Anti-tumor efficacy of SI-B001, a novel EGFRxXHER3 bispecific antibody, against EGFR-driven epithelial tumors
SYSTIMMUNE alone or in combination with paclitaxel and carboplatin
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SI-B001 (Izalontamab): bi-specific EGFR & HER3 Greatest reduction in tumor size observed with SI-BO01
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Figure 2. Impact of SI-BO01 on cancer cell signaling
A) Dose-dependent ligand-mediated signaling through EGFR and MAPK in FaDu H&N cancer cells. SI-BO01-mediated inhibition of NRG1
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of care chemotherapy in EGFR+ xenograft models
SI-B0OO01 inhibits EGFR+, HER3+ cell proliferation

S | - B 001 com b | N atl onw | { h S | - B 001 com b | N atl onw | { h Surface EGFR= 232,344  Surface EGFR= 1,021,847 Surface EGFR= 125,714 S ummar
A Surface HER3= 1,095 Surface HER3= 1,114 OKa-C-1 Surface HER3= 2,170

Paclitaxel and Carboplatin  Cisplatin and Pemetrexed FaDu A431 B 16 hNRG-1 with hNRG-1. In vitro mechanism of action

: n r T . -: :ri(r):; oHER3 IgG : n g - - S1-8001 " " " " " "
R S S U S PRSIt " v s « SI-B0O01 inhibits wild type EGFR signaling pathwa
| 1 1 ! ! !"!“i\ # Parental aEGFR IgG
Fadu Tumor Size HCC827 Tumor Size L e LY e S el TEUN o Parental aEGFR + GHER 1y : e : . :
A 10000 B 1000 ;. \ 5 § \ » SI|-B0OO0O1 inhibits NRG-1 induced HERS3 signaling pathway
- - b ' b4 } _
40 L . § '! 40 b iy . . . . . . . . .
§ - S g 5 - i » SI-B0OO01 inhibits NRG-1 mediated growth in the presence of EGFR inhibition
o~ o
P E‘ﬂﬁ' ! 2.0 A [ T Rn00 ! ey [ | 10 18a04) . . . . - -
£ 1000- E . o In vivo_ combination feasibility
— Figure 3. Impact of SI-BO01 on cancer cell proliferation . . . . . - . .
- = 600 Anti-EGFR, anti-HER3, antibody combination, and SI-B001-mediated inhibition of FaDu and A431 cell proliferation (A). Anti-EGFR, anti-HER3, ° S I - BOOl com b| nation W|th PaCI |taxe| and Carbopia'“ N ShOWS add IHive beneﬁt
S 100 ¥ ¥y * E antibody combination, and SI-B0O01-mediated inhibition of OKa-C-1 cell proliferation in the absence (left) and the presence (right) of ANRG-1 (B). ] ] ] ] ] o _
S ‘?:‘;'i?} 2 400 » SI-B0O01 combination with Cisplatin and Pemetrexed shows additive benefit
e | Ly - =
o B SEE E . . . .
E 10 = In vivo combination comparison
= 200 _ ADCP - H1975 CDC - A549 : : : : * NAif - - -
A o, ADCC-A549 B .. C - » S|-B0O01 combination with chemo is significantly more efficacious than Cetuximab
| ] -» . | ‘ . . .
1 0.8= - - ‘
0 10 20 30 0 Boe] biptigrs, § > 1 combination with chemo
0.6 * s T "’ . : 1 0
Days ? “Le eyt 8 20- ' e 60-
g 0.4 1 L 1™ c 1T i i . " . 2 ¢ Vehicle
@ Vehide  SHBO01+ Pacaxe sCarboplatin_Bmggivk il SalneDMSO  51B001 +Ca + = 14 ‘ ' Sy ’ = d0- -+ S|-B1001
A o e b s T 3o oo b e - Acknowledgments References
. = ¥ s - mone-. ¥ bem T "-.-.u;:i BB+ 28 T4 ey g vk 0.0 i ' , - . ! 20 " Y ]
: :-5-:-:1 Eu_-mwx:kﬁ SN :'I“f:::*f:‘p‘::::“ o oo : SHB001 moro_Mmoharek s+ o Bt a s B 0000 001 01 1 10 100 0001 001 04 1 10 100 0004 001 01 1 10 100 The authors acknowledge the efforts S1.B001 clinical trials
acitaceCamopiatn_(208+28my el e St Pemetrema (7. 1o Prarm,_Zirmg griws (3 B+28 T4 c jon (nM TR - ;
{0 B+ 28 g g wk . s g | Concentration {“H} | | c“‘“m!-'““ﬂun'“ i“l'“' oncentrat “{“ ] and ContrIbUtlonS Of numerOUSStaﬂ: Of Sichuan Baili Pharmaceutical Co L. 2023 A Clinical Study ofSI-i300_1 in Comt_)ination With Paclitaxel in the Treatmeritof Recurrent and Metastatic HNS(;C. https://CiinichTriaIs._qov/show/NCT05054439
Figure 4. Impact of SI-B001 on antibody Fe-mediated effector functions - Systimmune Inc. and Baili Scnuansall Pramaceual Co . 20235 5001 Combned i inteca 1 e Treamentof esurent s Ssoprage)sauanous Col Caroona, s Clncl Tl aoUshowNC 105022654
Figure 1. Activity of SI-B001 as a Sing|e agent and in combinations with other drugs in tumor Xenograft models ADCC as detected in cells fO”OWlng 36-hour incubation with SI-B0O01 in the presence of NK cells at 10:1 E:T ratio with 40 IU IL-2/mLH (A) ADCP Pharmaceuticais Who Worked on the Sichuan Baili Pharmaceutical Co L. 2023 A Clinical Study to Evaluate the Efficacy and Safety of SI-B00L in the Treatment of Recurrent and Metastatic HNSCC. https:.//CIi_ni_caITri_aIs.qov/show/NCT05044897
. . . ; . . . . . . . . Sichuan Baili Pharmaceutical Co L. 2023 SI-B001 as a Single Agent or in Combination With Chemotherapy in the Treatment of Digestive System Malignancies. https://ClinicalTrials.gov/show/NCT05039944
The Mean volume over time of tumors detected in each treatment and control group in the subcutaneous xenograft models using A) FaDu was detected in PHK26-labelled NCI-H1945 cells following a one-hour incubation with SI-B001 in the presence of primary monocyte-derived development of SI-B001 Sichuan Baili Pharmaceutical Co L. 2024 Clinical Study of SI-B001+S1-B003: Chemotherapy in Patients With Locally Advanced or Metastatic Head and Neck Squamous Cell Carcinoma. _hiips://Clinical Trials.qov/show/NCT05668858
NSCLC (n = 8) and B) HCC827 NSCLC (n = 5). Error bars represent SEM. macrophages at 5:1 E:T ratio (B). CDC was measured in A549 cells following a two-hour incubation with SI-B001 in the presence of 40% normal Sichuan Baill Pharmaceutioal Co L, Systimmune 1. 2022 A Study of SI-B00L. an EGFRIMER Bispecifc Antibody, n Locally Acvanced or Metastaic Epiteli, Tumors.  hipa/CiicalTrials govishowINC 104603287

human complement serum (C).

AACR 2023 Orlando Florida USA



https://clinicaltrials.gov/show/NCT05054439
https://clinicaltrials.gov/show/NCT05022654
https://clinicaltrials.gov/show/NCT05020457
https://clinicaltrials.gov/show/NCT05044897
https://clinicaltrials.gov/show/NCT05039944
https://clinicaltrials.gov/show/NCT05668858
https://clinicaltrials.gov/show/NCT05020769
https://clinicaltrials.gov/show/NCT04603287

	Default Section
	Slide 1:  


