop g
SECONDARY OBJECTIVES® Postmenopausal 5(833) | 3(100)  13(867) 22(733)  6(100) | 5(833) 14(70.0) 15(714)  3(100) | 86(78.2) + One patient at 150 mg BID (5.0%) and 4 patients at 200 mg BID (19.0%) experienced Grade 4 neutropenia; Receiving 150 mc BID or 200 mc BID . . .
+ Determine the pharmacokinetic (PK) parameters of lerociclib when administered with fulvestrant Pre/perimenopausal 1(16.7) 0 2(133)  8(26.6) 0 1(167)  6(300)  6(286) 0 24(21.8) no other Grade 4 AEs were reported at these dose levels A | B | ° :’heé%v:/jas .mlnlrr‘nal lerociclib acaljmulatlon bgt]l"’lede? thBelgrdSt dose at weell( d1band the st(zlady-statﬁ do;e at week 5
3228%5 | or osing; however, accumulation was ~2-fold for osing, as would be expected given the shorter
i £E%5 22 8B | ey
o Assess fulvestrant and goserelin day 15 plasma concentrations when administered with lerociclib (';"f;‘iz': |(ir::sgoef)t?1uerrr::§rfor 202 | 102 | 103 104 | 306 | 103 | 108 | 106 | ooa | 106 EEEICACY TR | dosing interval
o Assess response rate, clinical benefit rate, PFS, and OS advanced disease » Confirmed objective response rate was 21.4% across all dose levels (Table 3; Figure 1) { | = e The apparent half-life for lerociclib is 13.8-17.2 hours, which allows for both QD and BID dosing regimens
Number of prior lines of therapy . . . ] ] = A o o S ¢ SR < N o R o SN c M O G « (R« SR MR < R =5 > indicati ime- i icli
Key EXPLORATORY OBJECTIVES: for advanced disease, n (%) e Clinical benefit rate (complete response [CR] + partial response [PR] + stable disease [SD] lasting > 24 weeks) was i » There was no indication of a time-dependent change in PK for lerociclib
O E > X B AN AT AT AT AT AT AT AT . . . . . ° ~ o
e e Assess archival tumor tissue for predictors of response/resistance to lerociclib 0 1167)  1(333) 5(333)  6(200) 10167 | 3500 7350 9429 = 2(667) | 35318 65.2% across all dose levels (Table 3) 1BE R L * Lerociclib active metabolite G1T30 Cnax and AUC values were much lower than those of lerociclib (~10%) and ®
: : : e Median PFS across the entire study was 15.0 months (Figure 2) . x - 3 3 2 %4 —> Treatment increased proportionally to the lerociclib dose
e Assess correlation between changes in cell-free DNA (cfDNA) with efficacy measures 1 1(167) = 1(333)  3(200)  12(40.0) 0 0 5(25.00  2(95 | 1(333) | 25(227) 58 s for all OB dose level b ; . 9 R e e — Continuation D
, , * 12.8 months for a ose levels combine 10 % x s e e S | HARMACODYNAMICS
e Assess the relationships between PK parameters and efficacy parameters 2 4(66.7) = 1(333)  4(26.7)  7(233) 0 2(333) | 400 = 7(333) 0 29 (26.4) « Not reached for all BID dose levels combined ] = . e A R No sample available . . |
3 0 0 32000 | 4033 3600 | 1067 | 2000 | 2095 0 15(13.6) - T T P Dose group e At the data cutoff, 60/110 patients (54.5%) had a baseline sample analyzed, all of which had detectable cfDNA
' ' ' ‘ ' ' ' 1. 0 N - B E— E— = 100 mg BID » 17/60 patients (28.3%) with detectable cfDNA had > 1 phosphatidylinositol-4,5-bisphosphate 3-kinase catalytic
>4 0 0 0 1(3.3) 2(33.3) 0 2(10.0) 1(4.8) 0 6 (5.5) 1 X[ X et —tas g0 150 mg BID . : L . !
M ETHODS TasLE 3. Best OverALL ResponsE (CoNFIRMED) IN PATIENTS WiTH MEASURABLE DISEASE z - === = 200 mg BID subunit alpha (PIK3CA) mutation at baseline; most common PIK3CA mutation was H1047R
Prior anticancer therapy for 5(83.3) 2 (66.7) 10(66.7)  24(80.0) 5 (83.3) 3 (50.0) 13(65.0)  12(57.1) 1(33.3) 75 (68.2) 1 x i > R S S S = 250 mg BID + 7/60 patients (12%) with detectable cfDNA had > 1 estrogen receptor 1 (ESR1) mutation at baseline; most
advanced disease, n (%) ' ' ‘ ' ' ' ‘ ' ‘ ' LT e % % 2 = 200 mg QD common ESRT mutation was D538G
Stupy DEsIGN Chemotherapy 2(333)  1(333) 4267  13(433)  5(83.3) | 3(50.0)  10(50.0) 6(286) = 1(33.3) | 45(40.9) Patients, n 150mg | 200 mg Iéll(l)lsiéls) All doses g ] ; - : jgg mg gg e Lerociclib treatment demonstrated a consistent decrease in PIK3CA mutant allelic fraction (Figure 4)
. o Je — a T - > mg
e Part 1: open-label, 3 + 3, parallel-dose escalation of lerociclib 200 mg-850 mg QD and 100 mg-425 mg BID Endocrine therapy 5(83.3) | 2(667)  9(60.0) 22(733) 5(833) | 3(50.0) 11(55.5) @ 12(57.1)  1(333) | 70(63.6) (%) (n=45) (N=103) * : 1 = 500 mg QD
administered continuously (NCT02983071; EudraCT number 2016-001485-29) . ] x 650 ma QD
’ Al (steroidal) 2 (33.3) 0 32000 2(67)  1(16.7) 0 2(100)  6(28.6) 0 16 (14.5) CR 0 0 0 0 0 0 0 0 0 0 0 0 1% ” 9
. ) . < 1 1 X 5 Response
e Part 2: open-label expansion at lerociclib doses of 400 mg QD, 500 mg QD, 150 mg BID, and 200 mg BID Al (nonsteroidal 1667 | 1033 | 7467 | 18600 | 4667 | 2033 | 6moo | 10@7e 1633 | 53182 oR a6n | 1633 | agos | scom | o | 1000 | 200m | agin | o | 15@se | 7058 | 2014 1% = FiGure 4. PIK3CA MutaTioN FREQUENCY AT BASELINE AND CHANGES IN MUTANT ALLELE FRACTION
admInISterEd ContInUOUSIy g > - E e A SD PIK3CA mutation at baseline PIK3CA
« Fulvestrant 500 mg on days 1, 15, and 29, then once monthly as per standard of care Oral SERD 0 0 0 133) 0 0 0 0 0 1(0.9) SD 4(66.7) 1(333) | 9(69.2) | 19(633) 5(83.3) | 2(40.0) | 12(667) | 12(623) 2(667) | 38(655) 28(622) = 66(64.1) | x ; == pallt o PD 101 L
r 19, y ] 1 x e R b * Non-CR/Non-P =
e Pre or perimenopausal patients also received goserelin as per local standard of care for the duration of study S PG TE33) 1 4leeg) 1 0L00) A6 | 253 528 4054 ° 27(243) SD>24weeks | 4(667) 1(333) | 6(462) | 13(433) 2(333) | 2(400) | 2(22¢ | 4(286¢ 2(667) | 26(448) 10(323) 36404y TR —a =V cason g, e b (=3
. . - ¥ A o ' . . 5 € 0.1- —o— 150 mg n=
treatment. A luteinizing hormone-releasing hormone agonist must have started > 28 days before the first dose Targeted therapy 0 0 300133 1067) 0 1600 2(9.3) 0 8(7.3) oD La67) | 1633) 0 267 | 10670 | 2000 | 4022 | 2005 | 1633 | 586 | seen | 14036 ] x _‘r‘ﬁt | * gﬂgz‘tsﬁﬁm ES42K 35 e 200mgBID (n=2)
of lerociclib mTOR inhibitor 0 0 2(13.3) 133)  1(16.7) 0 1(5.0) 2(9.5) 0 7 (6.4) 1N = E545K 58 —e— 250 mgBID (n=1)
NE 0 0 0 0 0 0 0 1(5.3) 0 0 122 1(1.0) X 5 X s = =3 E726K g E oor- —+—400mg QD (n=5)
) . % b b = X —> | H1047R g —o—500mg QD (n=7)
Key INcLusioN CRITERIA Bone-only disease, n (%) 1e7) ° 17 ° thes | 1les | 20100 | 3043 ° 0 (83) Clinical benefit> | 5(833) = 2(667) | 10(769) | 22(733) | 2(333) | 3(600) | 4(444)c | 8(57.1) 2(667) | 41(707) 17(548) 58(65.2) 1 X x X = Leroqlt | 200mg QD | 300mg QD | 400mg 0D | 500mg OD | 50 ma QD | 100 mgBID | 150 g 81D | 200 mg 81D | 250 mg 10| _Tora N345K 3
e Locally advanced or metastatic HR+/HER2- breast cancer Visceral metastasis, n (%) 4(66.7) = 3(100) = 12(80.0) 23(76.7)  4(66.7) | 5(83.3) | 15(75.0) 14(66.7) = 3(100) | 83(75.5) s . 1EEE = | exposure =0 | ®=3 | @=1) | 0=30 | 0=0 | 0=6 | =19 | 0=2D | 0=3 | N=109 R88Q | | | | =  ND- o
Pased on Response Crteria in Solid Tumors (RECIS), Version 1.1 . g : monthe 0 | (18596) | 34via7) | (18352) | (10933.9) | @228 | 33100 | 17259) | 1.8786) | 2.0-12.4) | (102310 4 0 8 10 Week 1 day 1 Week 3 day 1
Includes t if dt ifene. a Seven patients (6.4%) did not have measurable disease or had measurable disease but no postbaseline tumor scans. ] x months 8-29. 4-14. 8-25. 0-23. 2-12. 3-31. 7-25. 8-18. 0-12. 0-31. i
e Women Of any menopausal status > 18 years OId b gﬁ:ps’iieir:f?;(éler:i?gng(l)orgrrg ;sr;zssment data and was not included in the denominator. b Clinical benefit = CR + PR + SD lasting > 24 weeks. Percentages were calculated by excluding those on treatment who did not have a confirmed objective response and have not made it to - x : Number of patients predose
. et . . . cr . Al tase inhibitor; BID, twice daily; ECOG PS, Eastern C tive Oncology G f tatus; mTOR, lian target of in: NR, not ted: QD, daily; SERD, the week 24 assessment. ! ! ! ! ! ! ! ! ! ! ! ! ! ! ! ! ! ! '
° Prog ressed durlng or within 12 months after adjuvant therapy or prog ressed durlng or within 2 months after Seleaé;\r?eae:reogerl] rle(c);ptor d\évéi:d;rl;éERM, selectiiz Eg?roggﬁiiéﬁor?ﬁgdouggto?w PETDImanEE S ammAlan AT o eparmyen o TERerE oo el ‘n :W9. dn=14.en=31.fn = 89. 0 8 16 24 32 40 48 56 64 72 80 88 96 104 112 120 128 136 144 Includes patients with samples at predose (week 1 day 1) and postdose (week 3 day 1) that had a detectable mutation at baseline.
endocrine therapy for advanced or metastatic disease BID, twice daily; CR, complete response; NE, not evaluable; PD, progressive disease; PR, partial response; SD, stable disease; QD, once daily. Treatment duration (weeks) BID, twice daily; ND, not detectable; PIK3CA, phosphatidylinositol-4,5-bisphosphate 3-kinase catalytic subunit alpha; QD, once daily.
SAFETY AND TOLERABILITY
e Part 1: <2 chemotherapy regimens in the advanced/metastatic setting . o . o Ficure 2. KarLAN-MEier PLoT For PFS - |
. , , , e The maximum tolerated dose determined in part 1 was 500 mg QD based on 2/6 patients (33.3%) experiencing . |
o Part 2:<1 chemotherapy regimen in the advanced/metastatic setting a DLT at 650 mg QD (Grade 3 neutropenia with bronchitis; Grade 3 alanine aminotransferase/Grade 2 aspartate 1.0 - Median PFS (95% CI), months: 2832 | co N CLUSIO N s
e Eastern Cooperative Oncology Group performance status 0-1 aminotransferase elevations) Pooled BID =  NR (4.6-NR) [35/50 (70.0%) censored] ; % 2 E g :
L 0 : 0 0 : Pooled QD — 12.8(8.6-18.7) [31/60 [51.7%)] censored] 5= ¢z | . o . . . . . . .
Key ExcLusioN CRITERIA e Overall, tl)e most common Ieroqchb related AE; (> 10%) were neutropenia (7{1.5 ), hausea (54.5%), leukopenia All patients: 15.0 (9.1-18.7) [66/110 (60.0%) censored] | SR ! . . R —_s o Continuous lerociclib dosing with fulvestrant was well tolerated, with BID dosing having a differentiated
(49.1%), diarrhea (45.5%), anemia (30.0%), vomiting (23.6%), thrombocytopenia (22.7%), fatigue (22.7%), and 05 ST ' 1EB = safety profile
e Parts 1 and 2: prior treatment with fulvestrant lymphocytopenia (10.0%) (Table 2). Additionally, stomatitis and alopecia were 6.4% and 4.5%, respectively T Censored 15X > Treatment . . . o .
o . S + Serious AEs considered related to lerociclib were reported in 6 patients (5.5%) 1HEE continuation + Low rates of Grade 4 neutropenia support continuous lerociclib dosing without a drug holiday
* Part 2: prior treatment with a CDK4/6 inhibitor 200 mq BID: 1 patient (4.8%) with Grade 1 =P P o o o R No sample available + BID dosing demonstrated an improved safety and tolerability profile compared with QD dosing, with lower
e Known active uncontrolled or symptomatic central nervous system metastases o0 23 o .5 S:t;::ts (1.6 ;(yv)\ne Xperraile :ce g;;r:::gl £ 9 serious AEs (3 cases of diarthea. and 1 case each of & g i Dose group rates of gastrointestinal AEs
- . 7% , > 51 150 mg BID » Low rates of lerociclib-related stomatitis and alopecia were observed across all dose levels in both dosin
PHARMACOKINETICS ANALYSIS diverticulitis, dyspnea, large intestine perforation, lung infection, nausea, and vomiting) % = 1R B 200 mg BID schedules P 9
. : . ' 9%) di ' . ' ; thi 1 X - : L .
e Part 1: Blood samples for lerociclib analysis were collected predose and 1, 2, 3, 4, 6, 8, 10, 12, and 24 hours One patient (0.9%) discontinued treatment due.t(.) an AE: Grade 4 neytropenla at 200 mg QD this event resolved § 1 x Response e Coadministration of fulvestrant had minimal impact on the PK of lerociclib
postdose * Most common Grade 3/4 laboratory abnormalities were observed in absolute neutrophil (49.1%), leukocyte 0a 1% ® PR
: N : : : : (35.5%), and lymphocyte (11.8%) counts ' 1 X 5 X Lerociclly | 150mg B | 200 mg BID A D e The efficacy data are consistent with those from other CDK4/6 inhibitors used in combination with fulvestrant3-
» PK parameters (including time to maximum concentration [Tr.,l, maximum concentration [(.:m®ax]l and area under + No cases of QTcF prolongation (> 480ms or > 60ms increase), or venous thromboembolism occurred at any il vedincange), | 33 [ 53 & PD + The combination of lerociclib and fulvestrant was active, with a 65.2% clinical benefit rate and a median PFS
the curve over 24 hours [AUCo_»4n]) were determined by noncompartmental analysis (Phoenix® software) dose level b " 1% B s B Non-CR/Non-PD of 15.0 months observed across the entire study; median PFS was 12.8 months for all QD dose levels combined
PHARMACODYNAMIC ANALYSIS + Lerociclib dose reduction occurred in 34 patients (30.9%) 0p] | oerorpatientsatiis 1% W NE and not reached for all BID dose levels combined
; e i : - PooledBiD 50 30 13 13107 4 3 3 2 0 o a0 a8 6 64 80 88 96 104 110 10 108 136 1. + The study is currently ongoing; longer duration of follow-up is required to define 150 mg BID or 200 mg BID
e Continuous lerociclib dosing with fulvestrant resulted in a dose-dependent decline and subsequent plateau of 24 32 40 48 56 64 72 80 8 9 104 112 120 128 136 144 y y ongoing; iong P q g g

Pooled QD 6|0 56 40 33 12 7 5
I

neutrophils at the end of cycle 1 (week 4) 0 3 6 9 12 15 18 21 24 27 30

» Per protocol, no lerociclib dose interruptions or reductions were necessary due to Grade 3 neutropenia
without associated infection or fever

e To evaluate mutational changes in cfDNA, peripheral blood samples were drawn at baseline, week 3 day 1 (cycle
1 day 15), and each time point when tumor assessments were performed during the treatment period. If a scan
was obtained at the posttreatment follow-up visit, a blood sample for cfDNA was requested. Samples were
processed and analyzed at Guardant Health, Inc. and Fios Genomics

as the phase 3 dose

Treatment duration (weeks)

This presentation is the intellectual property of the author/presenter. Contact them at bmk83@abv.bg (Boris Krastev) or abeelen@g1therapeutics.com (Andrew Beelen) for
permission to reprint and/or distribute.

2 In advanced/metastatic setting.
BID, twice daily; CR, complete response; ESR1, estrogen receptor 1; NE, not evaluable; PD, progressive disease; PIK3CA, phosphatidylinositol 4,5-bisphosphate 3-kinase catalytic subunit alpha;
PR, partial response; QD, once daily; SD, stable disease.

Time since first dose (months)

BID, twice daily; Cl, confidence interval; NR, not reached; PFS, progression-free survival; QD, once daily.
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