Pharmacokinetics of Tucatinib in Healthy and Hepatically-Iimpaired Volunteers
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Background Results

» Tucatinib is a selective human epidermal growth factor Table 1. Summary of Demographic Data Tucatinib and ONT-993 plasma concentration-time profiles Geomean ratios (GMR) of tucatinib PK parameters show

receptor 2 (HERZ2) targeted tyrosine kinase inhibitor approved nore s OSSR e were similar between participants with mild hepatic participants with mild hepatic impairment to be similar to

_ epatic epatic epatic epatic . . . . -
by the FDA' and other regions for the treatment of adult Function Impairment Impairment  Impairment impairment and healthy controls. healthy controls and <2-fold increase (Table 3) in participants
patients with advanced unresectable or metastatic HER2+ e v—— 9) 8) - 5) Participants with moderate or severe hepatic impairment with moderate or severe hepatic impairment compared to
breast cancer. Sex T T ST S B had generally increased tucatinib exposure compared to healthy cont_rols. .

* Tucatinib is cleared via CYP2C8-mediated metabolism (to Female 5 (33.3%) 4 (50.0%) 1(16.7%) healthy controls and exhibited large inter-participant « Changes in tucatinib C,,, and exposure between moderate or
ONT-993), to a lesser extent by CYP3A, and subsequent Race American Indian or Alaska Native 1(12.5%) variability. severe hepatic impairment compared to healthy controls
biliary excretion. - jg-’*j/‘f’ ———— »  Tucatinib C_., and AUC,_.. ranged from 67% lower to 3.2-fold exhibited high inter-participant variability (as reflected in the

.. i . i ] . ack or African American 1% .0% == === ) ] . .. i 0

* Hepatic impairment can cause alterations in drug disposition —— a5 B T e T Y e higher and 46%.Io_wer tp 3.6-fold hlghgr in participants with 90% Cls). .
and pharmacokinetics (PK).2 Ethnicity  Hispanic or Latino 5 (33.3%) 3375%)  5(625%) 2 (33.3%) moderate hepatic impairment, respectively, compared to . QMR v_alues for tucatinib AUC,_., were 1.15-f0|C! and 1.61-fold

« Given that tucatinib is primarily cleared by hepatic metabolism Not Hispanic or Latino 10 (66.7%) 5(62.5%) 3 (37.5%) 4 (66.7%) geometric mean (GM) for healthy controls. higher in moderate and severe groups, respectively (compared
and biliary excretion, characterizing PK in participants with WeghE) e By selEs  SRafes)  EBEAY  CRalnd * Tucatinib C ., and AUC,_. ranged from 79% lower to 6.2-fold to healthy controls).
hepatic impairment was necessary to inform dosing elgnt fem)  Mean (8 eton AP 10780 A70ED higher and 45% lower to 4.6-fold higher in participants with Table 3. Statistical analyses of tucatinib plasma PK following administration of a single oral

BMI (kg/m?) Mean (SD) A 20 (B4 20 () 20 B0 dose of 300 mg to participants with normal hepatic function and with mild, moderate, or severe

recommendations.

severe hepatic impairment, respectively, compared to GM for

Abbreviations: BMI= body mass index; n = number of participants; SD = standard deviation

hepatic impairment.

ONT‘380'009 (NCTO3722823) was a Clinical study conducted healthy ContrOIS- PK Parameter Statistic Mild vs. Normal Moderate vs. Normal Severe vs. Normal
. . . . . : .o : : (n=8) (n=8) (n=6)
to evaluate the PK of tucatinib in volunteers with hepatic Pharmacokinetics of Tucatinib and ONT-993 in Healthy SLI\J/ICONTMQR?:s to tucatlplb_lmeftabolltg to fa;‘ent rtgtlp bas_ed Or][ C *GMR 1.04 0.885 117
impairment based on Child-Pugh (CP) score compared to Compared to Hepatically-Impaired Volunteers t 0'°°|( | {A‘Ué:)fwas simiiar %r mOt T)ralte tepa c |rtnpat!rmen 590% Cl (0.616, 1.75) (0.421, 1.86) (0.366, 3.77)
matched healthy participant controls. (not calculated for severe) and metabolite to parent ratio AUG,, \GMR 0.980 113 1.43¢
A Tucatin:,b I:Ilzsrar:?c(li;nc;?:lr:lr::‘itog:’ier?ﬁ Profiles B 0NT-99I:ypljlae;f:’taicﬁ?n":;?ﬂ:ﬂfg:ﬁ::ﬁ;mﬁ|es based on Cmax (MRCmax) was ~2-f0|d Iower for partICIpantS b90% Cl (0.743, 1.29) (0.652, 1.97) (0.706, 2.90)
Methods Y epEe e ! with moderate and severe hepatic impairment compared to AUC, _ MR 0.990 115 L6l
_ g o000 g healthy controls. 590% CI (0.763, 1.28) (0.653, 2.02) (0.673, 3.85)
¢ VOIunteerS (N=37) at 4 Centers were enrO”ed 1 the StUdy' % ?,j 10 Tucatinib unbound PK was hlghly Variable bUt similar Abbreviations: GMR = geometric mean ratio; Cl = confidence interval.
o : : o 2 EE aGMR for natural log transformed ter, natural log transformed back to the i le.
° Part|C|pantS Wlth mlld (CP CIaSS A, n—8), mOderate (CP CIaSS § ég | Within a" groups b90% C?;gra;hslaR g?nzzfa?:’;getra%as;aolr:ne]eedrpr;araur:]aetec:'?n;?ur;faﬂcr)getranas?or;edeb;r;?(igstﬁae?inear scale.
B; n=8) or severe (CP Class C; n=6) hepatic impairment were E & GM fract b 4 (F.) tucatinib g 0.027 t A
. . . . o 4 o " " " = = = "
matched to participants with normal hepatic function (n=15) by 2 -] R 0 04(;30 lon unbound (f,) tucatinib ranged from 0. O Safety of tucatinib in participants with mild, moderate, and
ime (hours Time (hours) . . o . o ] ) i I I i i .
dage, BMI, and sex. . Normal J&T:\/Iild (h Mogerate . Sovere N e et < e Table 2. Plasma PK parameters of tucatinib following administration of a single oral dose of severe hepatlc Impalrment was similar to matched controls
« Tucatinib was administered as a single 300 mg oral dose. c 5 300 mg in participants with normal hepatic function and with mild, moderate, or severe hepatic  Three treatment-emergent adverse events (TEAES) were
x A ucatini ; ic Impairmen \'% ucatini ic Impairmen \' impairment. . ICI .
»  Plasma samples were collected for PK analysis and tucatinib ucatinit AliGu by Hepatic impaiment Level ucatinih Gma by Hepatic Impairment Level PKParameter  NormalHepatic  Mild Hepatic  Moderate Hepatic  Severe Hepatic observed In three total participants. Two TEAEs occurred in
concentrations measured using validated LC-MS/MS methods 3 15000 3000~ Function (n=15) Impairment (n=8) Impairment (n=8) Impairment (n=6) part|C|pants with mild hepatlc |mpa|rment, and one occurred In
- E 5 o .. . . .
- The PK and safety profiles between each hepatic impairment £ © £ AUC,, (h*ng/mL) 2710 (25.7) 2450 (29.0) 3040 (76.1) 3830 (103) a participant with normal hepatic function.
S: 10000~ A o % 2000 AUC, .. (h*ng/mL) 2760 (25.7) 2510 (26.9) 3140 (77.7) 4770 (102)° ° TWO TEAES were Grade 1 and one TEAE was Grade 2 1n
- group and matched gontrols were compared. g . $ .o C_ (ng/ml) e o T ] severity
Figure 1: ONT-380-009 Study Design Schematic g " o g e £ 1 - o T __(h) 2.0 (1.0-3.0) 1.0 (1.0-3.0) 2.0 (1.0-4.0) 1.5 (0.5-4.0) ' _
| Screening | Study Treatment ~ Follow-up | g BT W T E £ o 3 t, (h) 8.67 (1.35) 9.64 (3.62) 9.16 (1.48) 12.4(1.85)° « Two TEAEs, Grade 1 nausea and Grade 2 transaminase
g N . 67 (1. 64 (3. 16 (1. 4 (1. _ _ o C
Days -29 to -2 Days -1 Day 1 Day 2 Day 3 Day 7 (+2 days) T Normal Wi Modurate Sevaro T Nommal  Mid Modurate Severe CL/F (L/h) 109 (25.7) 120 (26.9) 95.5 (77.7) 62.9 (102)° Increased, were considered related to tucatinib.
1 1 1 e HeppettaltipEntien (Ll MR e 0.159 (30.2) 0.146 (49.1) 0.129 (29.3)° NC « Except for one TEAE of transaminase increased, no clinically
Check-in | | TUC Dosing Discharge - - | MR crmax 0.125 (36.6) 0.081 (61.1) 0.070 (82.8) 0.028 (46.4) significant findings in clinical laboratory evaluations, vital
Figure 2: Tucatinib plasma concentration-time profiles (A), AUC,; (C) and C,, ., (D) and ONT- f, 0.028 (39.0) 0.031 (38.1) 0.040 (31.3) 0.027 (48.5) : : : :
PK Sampling 993 plasma concentration-time profiles (B) after a single oral dose of 300 mg tucatinib in Note: Geometric mean (%CV) data are presented. Abbreviations: AUC,, = area under the concentration-time curve SIgns, ECGS’ or phySICaI examinations were reported'
rtici t ith | h tic f ti bl ircl d rtici t ith mild from time O to the time of last measurable concentration; AUC,_., = AUC from time 0 to infinity; C,,, = maximum . :
ICF = Informed Consent Form; PK = pharmacokinetic; TUC = tucatinib ESUQ?ES” r?\c\;\gler:tzr?;?angge’zr:gn;?ecsl)ogr( séjfef'eriiﬁéﬁg in?;?ailr(r:rlfc);r; ?o\gclen roc d(igrrsgrr:ds). ObS‘*_"Ived pasma CIO”CG”Fra“O”;TmZF“me of maximum observed s Cl’”ce“”alﬁ."ln;lt{m=appar?rﬁlp'zsma No q§aths or SSTIoUs adverse events were reported, no
Note: Single oral dose of tucatinib at BQO mg administered after a.t I.easta2-hourfast. terml_ngl elimination half-llf.e; CL/F =_apparent.total plasma clgarance; MRauc =.me£abollte to parept rgtlo of ONT—993_to partICIpantS were Wlthdrawn from the StUdy due to TEAES, Nno
Safety assessments completed from signing of ICF to follow-up visit. tucatinib based on AUC,_..; MR,,.« = metabolite to parent ratio based on Cmax; f, = unbound fraction in plasma; NC = _ _ _ _
not calculated. 2Median (Min-Max) data are provided for Tmax. bn=5; cn=7 TEAES requ|red concomitant med|Cat|On, and all TEAEs
: resolved.
Conclusions e
+ Overall, a single 300 mg oral dose of tucatinib was considered safe and well tolerated in this study for participants with normal hepatic function or with mild, moderate, or severe hepatic impairment. References

« Compared to participants with normal hepatic function, those with mild hepatic impairment had similar tucatinib exposures and participants with moderate hepatic impairment had slightly increased tucatinib
exposures (AUC,_.GMR = 1.15).

« Tucatinib exposure was generally increased in participants with severe hepatic impairment; despite large inter-individual variability, the overall AUC,_, GMR was 1.6-fold compared to healthy controls.

« The 1.6-fold GMR AUC, ; increase in severe hepatic impairment participants supports the recommendation in the tucatinib label’ to dose reduce from 300 mg twice daily (BID) to 200 mg BID in patients with
severe hepatic impairment; no dose adjustment is recommended for patients with mild or moderate hepatic impairment.
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