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Non-small cell lung cancer (NSCLC) accounts for ~85% of all lung cancers.!2
Activating mutations in epidermal growth factor receptor (EGFR) gene have been identified in
15-40% of patients with NSCLC; with 50% of these patients having adenocarcinoma.-"
Tyrosine kinase inhibitors (TKI) targeting common and treatment emergent EGFR mutations
are offering improved patient outcomes.©

Most EGFR exon 20 insertion (EGFRex20ins) driver mutations in NSCLC are resistant to
approved EGFR-TKIs.®-'"

Mobocertinib (TAK-788; AP32788) is an investigational, orally-administrated TKI that is
designed to inhibit all activated forms of EGFR and HER2 mutations, including exon 20
insertions.

Here we present resuits from the Phase 1 open-label, multicentre, dose-escalation part of a
Phase 1/2 study (NCT03807778). The aim of this study was to confirm the maximum tolerated
dose (MTD)/recommended Phase 2 dose (RP2D) identified from a global study (160 mg once
daily [QD])in Japanese patients with NSCLC.

We report pharmacokinetics (PK), safety and tolerability, and prefiminary response results of
mobocertinib 40 mg QD, 120 mg QD, and 160 mg QD in Japanese patients
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d objective response rate (ORR) and disease control rate (DCR)

Patient disposi

Patients with advanced or metastatic NSCLC
refractory to standard walable therapies were included

Mobocertinib was administered orally with an initial dose-level of 40 mg daily which was
increased in increments until the MTD was identified or 160 mg QD was confirmed to be safe
and tolerable.
Doses used in the higher dose cohorts were determined with an adaptive Bayesian logistic
regression model

The dose-limiting toxicity (DLT) dose was reached when 22 of 6 evaluable patients
experienced a DLT at a specific dose. The dose immediately below the DLT dose was
considered the MTD.

Overall, 21 patients were enrolled across 4 sites in Japan; 1 patient was excluded due to
screen failure (enrolment completion: 13 November 2019; Figure 1

Safety population consisted of all patients who received at least one dose of study medication
(N=20). All 20 patients were included in the response evaluable population.

All 4 patients in the 40 mg and 120 mg cohorts and 8 patients firstly enrolled in the 160 mg

Table 1. Patient and clinical Table 4. TEAES of grade 23 in any treatment group, by preferred term — safety
cert Mobocertinib + Investigator-assessed ORR was 25.0% (95% CI 0.63, 80.59 1 patient had partial response,
HWmgQD  120mgQD 160 mg QD Total PRI) at 120 mg QD and 16.7% (95% CI 2.09, 48.41 [2 patients had PR]) at 160 mg QD.
cl isti (N=4) (N=4) (N=12) (N=20) 40 mo A0 120 mg QD 160m930 . I3 patients with an objective response (CR or PR) had tumours harbouring EGFRex20ins.
Median age, years (range) 63.5 (41-71)  60.0 (46-71)  61.0 (42-83) 61.0 (41-83) Preferred term (N=4) (N=4) (=12 I tigator-as ed DCR (complete e [CR], PR or stable disease [SD]) was 50%
. ., Patients with any TEAE of grade 23, n (%) 0 3(75) [ED) + Investigator-assess mplete response [CR], PR or stable diseas was 50%,
:990 <(5/50)V°ﬂ'5 /265 years, n (%)  2(50)/2(50) 2(50)/2(50) 6(50)/6(50) 10 (50)/10(50) Diarrhoea o 125 o 75% and 75% in the 40 mg, 120 mg and 160 mg QD cohorts, respectively (Table 8).
ex, n (%
male / female 2(50)/2(50) 1(25)/3(75) 3(25)/9(75) 6(30)/ 14 (70) Lymphocyte count decreased 0 1025 0 Table 8. Investigator-assessed ORR — Response evaluable population
?u‘;g/elva‘ dlagnesis.n (%) (0)/4(100) 0(0)/4 (100) 1 (8)/11(92) 5)/19 (95) Dehydration M 1@ 0 Mobocertin
Median time since initial diagnosis, 26.9 15.5 202 19.7 Depressed level of consciousness o 1(25) o 40(',:‘34?’ 1211"7%@ 16(0Nr;|1920D
E@S‘gsp(;a"ff;) (179-157.8)  (11.8-316)  (26-100.4) (2.6-157.8) Embolism 0 1(25) 0 ivesTigatorassessed ORR.n (%) 0 T (2% 207)
0 (% Pneumonia 0 0 1(8) c 0.00, 60.24] 063, 80.50] 2,09, 48.41)
NS imatvement at screening, n () 20 0(O140100 S ERITEE T E9113 () Interstial lung disease 0 0 18) Investigator-assessed DCR, n (%)1 2(50) 3(5) 9.(75)
YIN 2(50)/2(50) 4(100)/0(0) 4(33)/8(67) 10 (50)/10 (50) ALT increased 0 0 1(8) Investigator-assessed BOR, n
Smoking history, n (%) Neutrophil count decreased 0 0 1(8) CR 0 ] 0
Never / Former 2(50)/2(50) 2(50)/2(50) 8(67)/4(33) 12 (60)/8 (40) PR 0 1 2
e of BSEF-mutation e o O oo 108 White blood cell count decreased 0 0 18) Dt 2 2 7
positivelnegative status, n (%) (75)/1(25) 4 (100) (100) (95)71(5) Decreased appetite 0 0 ®) PD 2 i 3
EGFRex20ins mutation ‘lanine aminotransferase; QD, once dail reatment-emergent adverse even! NE 0 0 0
o oo sy 3S/125)  4(100)/0  11(62)/1(8) 18(90)/2(10) AT ransiorase; D, once daly, TEAE, veatmert-omergent advarsa evert. —
HER2 mutation assessed, n (%) 2 (50) 0 4(33) 6(30) Table 5. Treatment-emergent SAEs in any oup, by preferred fety 8OR CR compiele ot ovauable; ORR, overal
R o i ancdaiy; D, stable 45356
positive/negaive status, n (%) 1(50)/1(50) o 0 10715@3) popaon analysis
ECFRex20ins "‘“:;m o0 1(50) /1 (50) 0 0 1(17)/5 (83) 40 mg QD 760 mg QD + Mobocertinib was readily absorbed with a median time to reach maximum concentration (T,
Lo e 5 Preforred term (N=4) (N=12 of approximately 4 h on both Cycle 1, Day 1 (C1D1)and Cycle 2, Day 1 (C2D1). The mean
CGFRersoms. vion 20 mtrion: O3 ance daty Patients with any freatment-emergent 0 325 plasma concentration-time profiles on C1D1 and C2D1(Day 29) for mobocertinib are depicted
Dose-limiting toxicities (DLT) and determination of MTD and RP2D SAE, n in Figures 2A and 2B. The daily dosing schedule was supported by the estimated effective
+ NoDLT was observed at 40 mg QD, and 1 patient (25%) in 120 mg QD cohort and 2 patients Dehydration 0 0 half-life of 9-13 hours (Table 9).
(25%)in 160 mg QD cohort had DLTs. The details of each DLT is summarized in Table 2. Depressed level of consciousness 0 o * Minimal mobocertinb accumulaton of <13 was observed folowing multplcoses (Table 9).
Table 2. DLT report’ across all mobocertinib doses :’"‘m“s"‘ g ? Table 9. Summary of PK of PK
neumonia —
. WMobocertinib
Patient DLT Event outcome Interstitial lung disease 0 1 Zomgap 10200r:|=g @~ Temgan g QD
Pneumonitis 0 1 ‘After single oral dose (Cycle 1, Day 1)

0001-002 (120 mg QD) Drug-related grade 3 diarthoea leading to dose Recoveringlresolving at EOT
interruption/dose reduction

Drug-related grade 3 interstitial lung disease

leading to dose discontinuation

Patient missed 225% of planned doses due to AST and ALT increased were
TEAES; AST increased (grade 2), ALT solved; diarrhoea not
increased (grade 3), and diarrhoea (grade 2) _recoverediresolved at EOT
T-ovaluatie. ALT, arine T

Not recovered/resolved at EOT

0003-005 (160 mg QD)

0003-007 (160 mg QD)

k
Gose-imiting toxicity EOT, Ql

QD, once-cally; SAE, serious adverse event.

TEAEs of clinical interest

+ Summaries of interstitial lung disease (ILD)/ pneumonitis and diarrhoea are provided in Table

6and Table 7.

0%, and 16.7% (2 patients), respectively.

Incidence of ILD/pneumonitis at 40 mg QD, 120 mg QD, and 160 mg QD were 25% (1 patient),

Evaluable patients, n

4 4
Tooe h Median (min, max) 383 (3.83, 3.88) 3.985 (3.88, 5.92) 3.985 (3.83, 7.87)

Cono NG/ML Geo mean (Geo %CV) 15.4 (76.1) 70.28 (56.2) 100.2 (36.3)
AUC,, hng/mL. Geo mean (Geo %CV) 52.9 (62.2) 858.1 (60.3) 1196 (43.0)

Steady state after multiple oral dose (Cycle 2, Day 1)
Evaluable patients, n 3 2 5
Median (min, max) 3.95 (3.83,4.05) 4.00 (3.97,4.03) 3.97 (3.92, 5.95)

naxsss

cohort were evaluated for DLT, . once caly; TEAE. treatment-emergent adverse even X
§ Safety and tolerabilit + Almostall patients had at least 1 drug-related diarrhoea event, and the median time to initial Craxss: ng/mL Geo mean (Geo %CV) 17.9 (34.4) 106.2 (39.4) 900 (18.4)
As of data cut off (DCO; 31 March 2020), 3 patients receiving 160 mg QD remained on study. Yy onset of event was 3.4 days (post.dose). grade £2 and manageable with concomitant AUC,.,, hg/mL Geo mean (Geo %CV) 2148 (209) 1195 (50.1) 1141 (25.9)
« Per protocol, an expansion cohort (160 mg QD) was opened after confirmation of MTD/RP2D; +  Allbut 1 patient who received 40 mg QD had at least 1 TEAE of any grade (Table 3). loperamide with no need for dose modification Rucaucas) Geo mean (Geo %CV) 1.096 (43.8) 126 (12.9) 0.9227 (39.3)
4120 patients were enrolled in this cohort + Treatment-emergent adverse events (TEAES) of grade 23 and treatment-emergent serious ) tigor®, N Geo mean (Geo %CV) 13.19 (4.3) 1025 (33.4)  9.137 (19.4)
Figure 1. Patient disposition adverse events (SAES) are shown in Table 4 and Table 5, respectively. Table 6. Summary of ILD/pneumonitis — safety population u o dosing nteval —
+ One patient in the 120 mg QD cohort died and the event was related to underlying disease (lung Preferred Dose  Severity Onset  End of Event Treatment  Action taken  Mmum sieadysttels variaton; o mean, gsometie meas Rugucau ccumialon el
Mobocertinib 160 mg QD term (@D), (grade) (study  event outcome related e 150 me e mm (pect
\ it 9 cancer). B y offrSL0GEUITENCe of o steady stte. 40 g QD: n=2, 120 mg QDY n=2, 160mg AD:n=3.
Trea':e_di 12 + No new safety signals for mobocertinib were observed. L d2y) (study day) Figure 2. Mean plasma concentrations of mobocertinib (semi-log scale)
>
Ongomg "-3 (25%i Table 3. TEAES of any grade reported in 23 patients in any treatment group, by preferred term :::‘;”g:ms 40 1 22 Ongoing :&‘ rr:sc;:::d/ Not related :mmcam Following single oral dose administration  (B) Following repeated oral dosing (Cycle 2, Day 1)
9 (75%) safety (Cyclc 1, Day 1)
- Not recovered/ Dr TAK.788 (Cyce 1 Day 1
] Mobocerinth 120 mg oLT Expansion %0 mg GD 120 mg QD 160 mg QD LD 160 3 16 Ongoing o o ea Related RS [
8 Trsailsd ) » evaluation (n=4) Preferred term (N=4) (N=4) (N=12) T )
going "= Patients with any TEAE, n (%) 375 4(100) 2 (100) Pneumonitis 160 2 121 Ongoing ~ Notrecovered! gy yoq ol — 2
9 Discontinued n=4 (100%) Diarrhoea 3(75) 4(100) 2 (100) not resolved withdrawn e 2
n=4 (100%) Lymphocyte count decreased 0 1(25) 4(33) I
ALT mereased o o 13 Datacutoffdate: 31 March 2020
» ILD, intersial kg cisease: QD, once-daly; TEAE, treatment emergent adverse event
- P> Decreased appetite 1(25) 1(25) 4(33) .
DLT, dose-iimiing toxicity; QD, once daily Time White blood cell decreased 0 0 3(25) ) ) s 8 3 g —T T
Patient and baseli Stomatitis o 2 (50) 8(67) Table 7. Summary of diarrhoea — safety population IR H 183 H
+ Inthis study, all patients were Japanese and had adenocarcinoma; the overall median age was DY Skin 0 2(50) 8(67) Mobocert £ié & 1i: H
61 years and the majority (70%) of patients were female (Table 1). Nausea 2(50) 2(50) 6 (50) 0 s 0 120me o0 me, a0 R s H $:: H
o, . . y o Vomiting 0 2(50) 7(58) Preferred term (N=4) (N=4) (N=12) I
- Atbaseline, 95% of patients had tumours harbouring an EGFR mutation; of these, 90% Dermatitis acneiform o 2 (50) 78 Batients who had Giammosa 3 7 = C GrElEIons
harboured an EGFRex20ins mutation. Amylase Increased o 1 o5 52 Drug-related 3 4 12
- Al patients had received at least one prior anti-cancer therapy, and 55% of patients had Paron 0 1(25) 5 (42) rade 0 1 0 s (D D e ST = B D I e pEIE D D
received 23 regimens. Blood creatinine increased 0 0 5(42) Led to dose medifcation i | B . , ',, md o Is for mobocertinib were observed
+ Overall, 19 of 20 patients (11 of 12 patients who received 160 mg QD) had received prior AST increased 0 0 4(33) Dose Ierpon o i ] I T LT L N s T N R TIOCE TR X
platinum-based chemotherapy (carboplatin and/or cisplatin); 1 patient had received gefitinib Pyrexia 0 3(75) 3(25) . T!‘g :‘; g{ (':mbwe" nib ﬁpﬂ l'le':O active metabolites were characterised in Japanese patients.
and an unspecified investigational drug. Lipase increased 0 1(25) 3(25) Median time to initial onset, days (range) 3(2-9) 4(3-5) 4 (2-28) UL supporting the QD dosing regimen.
+ The median duration of study drug exposure was 3.45 months (range, 0.4-10.1); median dose Dysgeusia 1(25) 1(25) 3(25) Pt L.i" o, G 01 s DSBS & e ot T Lung Coner s 075430 155545 s oo Y
intensity was 119.3 mg/day (range, 40-160) and median relative dose intensity was 94.4%. ALT, alanine once daly; TEAE, QD, once-daily e e st s e et o B 5 e o T Oncel 200538 529, 2,y S Husna PH. Signal
medical writng Takeda 10 (Tokyo. apan), Medical writng provided by Emma Donadie, MSc. forand on behal of MIS Lid and funded by Takeda Pharmaceutcal Company Linited (Tokyo, Japar).

Acknowledgements: The authors would like to thark the patients, their famiis, and thelr caregivers; e TAK-788 investigators and their team members at each study site for thelr invaluable involverment in tis study.

Disclosure: Toyoaki Hida served as a Astrazeneca, Chugal Pharma, Boehringer Ingeleim and Novartis.

Company Limited,



	Slide Number 1

