NER-Tree study interim analysis of safety and patient-reported outcomes in patients with Human Epidermal
Growth Factor Receptor 2 positive (HER2+) early breast cancer (EBC) treated with neratinib in China
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Background The median age of patients was 50.5 years. Over one-quarter (27.8%) of the patients had cT1 and 54.8% had cT2; 76.4% Analy5|s of Diarrhea
of patients were N+ and 89.0% had Stage II+ IIl tumors. A total of 328 patients (65.6%) were postmenopausal. At primary - . - . o o

Neratinib, an oral irreversible pan-HER tyrosine kinase inhibitor, was approved in 2020 in China for the extended diagnosis, 55.0% of the patients had HER2+/hormone receptor-positive (HR+) tumors. The meldlsnztlmse;ro.m the '""I'at.'°" of "?"“'"f'b treatme;t tohthe onset of d'arl"h;al‘ga;;-o days (interquartile

adjuvant treatment of HER2+ early breast cancer (EBC) adult patients. The approval was based on the ExteNET trial range [IQR] 2.0,6.0). The cumulative duration of >grade 3 diarrhea was 5.0 days (IQR 1.0, 73.0). _

showing signi iDFS benefit impr of 2.3% and 2.5% at 2 and 5 years)'2. It was included in the Table 1. Baseline characteristics Diarrhea was the most common adverse event leading to dose reduction (14.4% of cases vs. 18.2% for all _ Grade 1 Grade 2 Grade 1-2 Grade3

National Reimbursement Drug List in 2021. It has been successfully included in the national reimbursement drug list HER2+ early-stage breast cancer with adverse events combined), dose interruption (18.0% vs 33.6%), and permanent discontinuation(4.2% vs 6.8%)

Table 4. Anti-di: is and inci f diarrhea

Incidence of diarrhea, N (%) *

) ) ) ) )
since 2021.2 neratinib (N=500,%) (Table 2). -
Median age, Years (range) 50.5(25-77) Dose escalation (N=140) 45(32.1) 56 (40.0) 101 (72.1) 25(17.9)
In ExteNET, which did not mandate antidiarrheal prophylaxis, diarrhea was the most common grade 3 adverse event in s se) - Table 2. Summary of diarrhea in patients with neratinib treatment Drug prophylaxis (N=53) 10 (18.9) 20(37.7) 30 (56.6) 11(20.8)
the absence of primary diarrhea prophylaxis (neratinib arm: 40%, placebo: 2%); Grade 4 events were only reported in Menopausal status at baseline X 3
one patient from the neratinib group(<1%).! However, as demonstrated by the CONTROL study, diarrhea can generally Postmenopausal 328 (65.6) Incid. £ diarrhea? Dose escalation and drug prophylaxis 28(26.9) 36(34.6) 64 (61.5) 10(9.6)
be d through ad such as a dose escalation approach and loperamide.* Pre-menopausal 171(34.2) ncidence of diarrhea Combination (N=104)
Breast cancer stage category at initial BC diagnosis dnySrade “ER(]) No prophylactic measures (N=112) 26(23.2) 48(42.9) 74 (66.1) 32(28.6)
Pertuzumab and T-DM1 were approved in China for adjuvant use in 2018 and 2020, respectively, and are now Stage 0 2(0.4) Grade 1-2 Diarrhea 348 (69.6) g g g -
reimbursed. This has shifted the treatment landscape significantly from that of the ExteNET study. The NER-Tree study Stage | 24 (4.8) - *. 97 patients started neratinib at a dose <240 mg without a dose escalation strategy and were not included in the analysis of diarrhea
aims to observe the treatment patterns, safety profile and patient-reported quality of life (QoL) of neratinib among Sell 50 (5'2 2 Grade1 146(29.2) prophylaxis.
HER2-positive early-stage breast cancer patients in the extended adjuvant setting in a contemporary treatment Stage T 7T (36.6) Grade 2 202 (40.4)
landscape in China. An interim analysis, including the characteristics, treatment patterns and safety profile of neratinib — - Grade 3 Diarrhea 84(16.8) .
B b Y Others (includes others and Tx) 29(5.8) Patient-reported Outcomes
for the first 250 patients, was previously presented at ESMO Breast Cancer 2024 and ESMO 2024.5¢ T Stage Time to onset of diarrhea, days (IQR) 3.0days (2.0,6.0) i P ) ; . o . ) )
Here we report safety data in the prespecified second interim analysis with all 500 patients included, focusing on T0 5(1.0) Cumulative duration of >grade 3 diarrhea 5.0 days (1.0, 73.0) 'E“;";g";t '"r:t'amd" '"du_59d| ?"‘if)mltﬁﬂt’:raﬁ:e;t dEte(”:fsﬂ)tm"dS IG l_ll_ﬂtlelnzfepzjrotzi;;)tcm'f]'_les"E:gll;!ffg at Day 30 EEFOSSIBZIHStFUmeSFS- The
diarrhea and patient rted . Here we report the corresponding safety data. - = — = q -5D-5L showed maximal declines in Health Status (-4.5) and Utility Index (-0. , while instruments revealed greater disease-
i E gi (:Z':) Dlarrhe: resAulted in treatment modification or interruption (n,%) specific impacts: FACIT-D Trial Outcome Index (fatigue/function) decreased by 10.31 points, FACIT-G Total (general Qol) by 4.85, and FACIT-D
Study Objectives P 2 EG 8') ) ?lfaet:ev:‘tci:::rruption ;(2) ﬁgg; Total (breast cancer-specific) by 11.58. All metrics demonstrated progressive recovery through Day 60 toward near-baseline levels by Day 180
= N N N g (Figure 3).
The primary and secondary objectives are to describe the real-world treatment patterns with of neratinib as extended T4 . 25(5.0) Treatment permanent discontinuation 21(4.2) A N
adjuvant treatment post anti-HER2 adjuvant therapy in HER2-positive early-stage breast cancer patients and to observe Others ('“c'“‘_’e's f’the"s and'not documented) 23(4.6) *No Grade 4 diarrhea was reported. °The worst grade of diarrhea per patient is counted. o0 .
the safety of patients as extended adjuvant treatmentin a real-world setting in China, respectively. Nodal status at initial diagnosis -
NO 97 (19.4) Patients who initiated neratinib at <240 mg experienced a lower incidence of Grade 3 diarrhea compared to =
The exploratory objectives include describing invasive disease recurrence pattern and patient-reported quality of life. N1 218 (43.6) those who started at 240 mg (12.2% vs 26.1%) (Table 3). st % ol
g oo
N2 99(19.8) - . o § i
Methods N3 65(13.0) Table 3. p yses of the Diarrhea :E :: . g il
NER-Tree is an ongoing, prospective, multi-center, non-interventional study (NCT05491057) that aims to enroll 500 Others (includes NX and "U_t E’?C”".‘e"‘ed} 21(4.2) Grade 1 Grade 2 Grade 1-2 Grade 3 B ° * E . * * Figure 3. Evaluation of
patients with HER2+ early breast cancer (EBC) starting 1-year extended adjuvant neratinib after completion of an anti- Hormonal receptor status at initial diagnosis N (%) N (%) N (%) N (%) H - . g 7 N\ . quality of.life*
HER2 based adjuvant treatment. Prespecified interim analyses are planned after the recruitment of 250 and 500 patients HER2+/HR+ 275 (55.0) - ¢ v g - .
(Figure 1). HER2+/HR- 202 (40.4) Dose of Neratinib o (A). The change in the
Others(includes not tested or d d 23(4.6) Neratinib 240mg  (N=165) 36(21.8) 68 (41.2) 104 (63.0) 43(26.1) o R mean value of the EQ-5D-
Ki67 Positive 417 (83.4 L e o 5L questionnaire utility
( KeyEligibility Criteria | Treatment ) Adjuvant Treatment Regimens (83.4) Neratinib < 240mg (N=335) 110(32.8) 134 (40.0) 244 (72.8) 41(12.2) . Vit wwane oo om0 Om 010 %oy wini . W wne w0 0@ oo oo csremamat e S8 e (B),
Tr 38(7.6) Molecular Subtypes it B The change in the mean
Inclusion criteria: Primary Endpoints: Trastuzumab + Pertuzumab 451 (90.2) HR-/HER2+ (N=207) 60(29.0) 88 (42.5) 148 (71.5) 33(15.9) o sl value of the FACIT-D :I'rlal
o HBIS + To describe the patterns of real-world adjuvant treatment T-DM1 9(1.8) ol EIN ——— Outcome Index over time;
L EReec for HER2+ EBC patients receiving neratinib HR+/HER2+ (N=291) 86 (29.6) 113 (38.8) 199 (68.4) 51(17.5) ; wl N (C). The change in the
+ To ob: the patt f real-world neratinib
oGIEh O e cEr SR o FiD o exlamit) R (e 6 Overall Safety Results Others (N=2) 0(0) 1(50.0) 1(50.0) 0(0) § o . . i mean value of the FACIT-G
adjuvant neratinib . 1 ) g . - o H ws Total Score of the FACIT-D
« Signed written inform consent Oral neratinib 240 Secondary Endpoints: Diarrhea (86.4%), nausea(18.2%), fatigue (15.6%), and decreased appetite (14.4%) were the most common AEs of any Lymph Node Status § E questionnaire over time;
’ mg/day (6 tablets) . g‘v‘e':fs"":& ‘gs:-ci;e“;’('gve;"“('AECS‘I'"’"in';'l‘;‘ng“'d?:;:z: grade. Piarrhea was predt_)minantly reported as G_rade 1 or 2 (69.6%), while Grade 3 diarrhea was reported in 16.8% of NO (N=116) 28(24.1) 44(37.9) 72(62.1) 28(24.) » g (D). The change in the
Exclusion criteria: for 1 year hepatic disorders, cardiac disorders, pulmonary disorders, the patients. No grade 4 diarrhea was observed (Figure 2). n b mean value of the FACIT-D
« Presence of any contraindication it ive and disord, s Grade 3 N1 (N=219) 69(31.5) 81(37.0) 150 (68.5) 35(16.0) » Total Score over time.
with  regard to  neratinib Exploratory Endpoints: B Grade 2 ~ o o .
treatment, as specified in the . cl ization of breast cancer patterns. s 90 198 N2 (N=95) 34(358) 36(379) W) 11(1L6) 0] 8 Mot Tostmenc o] % Nt rement *Evaluated in safety
SmpC® + Patient reported quality of life by EQ-5D-5L scale (5-level S 8 . 16.8 W Grade 1 Adjuvant Treatment Regimens s el o0 00 0% o0 onolewywiaws Vs bwsime 00 0M 0% ot owo/enywiisws analysis set.
« Current or upcoming participation EQ-5D version) and FACIT-D (Functional Assessment of 2 9
in an interventional clinical Chronic liiness Therapy — Diarrhea) s 60 Trastuzumab (N=38) 12 (31.6) 13(34.2) 25 (65.8) 3(7.9) Conclusions Ref
® eferences
: 2 50 Trastuzumab + Pertuzumab (N=451) 128 (28.4) 185 (41.0) 313 (69.4) 80(17.7) y ;
Results Figure © s 40 The safety profile of neratinib was manageable and consistent with previous £ Chan_A etal. Lancet Oncology. 2016 Mar;17(3):367-377.
EP 30 T-DM1 (N=9) BlEs) e 9(100) 0(0) reports, with no new safety signals identified. This study provides further g %air:teIZeMS'o i::t:‘/ I;afrgier:igl'giti?:;ygfga lsi(éazr)‘;l:rsé;zgﬁne
Baseline Characteristics g 20 1.0 16 Anti-diarrheal Prophylaxis insights on the pattern of diarrhea associated with neratinib and preventive Version 2020 4
o 29.2 . 1.0 5.4 2.2 H anti-diarrheal measures. . 67
g 10 23.0 0.8 4. Chan et al. The Breast 2023; 67:94-101
(128 OCtobe2028, SOOHERZ PCHUE petiep el SRl dand Tncluded Inthebnal SR SR Iel S o e “ m__m L0 Anti-diarrheal strategies were adopted at least once in 297 patients (59.4%), including drug prophylaxi Dose ion and drug prophylaxis combined strategy was the most S zhang et oLESMOBreast Cancer2022 LL8H
All Diarrhoea Nausea  Fatigue Decreased Abdominal Upper ~ Vomiting Dizziness (loperamide or other agents; 18.0%), dose ion (28.0%), or a ination of both strategies (13.4%). effective approach in reducing the incidence of Grade 3 diarrhea associated 6. X. Wang etal. ESMO 2024, 309P
appetite pain  respiratory with neratinib. This study is sponsored by Pierre Fabre (Shanghai) Medical
e Compared to no prophylaxis (28.6%, 32/112), all strategies reduced the incidence of Grade >3 diarrhea: most Patient-reported outcomes showed an initial deterioration until Day 30 during Co.,Ltd. Corresponding author: Jin Zhang

substantially with the combination approach (9.6%, 10/104), followed by dose escalation (17.9%, 25/140) and
drug prophylaxis alone (20.8%, 11/53) (Table 4).

infection (zhangjintimuch1@163.com)

Figure 2. AEs occurringin at least 5% of patients in the safety population

neratinib treatment initiation, possibly related to the occurrence of treatment-
emergent adverse events, followed by a functional/QoL recovery afterward.
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