Patritumab Deruxtecan (HER3-DXd) In Previously Treated Patients With Advanced EGFR-Mutated (EGFRm) NSCLC:
Updated Safety Results From HERTHENA-Lung01
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BACKGROUND RESULTS (continued)

- Patients with advanced EGFR-mutated NSCLC (N=225) previously treated with EGFR TKI therapy and Table 3 |ILD Adjudicati()n for HER3-DXd 5.6 mg/kg (N=225) . The incidence of TEAEs of nausea and vomiting generally decreased over the course of treatment (Figure 5)  + Platelet transfusions for thrombocytopenia were received by 20 patients (8.9%) (Table 4)
» Tolerable theraples are needed for prewously treated patlents with platinum-based chemotherapy received HER3-DXd 5.6 mg/kg intravenously once every 3 weeks (Figure 2) Grade after adjudication - The incidence of grade =3 thrombocytopenia and neutropenia peaked at cycle 1 and decreased in later — No patients discontinued treatment due to thrombocytopenia
advanced FGFR_m utated NSCLC - Patients with any underlying pulmonary disorder at screening (eg, pulmonary emboli within 3 months prior to Wor_st ILD_grade Patients with  Adjudicated (all adjudicated ILD were treatment related) cycles (Figure 5) — Two patients (0.9%) experienced grade =3 bleeding events (unrelated to treatment) within +14 days of a
— study enrollment, severe asthma, severe COPD, restrictive lung disease, pleural effusion) were excluded per investigator suspected ILD not ILD Grade1 Grade2 Grade3 Grade4 Grade5 Total ILD — The incidence of grade =3 anemia was consistently low over the course of treatment grade =3 decreased platelet count
i - i : _ I Any grade, n 22 _ _ _ : : .. :
e Patrltu mab derUXtecan (HER3 DXd) IS an anthOdy drug Conjugate y(.;grade 1 8 5 1 4 0 0 1 6 o The med|an p|ate|et count Showed a drop at Cyc'e 1 day 8, fo”owed by an increase at Cyc'e 2 day 1’ tape”ng e GranU|0cyte COlony-St|mU|at|ng faCtor was used to manage neutropenla IN 23 patlentS (102%) (Table 4)
. . . : . : : : : o/ . o :
(F|gure 1 ) that showed meanlngful efﬁcacy and a manageab|e Safety RESU LTS Grade 2 3 0 0 o 1 0 0 3 to zero change from baseline (Figure 6) — Febrllle netutroplenla c;lcculrr?d |nf7 E[)atlents (3.1%; all grade =3) of whom 4 (1.8%) were treated with
_ : _ i i i i ranulocyte colony-stimulating factor
1 _ | | Grade 3 5 1 0 2 2 0 0 4 The median changes from baseline for neutrophil count and hemoglobin level were close to zero over the g
prOflle in the phase 2 HERTHENA-LUHQO1 trial (NCTO461 9004) ° At the snapshot data cutoff (18 May 2023), patients with previously treated, advanced EGFR-mutated NSCLC Grade 4 3 2 0 0 1 0 0 1 course of treatment (Figure 7) — Two patients (0.9%) experienced grade 23 infections (unrelated to treatment) within +14 days of grade =3
(N=225) .(Table 1). had r.ecelved. HER3-DXd 5.6 mg/k? for r?edlan OZ °-> months (range, 0.7-23.7 months) Crade S 2 — 2 > ) : 0 0 0 0 - Hematologic TEAEs were transient and managed by dose modifications and routine clinical practice (Table 4) neutropenia
Fi 1 HER3-DXd St " d Attribut — Relatwel dose intensity, median (range), was 97.4% (57.1%-107.8%) (Table 2) Total adjudicated ILD, n (%) 1(0.4) 8 (3.6) 4 (1.8) 0 1 (0.4) 14 (6.2) . Red blood cell transfusions for anemia were received by 28 patients (12.4%) (Table 4)
igure = ructure an rioutes — 224 patients (99.6%) had any-grade TEAEs; 147 (65.3%) had grade 23 TEAEs (Table 2) Outcome of ILD treatment per investigator Flgure 5 TEAES by Cycle of Treatment — Treatment discontinuation was associated with anemia in 1 patient (0.4%)
HER3-DXd is an ADC composed of 3 parts?-: Payload mechanism of action: - 14 patients (6.2%) had centrally adjudicated treatment-related ILD (Table 3); 2 of these events occurred Treatment for adjudicated ILD Recovered/ Recovering/ Not recovered/ 100 - *  Most patients with adjudicated ILD events (n=14; all of which were adjudicated to be treatment related)
] topoisomerase | inhibitor2-52 : ) i B} b d ' tigat lved lvi t Ived . : . ! ) e .
 Afully human anti-HERS3 IgG1 mADb (patritumab) ° durl_lr_1rg]; the E;.mo?.th afdltlonall f?llz\{v ;J_p od treatmentrelated 1LD 705 days ( 0474 days), and C);rgt::o:tepzi:;v(e;;g:; = il alallil o= 90 - received corticosteroids (n=13 [93%]); 5 (36%) also received antibiotics (Table 3)
. . - : 54 — € median time 10 onset o1 adjudicated treatment-reiate was . ays (range, y- ays), an — A the 13 tients t ted with i t id : tigat 10 had d/ lved. 1
. High potency of payload?-5: : _ . = Nausea mong the 13 patients treated with corticosteroids, per investigator, ad recovered/resolved, 1 was
A top0|som.erase | inhibitor paquad (DXd) I Iy the median duration of ILD with outcomes of resolved (n=10) was 40.0 days (range, 6-207 days) Grade 1; n=5 4 (80) 1(20) 0 o 80 Vomitin recovering, and 2 had not recovered
* Atetrapeptide-based cleavable linker that covalently bonds — Among patients without prior immmunotherapy (n=135), 5 (3.7%) had an ILD event (3 grade 2, 1 grade 3 CIEEE 2 =6 3 (100) 0 0 > 70 - o | i - i - i
the other 2 components Sl e (i Eiaaey i =ERe _ | Inot : : , : Grade 3: n=4 2 (50) 0 2 (50) & —o— Fatigue — Among the 10 patients who recovered/resolved (per investigator), 4 discontinued HER3-DXd (grades by
P 1 grade 3); among patients with prior immunotherapy (n=90), 9 (10.0%) had an ILD event (1 grade 1, Crade 4. e 00 0 0 S g0 Thrombocytopenia grade =3 investigator/adjudication, 2/2, 2/3, 3/2, and 4/3), 1 had a dose reduction (grade 1/2), 4 had a dose
Derux;[ecanz'f’ T —— 5 grade 2, 3 grade 3) Grade 5j 0 0 0 0 S —o— Neutropenia grade =3 interruption (grades, 1/2, 1/2, 1/5, and 3/3), and 1 did not have any dose modifications for ILD (grade 2/2)
"o W © w® 4 O ! *The most common TEAEs were nausea (66.2%), thrombocytopenia (43.6%; grouped PT), and decreased NS T S 501 Anemia grade 23 — One patient with adjudicated grade 1 ILD did not receive corticosteroids and was recovering/resolving, per
3: N/\/\/\rN\)LN/\n’N ))LN/\H’NVO\)LN tite (42.2%) (Fiqure 3 Corticosteroids + antibiotics (n=5/13) . _ _
g o 090 }{0 0 H oég H o Stable linker-payload35. app:hl e ( t o) (Figure d) \TEAE N oot a (20.9% 4PT) , a (19.1% Grade 1; n=0 0 0 0 -.g 40 - investigator
H — € MOSt common gradae 2> S were tihrompocytopenia .J7/0, groupe , neutropenia . 170, Grade 2: n=2 2 (100 0 0 o . . .
| | | | grouped PT), and anemia (15.1%: grouped PT) N ) g 30- Table 4 Timing and Management of Hematologic TEAEs
Cleavable tetrapeptide-based linker Tumor-selective cleavable linker2-62 Grade 3; n=2 2 (100) 0 0
Topoisomerase | inhibitor — 88.9% of patients had a Gl TEAE (SOC of Gl disorders), 8.0% were grade =3 Grade 4° n=1 1(100) 0 0 20 - HER3-DXd 5.6 mg/kg
. . . . . . . . . ’ Hematologic Event N=225
geylioEt (B Bystander antitumor effect®7s - TEAEs associated with dose interruption, dose reduction, and discontinuation occurred in 41.3%, 22.2%, and Grade 5; n=0 0 0 0 10 - == ( )
o . : - o) 0 Thrombocytopenia (grouped PT; grade =23)
8.4% of patients, respectively (Table 2; Figure 4) ] _ _ o _ S ——e —£} = - &
F|gure 3 Most Common TEAEs Occu rring in >10% of Patients 0 1 . 2\;/* : f : \53' : (; = -7‘!-.‘ . ; g >?8 . Time to onset, median (range), days 8.0 (7-243)
. . o . Nausea 66% Cycle - - Duration, median (range), days 12.5 (4-20)
, , , Table 1 Patient Demog raphlcs and Clinical H IStOry Thrombocytopenia® I 11% 44% No. of patients at risk: 225 210 179 165 148 135 121 113 27 Patients receiving platelet transfusion for thrombocytopenia within 28 days of onset, n (%) 20 (8.9)
: Here we present fU rther detalls Of the Safety prOflle Of H ER3-DXd In HER3-DXd 5.6 mg/kg Decreased appetite 42% Grade 23 bleeding events within £14 days of grade =3 platelet count decrease, n (%) 2 (0.9)
. . . Baseline characteristics (N=225) Neut ia® B 12% 36% ’
- _ eutropenia o b . : .
patlents with preVIOUSIy treated, advanced EGFR-mutated NSCLC e TeEEn (EraE), A 64 (37-82) Anemia® 350, Flgure 6 Platelet Count Gastrointestinal hemorrhage 1(0.4)
based on follow-up data for 6 months beyond the primary analysis of Female, n (%) 132 (58.7) Constipation 34% . AEmGioTEr: 1(0-4)
H ERTH ENA Lun 01 Asian, n (%) 105 (46.7) Eatlgue 032% - . . Neutropenia (grouped PT: grade =3)
9 BMI, median (range), kg/m? 22.8 (14.9-42.6) \[/)cl)ar:i:ig 223/0 1 o 2 38 Time to onset, median (range), days 21.0 (8-299)
( - © o @ . :
Smoking history, n (%) :j;/rer 1:14(536648) Leukopenia® 26% = T 7 5 Duration, median (range), days 7.0 (3-37)
! : . . ' Alopecia 25% = 0007 o 1 L Patients treated with granulocyte colony-stimulating factor for neutropenia within 28 of onset including
F|gure 2 Study DeS|gn History of Gl disorders, n (%) 16 (7.1) Dyspnea XA 20% = S 5 T & T o ° o 8 o . ) febrile neutropenia, n (%) 23 (10.2)
- . History of hematologic disorders, n (%)°® 6 (2.7) Asthenia 20% 5 - ° - T T 1 T - e _ ’ .
Patient population o 0/ 73 (32.4)/149 (66.2) AST increased 17% % 400 — A o 1 ) o B B Neutropenia 21 (9.3)
. Advanceq EGFR-mutated NSCLC | ECOG performance status, n (%) o 3 (1.3) Hypokalemia 17% % <;__ i % ' T T Febrile neutropenia 4 (1.8)
. Pr.ogressmn on most relcent systemlc therapy Primary endpoint Time since initial NSCLC diagnosis, median (range), months 41.0 (9.1-224.7) Abdomlne&l pa|ﬂe | 16% D 00— E: _;> H ﬁ H H @ @ H H @ E% E% E% ﬁ Eﬂ Grade =3 neutropenic infection within £14 days of grade =3 neutrophil count decrease, n (%) 2 (0.9)
* Prior EGFR TKI and prior platlnum—basgd HER3-DXd 5.6 mg/kg « cORR by BICR Sum of target lesion diameters at baseline (BICR), median (range), mm 68 (11-248) oug | 016A’ Q% } 1 1T Sepsis 1(0.4)
chemotherapy (amended protocol required IV Q3w Kev secondarv endooint History of CNS metastasis, n (%) 115 (51.1) Pyrexia | 12% N Grade 5 1L LT+ - -~ 1 | 1 1 41 - L _
prior osimertinib) (N=225) y Yy P _ "y . 2 A ' Stomatitis' 12% B Grade 4 1 1 L = - = Septic shock 1(0.4)
. . . - DOR by BICR Brain metastasis at baseline (BICR), n (%) 72 (32.0) Headache | 129 0 s T Ta T T T T T T T T T T T T T T T T T 1 : _
* Inactive or previously treated asymptomatic Liver metastasis at baseline (BICR). n (%) 75 (33.3) ALT d 0 B Grade 3 Baseline 70@090 O"’o eod)o % o% o% O)o O‘%) 0‘90 070 07 o}é o,& Q, O’o o,@ <, O’& 0{9 Ov’o o} Anemia (grouped PT; grade =3)
- : : % 7,
brain metastases allowed Primary data cutoff. 21 November 2022 ° Ex19del 142 (63.1) CISrg\r/(T?)S?Q 11120// Grade 1/2 No. of patients at risk: 218 21071807 165 7148 7136 7121 7115 ’ 95 ’ 83 0775 0768 0750 <>7477<>741 0739 0730 0727 ” 2% 0722 ” Time to onset, median (range), days 98.5 (3-462)
° : : . i+ . . . . . - Y O. OT patents at risKk:
Pretreatment tumor tissue required Snapshot data cutoff: 18 May 2023 (additional 6 months of follow-up) EGFR-activating mutations, n (%)¢ e 82 (36.4) Weight decreased | 1% Duration, median (range), days 13.0 (2-247)
i Back pain | 10% - : : : Patient ivi d blood cell transfusion f ia with 28 d f t, n (% 28 (12.4
Median (range 3 (1-11)e atients receiving red blood cell transfusion for anemia wi ays of onset, n (%) (12.4)
No. of prior lines of systemic therapy 2 prior Iiaesgn )(0/) 58((25 33) Epistaxis 10% Flgure 7 Change N NeUtrOphll Count and HemOglObln Level
in the locally ad d/metastatic setti AP ' 0 | o | o | o | o | 30
CO N C LU S I O N (in the locally advanced/metastatic setting) >2 prior lines, n (%) 165 (73.3) 0% 20% I:)40/0 . o 60% 80% 100% Neutrophil Count ABBREVIATIONS
. roportion of patients i 5
Prior EGFR TKI therapy G 225 (100.0) " Platelet count decreased, thrombocytopenia. * Neutropenia, neutrophil count decreased. * Anemia, het;:‘jitr‘r’]‘.’r:gld;a‘?ﬁ)se:; gi@gﬂ%gfp‘;?ﬁresssf’ffshtt’r']‘(’)"ds cell count < N o ° 5 3 i © . 5 ADC, antibody-drug conjugate; ALT, alanine aminotransferase; AST, aspartate aminotransferase; BICR, blinded independent central
. . . . Prior third-generation EGFR TKI 209 (92.9) screased. © -eukopenia, white blood cell count decreasec. ® Abdominal discommiort, abdominal pain, abdominal pain fower, nal pain Upper. e HIEeT, Moy S o o o review; BMI, body mass index; C, cycle; CNS, central nervous system; COPD, chronic obstructive pulmonary disease; cORR
- 0 Iceration, oral , oral | blistering, stomatitis. — o 0 ® ’ ) » s ’ ’ ’ ’ ’ ,
¢ H ERB-DXd demOnStrated a manageable and t0|erab|e Safety prOﬂIe, Prior anticancer systemic therapy regimens, n (%) Prior platinum-based chemotherapy 225 (100.0) PTETOn, DI ITHERSS BIORIOn, DI THEse PIRTErns, Somate S 2 ? f j; T T T 8 % CT) T © 8 T T CT) . % CT) confirmed objective response rate; D, day; DOR, duration of response; ECOG, Eastern Cooperative Oncology Group; EGFR,
. . - PR = 0 = == 1 = = epidermal growth factor receptor; Gl, gastrointestinal; HER3, human epidermal growth factor receptor 3; g, immunoglobulin; ILD
th . ] " n " " — ] ) H ] ’ H ) )
ConS|Stent W|th preVIOUS reports o thoracic radiation therany Prior immunotherapy jg E:g (1); Flgure 4 TEAES ASSOC|ated W|th Dose Changes N >2 OA) Of Pat|ents % % % % E T T % ? % T % % % % ? % f % % % izf interstitial lung disease; |V, intravenous; mAb, monoclonal antibody; NSCLC, non-small cell lung cancer; PT, preferred term; Q3W,
: . . . : o 5 O g O every 3 weeks; SOC, system organ class; TEAE, treatment-emergent adverse event; TKI, tyrosine kinase inhibitor.
° The maJOrlty Of hematOIOglc and G I TEAES were tranS|ent and a Patients with a medical history of SOC Gl disorders. ® Patients with a medical history of SOC blood and lymphatic system disorders. ¢ These patients had ECOG Discontinuation of Any TEAE = 9 3 S 5 2 o 6 ©o 8 o 8 © ° ©
d . I t t t I performance status of 0 or 1 at screening. ¢ 1 patient had both Ex19del and L858R mutations. ¢ 2 patients had 1 prior line of therapy. study drug Pneumonitis W 229 g 10 1 : O o o O O o © o o 9 o REFEREN C ES
OCCurread in earity trreatment cycies : : —— ' ' ' ' ' ' © o
y y Table 2 Summar Of Safety Proﬁle Dose interruption Any TEAE 2 o 1. Yu HA, et al. J Clin Oncol. 2023;41(35):5363-5375. 5. Koganemaru S, et al. Mol Cancer Ther. 2019;18:2043-2050.
* No new safety signals were observed y Neutropenia® I ©.8% < ] © 5 O 2. Hashimoto Y, et al. Clin Cancer Res. 2019;25:7151-7161. 6. Haratani K, et al. J Clin Invest. 2020;130(1):374-388.
HER3-DXd 5.6 mg/kg Anemia® I 5 7% o 5 o o © 3. Nakada T, et al. Chem Pharm Bull (Tokyo). 2019;67(3):173-185. 7. Ogitani Y, et al. Cancer Sci. 2016;107(7):1039-1046.
Safety summary (N=225) COVID-19 B 4.0% 4. Qgitani Y, et al. Clin Cancer Res. 2016;22(20):5097-5108.
Study drug exposure Fatigge H 3.6% Hemoglobin Level _
Treatment duration, median (range), months 5.5 (0.7-23.7) Thrombocx’[sciﬁzzzg‘: :gf://" § °07 . - ) o ACKNOWLEDGEMENTS
Dose intensity, median (range), mg/kg/cycle 5.45 (3.2-6.0) Pneumonia B 3:102 B} 5 © o 8 92 © o ° 8 © S o © + Funding for this study was provided by Daiichi Sankyo Company, Limited and Merck Sharp & Dohme LLC, a subsidiary of Merck &
Relative dose intensity, median (range), % 97.4 (57.1-107.8) Pneumonitis W 3.1% 'GEJ 251 g O ? Co., Inc., Rahway, NJ, USA
TEAEs Blood bilirubin increased W 2.7% g e s o Medical writing support was provided by Amos Race, PhD, CMPP (Nucleus Global, an Inizio Company) and was funded by Daiichi
5 Diarrhea B 2.2% cU 0 . pm  om BN BN ] T[] B mm— FN—B Sankyo Company, Limited and Merck Sharp & Dohme LLC, a subsidiary of Merck & Co., Inc., Rahway, NJ, USA. Editorial support
Any TEAE, n .(/0) | . . . 224 (99.6) Leukopenia? B 2.2% 'g ma hﬂ kﬂ hj ﬁj ﬁﬁ bj m hj tj Ej ﬁ Eﬂ m hj tj Ijil hﬂ Eﬂ Eﬂ E% was provided in accordance with Good Publication Practice guidelines (https://ismpp.org/gpp-2022)
Associated with treatment discontinuation 19 (8.4) - - - - - - - - - - - o) i - .
, , , Dose reduction = - - Additional statistical analyses were provided by Maha Karnoub, PhD
Associated with treatment dose reduction 50 (22.2) u Any TEAE o 27 o O 1 1 . 1 -]
Associated with treatment dose interruption 93 (41.3) Thrombocytopenia© Il 6.7% 2 o ©° & © 5 o 8 o o CONFLICT OF INTEREST
Grade 23 TEAE, n (%) 147 (65.3) Fatigue [ 4.4% £ 50 ?
. ’ 0 | Anemia® Il 3.6% @) O Honoraria: Ono Pharmaceutical, Bristol Myers Squibb Japan, Lilly, Boehringer Ingelheim, AstraZeneca Japan, Chugai Pharma, Pfizer, MSD,
Treatment-related TEAE, n (%) 215 (95.6) Neutropenia M 3.6% o Novartis, Merck Serono, Amgen, Daiichi Sankyo/UCB Japan, Guardant Health, Takeda.
i i a 0 Consulting or Advisory Role: AstraZeneca, Boehringer Ingelheim, Bristol Myers Squibb, Daiichi Sankyo/UCB Japan, Janssen.
Associated with death 4 (1.8) Nausea W2.2%
— - - - - - - - - - : No. of 218 210 180 165 148 136 121 1152 95 832 752 68 50 47 41 392 30 27 26 22 Research Funding: Ono Pharmaceutical, Boehringer Ingelheim, AstraZeneca, AbbVie (Inst), AC Medical (Inst), Astellas Pharma (Inst), Bristol
Grade 23 104 (46.2) 0% 20% F>4o%n f ect)% t 80% 100% patients at risk clw clw clw clw clw clw clw clw clw C; é clw clw clw clw é é é é é C: II\?/Iyers sﬂu(i)bb (Inst), D(Tliicr;i iankyo Ij|n:,;), Eisai((llns’;), I\hiuy i;JaSpan (In(slt), E)PI\SI Associztes)Cg., Ltkd (2Inst)5 (;Izgolzs.xrréithzline) (IIDr:cst), J(?par)] (;Iligl[i)caSINBL
Serious TEAE 36 (16.0 roportion of patients N esearch Operations (Inst), Kyowa Hakko Kirin (Inst), Merck Serono (Inst), Novartis (Inst), Otsuka (Inst), nst), Pfizer (Inst), -
2 Pneumonitis, Gl perforation, pneumonia, respiratory failure (n=1 each) ( ) a Neutropenia, neutré)phil count decreased. ® Anemia, hematocrit decreased, hemoglobin decreased, red blood cell count decreased. ¢ Platelet count decreased, 70(9907 &07 707 %7 %7 O; c9<>7 &07 7007 7707 7‘307 7“?07 7707 7‘52)7 7%7 7)07 7‘%)7 7‘%)7 9007 972)7 (Inst), Quintiles Inc (Inst), Taiho Pharmaceutical (Inst), Takeda (Inst), Yakult Honsha (Inst), Chugai Pharma (Inst), Sysmex (Inst).
; ; ; thrombocytopenia. ¢Leukopenia, white blood cell count decreased. a1 fewer patient for neutrophil count. C Patents, Royalties, Other Intellectual Property: Sysmex.
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