Combination therapy (5-Fluorouracil+Oprozomib)
| Log10 Inhibition(%)

| 1 12515175 2

- 5-Fluorouracil 32uM_Oprozomib 20nM

5-Fluorouracil 16uM_Oprozomib 20nM
5-Fluorouracil OuM_Oprozomib 20nM
5-Fluorouracil 32uM_Oprozomib 2.5nM
5-Fluorouracil 32uM_Oprozomib OnM
5-Fluorouracil 32uM_Oprozomib 10nM
5-Fluorouracil 32uM_Oprozomib 5nM

5-Fluorouracil 16uM_Oprozomib 2.5nM

r 5-Fluorouracil 8uM_Oprozomib 20nM

- - 5-Fluorouracil 4uM_Oprozomib 20nM

5-Fluorouracil 16uM_Oprozomib 10nM

5-Fluorouracil 16uM_Oprozomib 5nM
5-Fluorouracil 8uM_Oprozomib 10nM
5-Fluorouracil 16uM_Oprozomib OnM

5-Fluorouracil 8uM_Oprozomib OnM

I { 5-Fluorouracil 8uM_Oprozomib 2.5nM

5-Fluorouracil 8uM_Oprozomib 5nM

5-Fluorouracil 4uM_Oprozomib 10nM

5-Fluorouracil 4uM_Oprozomib 5nM

5-Fluorouracil 4uM_Oprozomib OnM
5-Fluorouracil 4uM_Oprozomib 2.5nM
5-Fluorouracil OuM_Oprozomib 10nM
5-Fluorouracil OuM_Oprozomib 5nM

5-Fluorouracil OuM_Oprozomib 2.5nM




Combination therapy (Anlotinib+Bortezomib)

| Log10 Inhibition(%)
—

1 12515175 2
Anlotinib 8uM_Bortezomib 10nM

Anlotinib 8uM_Bortezomib 1.25nM
Anlotinib 8uM_Bortezomib 5nM
Anlotinib 8uM_Bortezomib 2.5nM
Anlotinib 8uM_Bortezomib OnM
Anlotinib 4uM_Bortezomib 10nM
Anlotinib OuM_Bortezomib 10nM
Anlotinib 2uM_Bortezomib 10nM
Anlotinib 1uM_Bortezomib 10nM
Anlotinib 4uM_Bortezomib 5nM
Anlotinib 4uM_Bortezomib 1.25nM
Anlotinib 4uM_Bortezomib 2.5nM
Anlotinib 4uM_Bortezomib OnM

Anlotinib 2uM_Bortezomib 5nM

Anlotinib OuM_Bortezomib 5nM
Anlotinib 1uM_Bortezomib 5nM
Anlotinib 2uM_Bortezomib OnM
Anlotinib 2uM_Bortezomib 1.25nM
Anlotinib 2uM_Bortezomib 2.5nM
Anlotinib 1uM_Bortezomib OnM
Anlotinib OuM_Bortezomib 2.5nM
Anlotinib 1uM_Bortezomib 2.5nM
Anlotinib 1uM_Bortezomib 1.25nM
Anlotinib OuM_Bortezomib 1.25nM



Combination therapy (Cisplatin+Delanzomib)

| Log10 Inhibition(%)
— | | N
1 12515175 2
_— Cisplatin 4uM_Delanzomib 2.5nM

Cisplatin 4uM_Delanzomib 5nM
Cisplatin 4uM_Delanzomib OnM
Cisplatin 4uM_Delanzomib 10nM

Cisplatin 4uM_Delanzomib 20nM
Cisplatin 2uM_Delanzomib 10nM
Cisplatin 2uM_Delanzomib 2.5nM

Cisplatin 2uM_Delanzomib 20nM

Cisplatin 2uM_Delanzomib OnM

Cisplatin OuM_Delanzomib 20nM
Cisplatin 1uM_Delanzomib OnM
Cisplatin 2uM_Delanzomib 5nM
Cisplatin 1uM_Delanzomib 20nM
Cisplatin 1uM_Delanzomib 10nM
Cisplatin 0.5uM_Delanzomib 20nM

| -

_— Cisplatin OuM_Delanzomib 10nM

_-_ Cisplatin 0.5uM_Delanzomib OnM

_—_— Cisplatin OuM_Delanzomib 5nM

---- Cisplatin OuM_Delanzomib 2.5nM
1

Cisplatin 0.5uM_Delanzomib 10nM

Cisplatin 1uM_Delanzomib 2.5nM

-- Cisplatin 1uM_Delanzomib 5nM
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Combination therapy (Oxaliplatin+5-Fluorouracil)
| Log10 Inhibition(%)

— | M
1 1.25 1.5 1.75 2

Oxaliplatin 8uM_5-Fluorouracil 32uM

- Oxaliplatin OuM_5-Fluorouracil 32uM

Oxaliplatin 2uM_5-Fluorouracil 32uM

Oxaliplatin 2uM_5-Fluorouracil 32uM
Oxaliplatin 4uM_5-Fluorouracil 32uM
Oxaliplatin 8uM_5-Fluorouracil 16uM
Oxaliplatin 8uM_5-Fluorouracil OuM
Oxaliplatin 8uM_5-Fluorouracil 4uM
Oxaliplatin 8uM_5-Fluorouracil 8uM
Oxaliplatin 2uM_5-Fluorouracil 16uM
Oxaliplatin 2uM_5-Fluorouracil 16uM
Oxaliplatin 4uM_5-Fluorouracil 16uM
Oxaliplatin OuM_5-Fluorouracil 16uM
Oxaliplatin 4uM_5-Fluorouracil 8uM
Oxaliplatin 4uM_5-Fluorouracil 4uM
Oxaliplatin 4uM_5-Fluorouracil OuM
Oxaliplatin 2uM_5-Fluorouracil 8uM
Oxaliplatin OuM_5-Fluorouracil 8uM
Oxaliplatin LuM_5-Fluorouracil 8uM
Oxaliplatin OuM_5-Fluorouracil 4uM
Oxaliplatin 2uM_5-Fluorouracil 4uM
Oxaliplatin LuM_5-Fluorouracil 4uM
Oxaliplatin 2uM_5-Fluorouracil OuM

Oxaliplatin LuM_5-Fluorouracil OuM



Combination therapy (Oxaliplatin+Delanzomib)
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Oxaliplatin 8uM_Delanzomib 20nM
Oxaliplatin 8uM_Delanzomib 10nM
Oxaliplatin 8uM_Delanzomib 5nM
Oxaliplatin 8uM_Delanzomib 2.5nM
Oxaliplatin 8uM_Delanzomib OnM
Oxaliplatin 4uM_Delanzomib OnM
Oxaliplatin 2uM_Delanzomib 20nM
Oxaliplatin 4uM_Delanzomib 20nM
Oxaliplatin 4uM_Delanzomib 10nM
Oxaliplatin 4uM_Delanzomib 2.5nM
Oxaliplatin 2uM_Delanzomib OnM
Oxaliplatin ZuM_Delanzomib OnM
Oxaliplatin ZuM_Delanzomib 20nM
Oxaliplatin OuM_Delanzomib 20nM
Oxaliplatin 4uM_Delanzomib 5nM
Oxaliplatin 2uM_Delanzomib 2.5nM
Oxaliplatin 2uM_Delanzomib 5nM
Oxaliplatin 2uM_Delanzomib 10nM
Oxaliplatin 2ZuM_Delanzomib 10nM
Oxaliplatin ZuM_Delanzomib 2.5nM

Oxaliplatin 1uM_Delanzomib 5nM
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Combination therapy (Oxaliplatin+Ixazomib citrate
Log10 Inhibition(%)

1

1 12515175 2
Oxaliplatin 8uM__Ixazomib citrate 64nM

Oxaliplatin 4uM_Ixazomib citrate 64nM
Oxaliplatin OuM_ Ixazomib citrate 64nM
Oxaliplatin 2uM_Ixazomib citrate 64nM

Oxaliplatin LuM_Ixazomib citrate 64nM

Oxaliplatin 8uM_Ixazomib citrate 8nM
Oxaliplatin 8uM_Ixazomib citrate OnM

Oxaliplatin 8uM_Ixazomib citrate 32nM

. Oxaliplatin 8uM__Ixazomib citrate 16nM
Oxaliplatin 4uM_Ixazomib citrate 32nM
Oxaliplatin 4uM_Ixazomib citrate 16nM

Oxaliplatin 4uM_Ixazomib citrate OnM

Oxaliplatin 4uM_Ixazomib citrate 8nM

| - -_ Oxaliplatin 2uM_Ixazomib citrate OnM
--- Oxaliplatin LuM_Ixazomib citrate OnM

-_ Oxaliplatin OuM_ Ixazomib citrate 32nM
-_ Oxaliplatin 2uM__Ixazomib citrate 32nM
—- -_ Oxaliplatin 2uM_Ixazomib citrate 8nM
---- Oxaliplatin OuM_Ixazomib citrate 8nM
]

Oxaliplatin OuM_ Ixazomib citrate 16nM

-_ Oxaliplatin 2uM__Ixazomib citrate 16nM
-_ Oxaliplatin LuM_Ixazomib citrate 32nM

Oxaliplatin LuM_Ixazomib citrate 16nM



Combination thera Oxaliplatin+Oprozomib
Py ( P nglo Inhibiti?)n(%)
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1 1.25 1.5 1.75 2

Oxaliplatin 8uM_Oprozomib 20nM

Oxaliplatin OuM_Oprozomib 20nM
Oxaliplatin 4uM_Oprozomib 20nM
Oxaliplatin LuM_Oprozomib 20nM
Oxaliplatin 2uM_Oprozomib 20nM
Oxaliplatin 8uM_Oprozomib OnM

Oxaliplatin 8uM_Oprozomib 2.5nM
Oxaliplatin 8uM_Oprozomib 10nM
Oxaliplatin 8uM_Oprozomib 5nM

Oxaliplatin 4uM_Oprozomib 10nM
Oxaliplatin 4uM_Oprozomib 2.5nM
Oxaliplatin 4uM_Oprozomib 5nM

Oxaliplatin 4uM_Oprozomib OnM
Oxaliplatin 2uM_Oprozomib OnM
Oxaliplatin ZuM_Oprozomib OnM
Oxaliplatin 2uM_Oprozomib 10nM
Oxaliplatin OuM_Oprozomib 5nM
Oxaliplatin OuM_Oprozomib 10nM
Oxaliplatin 2uM_Oprozomib 5nM
Oxaliplatin 2uM_Oprozomib 2.5nM
Oxaliplatin ZuM_Oprozomib 2.5nM
Oxaliplatin ZuM_Oprozomib 5nM

Oxaliplatin LuM_Oprozomib 10nM

_— Oxaliplatin OuM_Oprozomib 2.5nM
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Combination therapy (Oxaliplatin+VR-23)
| ‘ Log10 Inhibition(%)

] | .
1 125 15 1.75 2

_— Oxaliplatin 8uM_VR-23 5000nM
- I Oxaliplatin 4uM_VR-23 5000nM

Oxaliplatin OuM_VR-23 5000nM

Oxaliplatin 2uM_VR-23 5000nM

Oxaliplatin 2uM_VR-23 5000nM
Oxaliplatin 8uM_VR-23 OnM
Oxaliplatin 8uM_VR-23 625nM
Oxaliplatin 8uM_VR-23 2500nM
Oxaliplatin 8uM_VR-23 1250nM
Oxaliplatin 4uM_VR-23 OnM
Oxaliplatin 4uM_VR-23 2500nM

Oxaliplatin 4uM_VR-23 625nM
Oxaliplatin 2uM_VR-23 OnM
Oxaliplatin 2uM_VR-23 2500nM
Oxaliplatin 4uM_VR-23 1250nM
Oxaliplatin 2uM_VR-23 625nM
Oxaliplatin 2uM_VR-23 1250nM
Oxaliplatin OuM_VR-23 2500nM
Oxaliplatin OuM_VR-23 1250nM
Oxaliplatin ZuM_VR-23 2500nM
Oxaliplatin ZuM_VR-23 1250nM
Oxaliplatin 1JuM_VR-23 625nM
Oxaliplatin ZuM_VR-23 OnM

Oxaliplatin OuM_VR-23 625nM
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