The HDAC inhibitor HBI-8000 enhances immunotherapy with either PD-1 or PD-L1 blockade in the
MC38 and 4T1 models of colon cancer
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Figure 1. HDACi HBI-8000 combined with PD-1 antibody produces statistically Figure 4. PD-L1 antibody combined with the HDACi HBI-8000 rescues mice with

progressive PD-1 Ab-resistant MC38 tumor growth in a model of 1% line PD-1
antibody therapy failure

Antibodies targeting the immune checkpoint receptors CTLA-4, PD-1 and its Figure 6. HDACi HBI-8000 combined with PD-1 antibody produces statistically
ligand PD-L1 have resulted in significantly improved clinical benefit in a growing
number of cancer types. However, a significant number of patient’s tumors are
either innately resistant or develop resistance, and disease progresses.
Therefore, rational drug combinations with checkpoint inhibitors and other

immunomodulatory agents are imperative to improve the rate of durable
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Tumor Cells:

carcinoma cells were maintained in DMEM or RPMI, respectively, with 10% FBS.
Mice and Tumors: Female C57BL/6 and BALB/c mice (Charles River) were 7-8
weeks old on Day 1. For MC38 tumor studies, mice were inoculated SC in the

1. Combining the HDAC inhibitor HBI-8000 with checkpoint inhibitor antibodies
(either PD-1 or PD-L1) in the MC38 model produced statistically significant
increases in survival and delay in tumor progression compared to single agents
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antibody (5 mg/kg, biw x 3) as indicated. Data shown in graphs is from representative study,
and depicts Median Tumor Volume (A, C) and Kaplan-Meier Survival (B, D). Tumors were
measured twice weekly. Statistical analysis performed using PRISM 7.00.
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2. Tumor infiltrate (TIL) analysis revealed a statistically significant increase (p<0.05)
in intratumoral CD8+ T cells (cytotoxic T cells) for both PD-1 and PD-L1

Figure 3. Combinations of HBI-8000 p/us PD-1 or HBI-8000 p/us PD-L1
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progression or stable disease, but develop resistance and rapidly progress,
failing 1st line antibody therapy. Animals that met this criteria comprise the
2nd line efficacy study cohort and were placed sequentially into the six 2nd line
efficacy groups.
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Mice treated with HBI-8000 (20 or 50 mg/kg, QD x 21) or antibody (5 mg/kg, BIW x 3) as
indicated. Data shown from representative study. Statistical analysis (Unpaired t Test).
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Mice implanted with MC38 tumors SC were treated with 15t antibody (5 mg/kg, biw x 3) for 18-
21 days, after which mice displaying stable or slow tumor growth were randomized into the six
2"d |line treatment groups.

7. HUYA Bioscience has initiated a Phase 1b/2 study of nivolumab combined with
HBI-8000 in Melanoma, Renal Cell Carcinoma and Non-Small Cell Lung Cancer
(NCT02718066)



