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Brief Summary:

The primary objective of Part A of this study is to define the maximum tolerated dose (MTD) or maximum administered dose of GS-9716 as monotherapy in advanced solid malignancies and to characterize
the safety, and tolerability of GS-9716 monotherapy.

The primary objectives of Parts B and C of this study are: To characterize the safety, tolerability, and to define MTD and/or recommended Phase 2 dose (RP2D) of GS-9716 in combination with either
docetaxel or sacituzumab govitecan-hziy in adults with metastatic non-squamous non-small cell lung cancer (NSCLC) following treatment for metastatic disease, including an immune checkpoint inhibitor
and a single line of platinum containing chemotherapy (for Cohorts B1, B2, C1, and C2) and in adults with metastatic triple-negative breast cancer (TNBC) following a single line of therapy for metastatic
disease (for Cohorts B3, B4, C3, and C4); To characterize the safety, tolerability, and to define MTD and/or the RP2D of GS-9716 in combination with gemcitabine and docetaxel in metastatic soft tissue
sarcomas (mSTS) with nonspecific histologies previously untreated for metastatic disease (for Cohorts B5 and C5).

Condition or disease @ Intervention/treatment & Phase ©
Solid Malignancies Drug: GS-9716 Phase 1
Drug: Docetaxel
Drug: Sacituzumab Govitecan-hziy

Drug: Gemcitabine



There are 2 sources of published information on
this compound: company slides & an AACR abstrac
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Let's take a closer look at the company slide. Importantly, 1t
has in vivo data, which offers many clues

Mechanism of action
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Key items to note as clues:

A\

A\

A\

What xenograft models are used?

> HCCI1187 & MDA-MB-468 = triple negative
breast cancer models

What treatments are involved?

> For MDA-MB-468: Vehicle, “Control ADC/
GS-9716, and Trodelvy

What are the axes boundaries?

> Also note starting tumor volumes for each
group.

Also, keep in mind the general shape of the
graphs.



This 1s a good start.

But to get an idea on what an MCL-1 inhibitor might
look like, we got to turn to the patents.



Gllead’s patent space for MCL-1 inhibitors
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Earliest priority: 2021-06-11 - Earliest publication: 2022-12-15
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administering an MCL-1 inhibitor and an anticancer agent.

2. COMBINATION MCL-1 INHIBITORS WITH ANTI-BODY DRUG
WO02022261310A1 » 2022-12-15 » GILEAD SCIENCES INC

Earliest priority: 2021-06-11 - Earliest publication: 2022-12-15

The present disclosure generally relates to methods of treating cancer by

administering an MCL-1 inhibitor and an antibody-drug conjugate.
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‘310 catches my eye. It describes MCL-1 inhibitors
combined with antibody drug conjugates (ADCs).

Recall: the 1n vivo data presented in the company
slide described GS-9716 combined with ADCs.



We're in luck!

The front page figure looks
remarkably familiar...
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(57) Abstract: The present disclosure generally relates to methods of treating cancer by administering an MCL-1 inhibitor and an

antibody-drug conjugate.



Company slide vs. ‘310 patent
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[0049]  In some embodiments, the MCL-1 inhibitor is compound A, N-

[(45,7aR 9aR,108,1112,145)-6"-chloro-10-methoxy-14-methyl-16-oxido-18-oxo-
3'4',7,72,8,9,92,10,13,14,15,18-dodecahydro-2'H-spiro[ 1,19-(ethanediylidene)-1 6A'-
cyclobutali][1,4]oxazepino[3,4-1][1,2,7]thiadiazacyclohexadecine-4,1'-naphthalen]-16-y1]-3-

methoxy-1-methyl-1H-pyrazole-4-carboxamide, and has the following structure:

Digging farther 1in the ‘310
p ate nt reve al S th e Stru Ctu re compound A is described in Example 154 of USPN 10,703,733 and WO 2019/222112, which
Of "C O mp Ou n d A n are incorporated herein by reference.

2. The method of claim 1, wherein the MCL-1 inhibitor is compound (A), or &

ol (A),

pharmaceutically acceptable salt thereof:

Note the reference to the COM patent
(Example 154 in 112)

C(A).



Checking the other combination patent (‘301) also
reveals the same structure of “Compound A"
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(57) Abstract: The present disclosure generally relates to methods of treating cancer by administering an MCL-1 inhibitor and an
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FIG. 5

[0053]  In some embodiments, the MCL-1 inhibitor is compound A, N-
[(4S5,7aR,9aR,108,11L,145)-6"-chloro-10-methoxy-14-methyl-16-oxido-18-oxo-
3'4'7,7a,8,9,9a,10,13,14,15,18-dodecahydro-2'H-spiro[ 1,19-(ethanediylidene)- 1 64*-
cyclobuta[7][1,4]Joxazepino[3,4-/][1,2,7]thiadiazacyclohexadecine-4, 1'-naphthalen]-16-yl]-3-

methoxy-I-methyl-1H-pyrazole-4-carboxamide, and has the following structure:

W

Cl (A).

compound A is described in Example 154 of USPN 10,703,733 and WO 2019/222112, which

are incorporated herein by reference.

Note ‘301 also references Example 154 in the 2019 COM
patent ('112).



Checking the 2019 COM patent (‘'112) likewise shows
the same structure.
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Title: MCL-1 INHIBITORS

Abstract: The present disclosure generally relates to ¢

of treating cancer.

and pharmaceutic:

ipositions that may be used in methods

1-methyl-1H-pyrazole-4-carboxylic acid and Example 109. Example 109 (620 mg, 1.04 mmol)
was dissolved in dichloromethane (12 mL). 3-Methoxy-1-methyl-1H-pyrazole-4-carboxylic
acid (324 mg, 2.08 mmol, 2 equiv.) and N-(3-dimethylaminopropyl)-N'-ethylcarbodiimide
hydrochloride (400 mg, 2.08 mmol. 2 equiv.) were added. The reaction mixture was stirred for
5 minutes at room temperature before DMAP (253 mg, 2.08 mmol. 2 equiv.) was added in a
single portion. The reaction mixture was stirred overnight at room temperature and the progress
of the reaction was monitored by LCMS. Upon completion, the reaction mixture was
concentrated under reduced pressure, and the residue was purified by Gilson reverse phase prep
HPLC (60-100% ACN/H>0 with 0.1% TFA) to give Example 154. '"H NMR (400 MHz,
methanol-d) & 8.07 (s, 1H), 7.76 (d. J = 8.6 Hz 1H), 7.34 (d, J = 8.2 Hz, 1H), 7.22 - 7.10 (m,
3H), 6.92 (d,J=8.2 Hz, 1H), 6.20 - 6.05 (m, 1H), 5.63 (dd, J=15.5, 8.0 Hz, 1H), 4.10 (d, J =
12.0 Hz, 1H), 4.06 (s. 4H), 3.91 — 3.83 (m, 1H), 3.82 (s. 3H). 3.79 (s, IH), 3.72 (d, J = 14.4 Hz,
1H), 3.38 (d. /= 14.5 Hz, 1H). 3.30 (s. 3H), 3.09 (dd. J=15.1, 10.0 Hz, 1H), 2.89 - 2.72 (m,
2H). 2.51 (d../=26.7 Hz, 2H). 2.24 (dd. ./ =109, 6.0 Hz, 2H). 2.12 (d../=13.7 Hz. 1H). 2.02 -
1.70 (m. 4H). 1.54 — 1.40 (m. 1H). 1.14 (d. J = 6.1 Hz. 3H). LCMS-ESI+ (m/z): calcd for
C33H4sCINsO6S: 735.28: found: 735.94,



Therefore

Cl

GS-9716 = Compound A = Example 154 in ‘112



Questions?

Email: victoriacyanide@gmail.com

Twitter: @victoriacyanide
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