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BACKGROUND EXPOSURE-RESPONSE ANALYSIS TABLE 2. POPULATION PK PARAMETERS OF THE FINAL MODEL

A clear exposure-response relationship was not identified between any PK parameter and proliferation  FIGURE 5. EXPOSURE-EFFICACY RESULTS: (A) TUMOR SiIzE AT WEEK 8 VS EXPOSURE,

« As rintodestrant showed a favorable safety profile with limited grade = 3 adverse events in the : : 0 0 (Ki67), CTCs, and cfDNA (Figure 4B-D), potentially due to confounding effects from covariatesinthe  (B) ORR vs EXPOSURE, AND (C) EXPOSURE-PFS ANALYSIS USING KAPLAN-MEIER PLOT
, _ _ _ _ . : . _ Population PK Parameters Typical Values BSV, % BOV, % ; . -
« Rintodestrant is an orally bioavailable, potent, and selective estrogen receptor degrader (SERD) that G1T48-01 and G1T48-10 studies, only exposure-efficacy and exposure-PD relationships were . : . model (eg, prior SERD treatment, ESR1 variants) and limited data
iy . SRR : CL,L/h 281 (x1.35 if UGT1A1 extensive metabolizer) 93 NE - e : A
competitively binds to the estrogen receptor (ER) and blocks ER signaling in tumors resistant to other explored  Because of limited data on tumor size (ie, in most cases, data on tumor size were only collected once
endocrine therapies1 . Exposure-response re|ationships for key PD markers, ine|uding ER target engagement V.L 1 795 _ 110 NE post treatment [Up to the data-cut date]), the Iongitudinal tumor size model could not be meaningfully _ 100 - ¢ .
« Preliminary data from a first-in-human, open-label study of rintodestrant in patients with (["®F]-fluoroestradiol positron emission tomography ['®F]-FES PET]), ER degradation, and proliferation [ Ka/Kin 1" 2.72 (x0.529 if fed) 3 o1 fitted. Therefore, only an exploratory analysis of tumor size versus exposure was conducted =% . . . ‘
ER-positive (ER+)/human epidermal growth factor receptor 2-negative (HER2-) advanced breast (Ki67) in tumors, as well as dynamics of cell-free DNA (cfDNA) and enumeration of circulating tumor Q, L/ 410 82 NE + There was no obvious correlation between tumor size and exposure (Figure 5A) £ ¢ 50
cancer (ABC; NCT03455270) demonstrated that rintodestrant has a favorable safety profile and cells (CTCs) in peripheral blood were evaluated (Table 1) Vp, L 5760 91 NE * The analysis of ORR and exposure included patients with unconfirmed responses 3 ‘:]E;
encouraging antitumor activity?3 + ['8F]-FES PET scan imaging was performed at baseline and cycle 2 day 2 to determine the impact rel F 1 (fixed parameter) Fixed 26 + There was a relatively flat exposure-response relationship between ORR and exposure quartiles S 07
+ Updated 3cIinicaI and ptzarmacoctynamic (PD) data for rintodestrant are detailed in posters of rintodgstrgnt on ER occ_upancy/degradation | Proportional residual error 0.307 NE NE (Figure ?B) _ . ”ﬂé, § 1 . .
PS12-04° and PD8-07, respectlvelly o . Tumor.blopslles were obtained before startlng rintodestrant artd at 6 weekg on treatment BOV, between-occasion variabilly; BSV, between-subject variability: CL, clearance; K., absorption rate constant; K., transit rate constant No correlation was observed for PFS and exposure quartiles (Figure 5C) £ = —50 .
 Here, we report the results of population pharmacokinetic (PK) and exposure-response analyses = Proliferation (Ki67) and ER degradation were assessed using immunohistochemistry (IHC) NE, not estimated; PK, pharmacokinetics; Q, intercompartmental clearance; rel F, relative bioavailability; UGT, uridine glucuronyl 3
to further characterize the PK profile of rintodestrant and identify potential exposure-response = Samples were processed and analyzed at Epistem Ltd. transferase; V, volume of distribution of central compartment; Vp, volume of distribution of peripheral compartment. -100 | | | | :
relationships + To evaluate mutational changes in cfDNA, peripheral blood samples collected at baseline and FIGURE 3. A) EXPOSURE VS ER MODULATION (['®F]-FES PET) AND B) DISTRIBUTION HISTOGRAM OF 0 2500 5000 7500 10,000
cycle 1 day 15 were analyzed FIGURE 2. VISUAL PREDICTIVE CHECK OF THE PK MODEL EXPOSURE SIMULATED FROM 5000 VIRTUAL PATIENTS AT 800 MG AUC,, 5, ng-himL
METHODS = Samples were processed and analyzed at Guardant Health, Inc. B
+ To evaluate CTCs, peripheral blood mononuclear cells collected at baseline and cycle 3 day 1 A B
STUDY DESIGN were analyzed T — gb?r\t/eg £00
| . | = Antibodies to cytokeratin and CD45, and 4',6-diamidino-2-phenylindole (DAPI) were used for redicte > 800 - = 907
 The present PK and exposure-response analyses include data from 2 clinical studies: phenotypic identification of CTCs E 2 50 - 098 _70.76 of
+ G1T48-01: Aphase 1, Qpen-labgl, flrst-ln-human study of rintodestrant monotherapy = Samples were processed and analyzed at Precision Medicine Group, LLC E’ 100 - —og < $ 600 % 60 - . l y
(2001000 mg once daily [QD]) in women with ER+/HER2—ABC who had progressed on « A tumor dynamic model was explored to characterize the relationship between rintodestrant R B A DL O S R =====3 5% 8141 s s 043 {°%
endocrine therapy (NCT03455270) concentrations and longitudinal tumor sizes according to Response Evaluation Criteria in Solid = " 22 g - S 400 - £ 304 | 023 |
= Part1: 3 + 3 dose escalation (200—100% mg QD) Tumors v1.1 g 10+ e =< 4-91.42 -
= Part 2: expansion of 600 and 1000 mg QD L : . S o ® o o 7
: . - * Relationships between model-predicted exposures and clinical outcomes (objective responserate | K¢ 7 Te-— o Temem e e m e e o= 22 3 0 -
= Part 3: rintodestrant (800 mg QD) with palbociclib (125 mg QD on days 1-21 of each : - o IPEST wore alen avaliated VA e Tm=—e o __TTTTTTT o I I. o0 I . . . . .
28-day cycle) in patients who are less heavily pretreated [ORR], tumor size, and progression-free survival [PFS]) were also evaluated LI 5 it ~100 - , , , 0 - : e : 0 2500 5000 7500 10,000
= Only data from parts 1 and 2 were included in the analyses . . . . . . 2000 4000 6000 2000 4000 6000 8000 AUC,, o, ng-h/mL

+ G1T48-10: A 2-period fixed-sequence study in healthy subjects to investigate potential drug-drug RESULTS 0 5 LU 15 20 25 AUC,, o, ng-himL AUC,, .., ng-h/mL C
interaction between rintodestrant (200 mg; dosed in periods 1 [day 1] and 2 [day 10]) and U Time, h 100 (1190.3-1771.7): HR (95% Cl) = 0.68 (0.26-1.75), P = 0.421

. . I . . ):HR
o ) . o e , A) AUC was split into 4 quartiles. Error bars represent the variability of exposure in each quartile. _ ) z _
palbociclib (f125 mg QD; dosed in period 2 [days 5-13]) PK MODELING g;sgii r'xzzo-kiitgﬁigd 95th percentiles; solid line = 50th percentile. ['8F]-FES PET, ['8F]-fluoroestradiol positron emission tomography; AUC, area under the curve; AUC,,, area under the curve over 8%41179_72672325: :E ES??" 83 _ ?33 Egig'iggi /Iz: 82% AUC bins, ng-h/mL
= PK data for rintodestrant in period 1 were included in the population PK analysis , : : , ’ ' 24 hours; ER, estrogen receptor; ss, steady state; SUVmax, maximum standard uptake values. 3 i —210e.0) oLl = 159 {0.80=2.99), F= L. !
P bop y » PK data were obtained from 60 patients with ER+/HER2- ABC and 20 healthy subjects 2 r  (282.05-1190.3)
PKSANA:.YIS|S l ” f ” ' , . . 1 b TO.eXpla!n the Variable absorption PK PrOfileS betwelen SUbjeCtS,lrintOdeStrlant PK was beSt deSCFibed TABLE 3. SlMULATED TROUGH CONCENTRAT'ON OF RlNTODESTRANT AFTER REPEATED E 50 - —_— (11903_17717)
‘ d:;'az gb(ﬁg‘i:??ﬁgjrzvggztcgo‘;gt)egf z':rtdfz‘]f tigd Ao r;?ﬁ%‘:le:tgg”;nag;“;”;s(tazt'%” g‘énh‘i?;s p%”s‘: k‘:i'gﬂri ';ﬁe;‘;bzl:g)mpa“me”t model with an absorption model with 3 transit compartments 800 MG QD DOSING AND IN VITRO IC FOR ER DEGRADATION FIGURE 4. EXPOSURE VS BIOMARKERS RESULTS: (A) EXPOSURE-ER DEGRADATION, g — (1T71.7-2734)
] , : : : . _ _ _ ® —— (2734-9762.8)
dose) of the G1T48-10 study + Food had a minimal effect on the bioavailability of the drug (ie, relative bioavailability was fixed to 1) | Virtual Subjects, N = 5000 (B) EXPOSURE-PROLIFERATION, (C) EXPOSURE-CTCS, AND (D) EXPOSURE-VARIANT ALLELE FRACTIONS Y : + Censored
+ Sparse blood samples were collected during part 2 of the G1T48-01 study but decreased the drug absorption rate Total trough concentration, ng/mL A B .
* Nonlinear mixed-effect PK models were developed using NONMEM, Perl-speaks-NONMEM, and R to + Total clearance in UGT1A1 extensive metabolizers was ~35% higher than in intermediate/poor Mean (SD) 61.8 (48.6) . . 0 - M
estimate PK parameters (including area under the curve [AUC] and maximum post hoc estimated metabolizers (due to small sample size, intermediate and poor metabolizers were pooled for the Median 49 1 50 - - - -
plasma concentration) for individual patients (Table 1) covariate analysis), indicating that UGT1A1 is the major clearance pathway for rintodestrant 90% Cl 84153 = i f 51 . 0 S . 10
+ Drug concentrations below the lower limit of quantification were omitted from the analyses = The UGT1A1 polymorphism did not have a clinically significant effect on rintodestrant 2 1 5_439 > o 40 © Time, months
+ Several models were fitted to the PK data to select the best base model exposure due to the relatively large intersubject variability that is not explained by the - atnge . rati -y : : s 207 . > 0 ‘ A) AUC \Q/ai Srélggﬁ 4 prosure quartiles (13;—19‘(1) iugjlecs per bin). Error balrts r?przsent rttflte vaEriabilitt)y of exposurc; ir:heach qlgalrttile-fBlue line
: . . AT . . - - ree trough concentration, ng/m 2 > . ° represents it and gray area represents 90% Cl; B) exposure was split into 4 quartiles. Error bars represents the variability o
* The qua“ty of it was evaluated u§|ng standard model discrimination processes, IndUdmg ObJeCtlve , UGT1A1. pplymorphlsm oy - g - 8 09 . o © o exposure in each quartile. ORR was modeled by logistic regression; C) AUC was split into 4 bins represented by different colors. Light blue
function value and goodness-of-fit plots * Visual predictive check for goodness of fit is shown in Figure 2 Mean (SD) 0.97 (0.76) © o0 - L O line = lowest 25th percentile; orange line = 25th—50th percentile; dark blue line = 50th-75th percentile; green line = highest 25th percentile.
+ The final model was established using a forward addition followed by backward elimination approach  The simulated trough concentration of rintodestrant at the 800 mg recommended phase 2 dose Median 0.77 ', . 50 °, E\ﬁ%)sure binsdweiﬁ treated a: Lj:(a;tegorical Vadriabtlt?s in the Cox ZTEortionelt_I'-gaﬁardsdmoSel ircl;tEuSsSedl 282It05_1t'190t3das thﬁ reflertence.
. . ! . . . : _ : T T T T T T T T , area under the curve, , area under the curve over ours, , hazard ratio; , 10Cally estimated scatterplo
Steady-state exposure was analyzed against PD and efficacy endpoints (RP_ZD) was generated for 5000 virtual patients by resampling _the set Of_betwe,en _SUbJeCt random 90% Cl 0.13-2.40 2500 5000 7500 10,000 2500 5000 7500 10,000  smoothing; ORR, objective respozr:se rate; PFS, progression-free survival; ss, steady state.
variables (ETAs) and exceeded the ICqy, value for ER degradation established in vitro (Table 3) Range 0.03-6.90 AU L AU L
TABLE 1. OVERVIEW OF POPULATION PK AND EXPOSURE-RESPONSE ANALYSES ICofor in vi - 240 MO g0 N
50 for in vitro ER degradation, ng/mL 0.0152 CONCLUSIONS
Population PK Exposure-Response ICy, for in vitro ER degradation, ng/mL? 0.137 ¢ D
Analysis population |Subjects from both studies who | The population PK model was used with response FIGURE 1. SCHEMATIC DIAGRAM OF THE POPULATION PK MoDEL 21C,, was calculated by assuming ICq; = ICop * 9 (ie, Hill coefficient of 1), o 100 - * Rintodestrant PK was best described using a linear 2-compartment model with an absorption model
received = 1 rintodestrant dose  |data from subjects in the patient study who received ER, estrogen receptor; IC, inhibitory concentration; QD, once daily. = e > with 3 transit compartments
and had = 1 PK sample 2 1 rintodestrant dose and had 2 1 PK sample Ky Ky S5 % 0.75 - 0.7 « Rintodestrant has variable PK; UGT1A1 polymorphism was identified as a significant covariate
Endpoints PKtparameterS and predicted PK [?EI;E\;;ES PET gf{?R Rintodestrant dose  pulkadesd < Depot > Transit > Transit EXPOSURE-RESPONSE RELATIONSHIPS é S & ' 10.64 0.62 | impacting rintodestrant exposure, but the effect may not be clinically significant
metrics c y N e © = o . . S i in vi i
EPCAM+CD45- CTCs Tumor size at week 8 1 2  Apositive exposure-response relationship was identified between total exposure and target ER 22 i < 0.50 - | Slmulattad trough cortcentratlon at 800 mg QD exceeded in vitro C4/ICq values for ER degradation,
ER degradation PFS engagement, as measured by ['8F]-FES PET up to 2000 ng-h/mL (Figure 3A) 5 = ilélgp?:rgggptgi Selgcltgcz:n C;th80f0 rrltEgRQD as the RI:’ZDd ot s
. ‘nchi ] - . - an ata for ER engagement and degradation, respectively, indicate tha
Model Nonlinear mixed-effect model |Linear logistic regression for binary endpoints b * Above 2000 ng-h/m, the relationship showed a U-shaped curve, which may be due to an unknown ' ' ' ' ' ' 0257 ' ' ' g re] imen of rintodestrant 800 mg QD Er:Jes(::JuIts ina harm%colo icall aztive exyosure of
Cox regression for time-to-event endpoints A K covariate effect 1000 2000 3000 4000 5000 6000 1000 2000 3000 4000 9 : Lol mg P gically P
Covariates Age Liver function Age Perioheral V3 ) Q Central ‘ Transit + For dose selection, it is reasonable to target 2000 ng-h/mL AUC, . ng-hmL AUC,, .. ngrhimL ~2000 ng-h/mL in the maljorlty.of patients | o o
Weight  Renal function ECOG PS P V2 ] + Simulated area under the plasma concentration-time curve over the dosing interval with e e *  Exposure-response relationships with other PD biomarkers, including proliferation of tumor cells,
BMI UGT1A1 phenotype |Prior therapy in metastatic setting rintodestrant 800 mg QD showed that the majority _Of subjects (66%) had exposure higher than A and B) each data point corresponds to 1 patient; C) n =5, 4, 4, and 4 for each exposure quartile. Error bars represent the variability CTCSI’ an_d cfDNA, were not observed, presumably due to other prognostic factors and/or limited
Food effect CL 2000 ng-h/mL, supporting 800 mg as the RP2D (Figure 3B) of exposure in each quartie. Orange line represents LOESS fit and gray area represents 90% CI; D) n = 13 or 14 for each exposure sample size | | | | |
(PFFFES PET. [9F uoroestradiol posiron emisson Bmography: BM1. body mase index: ONA. cal-res DIV l « In the ER degradation analysis, most patients had an AUC of ~2000 ng-h/mL and above, and 6 of 8 g:zg'fa Er{,‘,};";@;ﬁ;’gfjﬁ?,Lﬁ}i;:;‘iﬁ'Ztgc‘r’ijigfs“m in each quartile. For logistic regression, percentage mutant allele fractions were o Across the dose range studied, relationships between exposure to rintodestrant and tumor size or
CTC, circulating tumor cell; ECOG PS, Eastern Cooperative Oncology Group performance status; ER, estrogen receptor; patients (75%) had a decrease in ER IHC score, indicating that this dose leads to a pharmacologically  auc,,, area under the curve over 24 hours; C, cycle; CTC, circulating tumor cell; D, day; ER, estrogen receptor; clinical outcome (ORR a,nd, PFS) were nOt,Observed _ _
ORR, objective response rate; PFS, progression-free survival; PK, pharmacokinetics. CL, clearance; K, transit rate constant; PK, pharmacokinetics; Q, intercompartmental clearance; V, volume. active exposure, supporting 800 mg as the RP2D (Figure 4A) LOESS, locally estimated scatterplot smoothing; mVAF, mean variant allele fraction; ss, steady state. + These analyses are limited by the relatively small patient sample size
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