NextCure Abstract 5580: Phase |, Multicenter, first-in-human (FIH) global study of SIM0505, an anti-CDH6 antibody-
drug-conjugate (ADC) in patients with advanced solid tumors.
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Cadherin 6 (CDH6) is a transmembrane glycoprotein overexpressed in multiple Safety By Dose Levels Prellmlnary Efflcacy

cancers, including ovarian cancer (OC) and endometrial cancer (EC). SIM03505 is an

_ _ _ _ _ Table 2. Overall Safety Summa Figure 5. Treatment Duration and Response
ADC comprised of an anti-CDH6 humanized IgG1 monoclonal antibody, a stable linker 1.6 mg/kg | 3.2 mglkg | 4.8 mg/kg | 5.6 mglkg | 6.4 mg/kg | 7.2 mg/kg | 8.0 mg/kg | 9.6 mg/kg e E;.:.lm : : : : Dose Levels
e : 0 e Overview of Ad Event 11005 - HG50¢ - &8
cleaved within tumor cells, and a novel topoisomerase | inhibitor, CPT116. Here, we verviel of SCVETse EVents I 1.6 mg/kg
report initial results from a global FIH study of SIM0505 (NCT06792552). Treatment-emergent adverse events (TEAEs) (%) 3(100.0)  7(100.0)  6(100.0)  6(100.0)  13(100.0)  10(100.0) 10 (100.0) 4 (100.0) 59 (100) [ 3-2 mg/kg
>Grade 3 TEAEs (%) 1(33.3) 1(14.3) 5 (83.3) 1(16.7) 6 (46.2) 6 (60.0) 9 (90.0) 3 (75.0) 32 (54.2) 8 )
TEAEs related to study drug (TRAEs) (%) 3(100.0)  7(100.0)  6(100.0)  6(100.0)  12(92.3) 9(90.0)  10(100.0)  4(100.0) 57 (96.6) 5%&%};%3 LG ; Il 48 me/ks
>Grade 3 TRAEs (%) 0 0 4 (66.7) 1(16.7) 6 (46.2) 5 (50.0) 9 (90.0) 3(75.0) 28 (47.5) 2101016 - asoc - in — . N []5-6 mg/ks
. . . [Serious adverse events (SAEs) (%) 1(33.3) 1(14.3) 1(16.7) 0 3(23.1) 3 (30.0) 5 (50.0) 2 (50.0) 16 (27.1) 253'22.‘3‘:.:%35.32 T :
Figure 1. Study Design (Dose Escalation) SAEs related to study drug (%) 0 0 0 0 3(23.1)  2(200)  3(30.0)  2(50.0)  10(16.9) Simons Hcsoe o ' : : ; : : : [ 64 mg/kg
. : : : TEAEs leading to dose interruption (%) 1(33.3) 0 4 (66.7) 0 6 (46.2) 1(10.0) 5 (50.0) 3 (75.0) 20 (33.9) Sasioon e 1a - A N e o 7.2 mg/kg
This is a Phase 1 study usmg 2 BayleSIan Optimal TRAES leading to dose interruption (%) 0 0 3 (50.0) 0 3(23.1) 0 5 (50.0) 3 (75.0) 14 (23.7) szozoos - Hesoc-an A S : : : ] 8.0 mg/k
Dose Intermediate Interval (BOIN) dose escalation design to evaluate the TEAEs leading to dose reduced (%) 0 0 2 (33.3) 0 2 (15.4) 1(10.0) 6 (60.0) 1 (25.0) 12 (20.3) ?5:?&: HGB —_—— : : : :  °- 5
Escalation Doses fety. tol bilit h Kineti d e TRAEs leading to dose reduced (%) 0 0 2 (33.3) 0 2 (15.4) 1(10.0) 5 (50.0) 1(25.0) 11 (18.6) i oo :: : : ; : : : : [ ]9.6 mg/kg
96 mg/kg sale y’ oleranili y’ p armacokinetics, an pre Imlnary TEAEs leading to dose discontinued (%) 0 0 0 0 2 (15.4) 1(10.0) 0 1(25.0) 4 (6.8) ;;gdgg;_ﬂsg;g_;: f . . .
anti-tumor activity of SIM0505 in patients (pts) with TRAESs leading to dose discontinued (%) 0 0 0 0 2(154) 0 0 1250)  3(61) s E : : E %ﬁiﬁ
_ TEAEs leading to death (%) 0 0 0 0 0 1(10.0)*  1(10.0)* 0 2 (3.4) Saoicos | usc-3n — ) ol
8.0mg/kg | 1 advanced solid tumors regardless of CDH6 Adverse Event of Special Interest (AESI) * 0 0 0 1(167)  1(7.7) 0 0 0 2(3.4) i e o - : : : : : W FECST D Two int diat
(h=10) 7.2 mg/kg . . Dose limiting toxicity (DLT) (%) 2 0 0 0 0 0 1(10.0) 1(10.0) 1 (25.0) 3(5.1) <205007 - Hesot - 28 = ; ; ; ; : old — US patients ° WO Intermediatle
eameia ] o (n=10) _ | expression. SIM0505 was administered IV every 21 Prior Regimens of therapy Median (Range) 6(2-10) 4 (3-11) 4(1-9)  65(-11)  4(1-10)  45(2-12) 45(27) 6 (5-8) 5 (1-12) ;::;'f “Gj;éc :ﬂ A 2 4 —4 == B»Onutiepattme,:t dose levels (5.6 and
°(nT1g3) & . N dayS_ TEAE: Treatment-emergent adverse event, TRAE: Treatment-related adverse event "DLT: 9.6mg/kg- Gr 4 thrombocytopenia, Gr 4 febrile neutropenia and Gr 3 5103004 - HGsoc - —— _r_' : #R- Number of '
’ 5.6 mg/kg . Gastrointestinal (Gl) hemorrhage in same patient), 8.0mg/kg- Gr 3 febrile neutropenia, 7.2mg/kg-Gr 2 febrile neutropenia; e e  — : : : : prior regimens 7.2 mg/kg) were
(48 mg/kg | (n=6) As of 7 Apr 2026, 959 ptS were enrolled without * Gr 5: Dyspnoea from disease progression # Gr 5 Urinary tract infection; both unrelated to SIM0505 5{2‘:.:4‘%:.::; *L%i?i"g“ - : . A ':\i'r' : : : initiated after
(FI - 6) ) g . ] . ] 5103005 - HGSOC - S8 — .-;-. .-:-'. E & ' ' E .
, , preselection for CDH6 expression (46 OC, 10 EC, 3 Table 3. Grade 2 3* TEAEs Occurring in 2 5% of Patients S —= evaluation of the
3-2(nnj§,{k8 renal cell cancer) in the dose-escalation (1.6 mg/kg to 0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 highest dose level
\ = ) . i . = = = = - = = = Week Treat t
Temeke 9.6 mg/kg). The median duration of follow-up was 5.22 Overview of Adverse Events oo e (9.6 mg/kg).
(n=3) months (range 0.1-10.6). With at least one 2G3 TEAE 1(33.3)  1(14.3) 5(83.3)  1(167)  6(46.2) 6 (60.0) 9(900) | 3(750) %2(2) | Figure 6. Best Overall Response « Median duration of
Platelet count decreased 0 0 3 (50.0) 0 4 (30.8) 0 5 (50.0) 2 (50.0) 14 (23.7) ] f ” 1 51
emograp ICS White blood cell count decreased 0 0 3 (50.0) 0 1(7.7) 0 3 (30.0) 3(750) 10 (16.9) 120 months (range 1.1-
- 105
Table 1. Study Patient Demographics  Figure 2. TEAEs >10% Any Grade Anemia 0 0 0 0 2(154) 0 3(300) - 3(75.0)  8(136) N 2.8) for 5.6 mg/kg and
o — Hypokalemia 0 0 0 0 1(7.7) 1(10.0) 2 (20.0) 0 4 (6.8) 8 On treatment
All Pltelet count docreased w 525 Gamma-glutamyltransferase 0 0 1(16.7 0 5 (154 . . 5 3 (5.1 375 #R- Number of 1.18 months (range
Baseline Characteristic Patients Newtophl count decased o - increased e 154 o0 : . prior regimens 0.3-2 8) for 7.2
(n =59) White blood ol count dectcased 04 Febrile neutropenia 0 0 0 0 0 1(10.0) 1(10.0) 1(25.0) 3(5.1) i . ' .
e, T Hl'lypﬂk?lemiﬁ 35:?.3 ' Lymphocyte count decreased 0 0 0 1(16.7) 2 (15.4) 0 0 0 3(5.1) E :: ________ 25, [ mg/ kg
’. Aspartate aminotransferase increalsed 33,9. *Gr 3-4 onIy 'E 0 174 I 2. 00 uo o0 [ At data CutOff, median
Medlan (range) 58 (42_78) Decreaseda’?;gﬁ 0 222 u u u u E-IS " "‘ D R t
Sex, n (%) L — Biomarkers and Pharmacokinetic Profile ol AR RS B T |- ot | Wf‘sb{“’ -
; e : . : : : ® estimatable —
Male 2 (3.4%) g s | Siﬂgsr;igra:e Figure 3. Pharmacokinetic (PK) Profile of SIM0505 Figure 4. Best % Change in o (2.46. NE); follow-up
Femal 57 (96.6% iess = 58 (AE's shown . _ .40, , -
—— e S | ss%af ot 1 SIM0S05/TAb i imai . mid|| {cPTiMe B Target Lesion by CDH6 B st irsgrEEEESELEISTEIEAfEEEELN LR VL ns s onaoin
Race, n (%) Gam|na-g|utamy|lra:;sier|ase .increase;l 54 ::zi 96 mg/kg) 1000 :;E;fkkgg:m:g; ::EE:E;:: — g:img;g M b H S N_35 ,E._ g E % E g E g E :%: % E g S g g g 2 g g .
Asian M(ST6X)| |, S ISR LR g e | i e ) piiEiiiiiriigg ]
BIaCk or African American 3 (51%) BIOOd:S;E;:;::;:Zi:: - 136 é ol oE ;%;’ g :;g_ . All Tan';or T)::Des, AL'S DOSGSR 2 g 3 E 3 =2 E
Dyspnoea 102 = = 14 ‘g — varian Cancer, n=
Wht 20(33.9% sthenia 10.2 g § . El - ’/%RenalCar_lcer,n=3 ) . . . .
-e (33.9%) s A 5 | |3 ceaeneraicancern p0| | Figure 7. Decrease in Target Lesions Change from Baseline between 4.8 — 8.0 mg/kg
Other 2 (34%) 0 0 2 0 4 50 6 70 * " © a0 ]
£ 404 . . .
Tamor TYoe ) s R B N 1 E e S | 45— Ovarian Cancer bose Levels ) 45— Uterine Serous Carcinoma “ﬁ?ﬂ;k *
1 /0 0 68 36 S04 1008 1176 1344 1519 0 188 33 504 1008 1176 1344 1512 u T B mg/kg
Ovarian 46 (78.0%) : Time(h) Time(n) § 200 el e greeenaeas 30 Bl 4.8 mg/ke 30 []5.6 me/ke
° - . 5 -40 " o ‘. I A N [ ]5.6 mg/k )
Uterine Serous Carcinoma/Other Endometrial | 10 (16.9%) TEAEs l_eadmg to Dose R_educed (n 12)' e SIM0505 (ADC) / Total Antibod (TAb) exposures had similar o604 ' . . . 15— 0 6.4 mglki =77 [ 6.4 mg/kg
Renal Cell Carcinoma 3 (5 1(y) Predomlnantly hematOIOglcaI (48 - y p E" _.'-gg: Linear regression line: r*=0.067 0 M 8.0 mg/kg 0 = 7.2 mg/kg
.17 . . . . . 5 T I A N U b ————— G S = s R I . k
ECOG performance status, n (%) 9.6mg/kg), with majority at 8.0mg/kg. Non- and dOS-e _proportlonal m(?rease S e " 0 154 N ORR\;*- 52.9% 9/1; 15 o
0 P d 2 16 (27.1%) hemat0|ogica| events: fatigue, dyspnoea, « No to minimal accumulation of SIM0505 (RaC AUC ~1.3- 18) CDHE Membrane 1 Score 30 N :52.9% (9/17) Y ORR™: 66.7% (2/3)
) 13 (72'9;) and nausea/vomiting (n=1 each) or CPT116 (Rac AUC ~ 0.4-1.3)  Reduction of tumor lesion was _45_ R~ 3 ¢ *= _jg_ — — ;; _____
Pri - - - : « TRAEs Ieading to Dose Discontinued « Half life of SIM0505: ~6.6-9.5 dayS and CPT116: ~4.1-6.0 observed across a range of I - *9 prior treatment regimens e ¢
rior systemic anti-cancer regimens > : 60 % including Elahere 604
Median (range) 5 (1.12) (n=3): Grade (Gr) 2 Interstitial Lung days membrane CDHG6 expression e =) s
: : - I | I | | | - | | | | |
Prior Therapies in Ovarian Cancer, n (%) Disease (”‘D) and Gr3 fungal pne_umoma Concl usion 0 6 12 18 24 30 36 0 6 12 18 24 30
Prior Exposure to Bevacizumab 36 (78.3%) at 6'4mg/kg’ Gr4 thrombocytopema at " ) ) : : Weeks on Treatment Weeks on Treatment
Prior Exposure to PARP 30 (65.2%) 9.6mg/kg _ * SIMO505 demonStrate_d mana_geable sgfety ?nd tolerability profile, including at higher dose Iev_els’ **ORR based on at least 12 weeks of follow-up and best response (confirmed and unconfirmed)
Prior Exposure to Mirvetuximab soravtansine | 11 (23.0%)| ° Adverse Events of Special Interest (AESI): and showed encouraging antitumor efficacy in OC and USC, supported by a favorable PK profile A k | d t
: ) Pneumonitis (n=1, Gr 1 at 5.6mg/kg), ILD * |In patients with gynecological cancers (OC, USC, other endometrial) treated at 4.8 — 8.0mg/k cKknowiedagements
FIGO stage (for gynecologic cancers), n (%) _ : _ — — : :
Stage | > (3.6%) (n=1, Gr 2 at 6.4mg/kg) with at least 12 weeks of follow up ORR was 55% using best response (11/20 PR, 1 unconfirmed, Research Sponsors: Shanghai Simcere Zaiming Biotechnology Co., Ltd. (China) and
Stage Ill 12(21.8%)| ° No primary prophylaxis for hematological 1 pending follow up) NextCure, Inc. (US). The authors thank the patients, investigators, and site staff for their
Stage IV 42 (75.0%) toxicities used - Data supports Part 2 dose optimization in PROC at 5.6, 6.4, and 7.2mg/kg, currently underway participation in this study.
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