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HCC-1954 (PI3K H1047R) Breast

=@ (01 - Vehicle (MCT), 100 ul, PO, QD x21

------- e 02 - GDC-0941, 150 mg/kg, 100 ul PO, QD x21

- -~ - 03 - GDC-0032, 0.39 mg/kg, 100 ul PO, QD x21
—3¢— 04 - GDC-0032, 0.78 mg/kg, 100 ul PO, QD x21
== 05 - GDC-0032, 1.56 mg/kg, 100 ul PO, QD x21
—— (6 - GDC-0032, 3.125 mg/kg, 100 ul PO, QD x21
— -a— - 07 - GDC-0032, 6.25 mg/kg, 100 ul PO, QD x21
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HM-7 (PI3K Mutant) Colorectal

Dose Groups

@ ()1 - Vehicle (MCT), 0 mg/kg, QD x7, PO
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PC3 (PTEN Null) Prostate
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537 MEL (PTEN NULL BRAF AMP) Melanoma
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Docetaxel + GDC-0032 in MCF7-neo/HERZ2
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Docetaxel + GDC-0032 in MX-1
(Breast, PTEN Null)

Dose Groups

e | - VehiCle
-------- & 2 - Docetaxel 7.5 mg/kg
- -4 - 3 - Docetaxel 5 mg/kg
—— 4 - Docetaxel 2.5 mg/kg
3= 5- GDC-0032 10 mg/kg
i 6 - GDC-0032 5 mg/kg
— -a— - 7-GDC-0032 2.5 mg/kg
«===Q--«= 8 - GDC-0032 10 mg/kg + Docetaxel 7.5 mg/kg
= =A =+ 9-GDC-0032 5 mg/kg + Docetaxel 7.5 mg/kg
- =¥ 10 - GDC-0032 2.5 mg/kg + Docetaxel 7.5 mg/kg
--=X---- 11 - GDC-0032 10 mg/kg + Docetaxel 5 mg/kg
= @ = 12 - GDC-0032 5 mg/kg + Docetaxel 5 mg/kg
—& = 13 - GDC-0032 2.5 mg/kg + Docetaxel 5 mg/kg

- % - 14 -GDC-0032 10 mg/kg + Docetaxel 2.5 mg/kg
28001 ——- 15-GDC-0032 5 mg/kg + Docetaxel 2.5 mg/kg
2600- - - % - 16 - GDC-0032 2.5 mg/kg + Docetaxel 2.5 mg/kg
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Docetaxel + GDC-0032 in SKOV3
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-------- A 2 - GDC-0032 5 mgrkg

- - - - 3-GDC-0032 10 mg/kg
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Paclitaxel + 0032 in MC7 (Breast)
Dose Groups

=@ | - Vehicle 1, (IV QWK x3); Vehicle 2 (PO, 6/1/6/1/7)
w2 - Paclitaxel (10 mglkg, 1V, QWK x3); Vehicle 2 (PO, 6/1/6/1/7)
- - - 5-GDC-0032 (12.5 mg/kg, PO, 6/1/6/1/7)

—3— 6 - GDC-0032 (7.5 mg/kg)

=== 7 - GDC-0032 (1 mg/kg)

—&— § - Paclitaxel (10 mg/kg); GDC-0032 (12.5 mg/kg)

— -a— - 9 - Paclitaxel; GDC-0032 (7.5 mg/kg)
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Traztuzumab + GDC-0032 Combinations in BT474 (Breast)
Dose Groups

- ()1 - Vehicle IV QW x3, Vehicle PO QD x21

-------- e 02 - Trastuzumab 3mpk (6mpk DO) IV QW x3

- -~ 03 - GDC-0032, 5 mpk PO QD x21

—3¢— 04 - GDC-0032, 10 mpk PO QD x21

—-- 05 - GDC-0032, 20 mpk PO QD x21

—&— (6 - Trastuzumab 3mpk (6mpk DO) + GDC-0032 5 mpk
2000 = — —&— - 07 - Trastuzumab 3mpk (6mpk D0) + GDC-0032 10 mpk f—
----0---- 08 - Trastuzumab 3mpk (6mpk DO} + GDC-0032 20 mpk
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Trastuzumab, Trastuzumab-emtansine (T-DM1)
and GDC-0032 Combinations in BT474 (Breast)
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Trastuzumab (Herceptin®), Docetaxel, GDC-0032,
and Combinations in BT474M1 (Breast)

@ ()1 - Vehicle

-------- e 02 - 3 mg/kg Herceptin, [P, QW x3*

- - - (03 - 7.5 mg/kg Docetaxel, IV, QW x3

—x— 04 - 5 mg/kg GDC-0032, PO, QD x21

—3=-= 05 - 10 mg/kg GDC-0032, PO, QD x21

—&— (6 - 15 mg/kg GDC-0032, PO, QD x21

— -a—~ (7 - 3 mg/kg Herceptin + 7.5 mg/kg Docetaxel, IP/IV, QW x3
--==Q---- 08 - Herceptin + Docetaxel + 5 mg/kg GDC-0032

1000 = =& = - 09 - Herceptin + Docetaxel + 10 mg/kg GDC-0032

---—--- 10 - Herceptin + Docetaxel + 15 mg/kg GDC-0032
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Tamoxifen in MCF7-neo/HER2 (Breast)
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Dexamethasone in MM.1s (Multiple Myeloma)

e | - Vehicles

-------- & 2 - Dexamethasone 2.5 mg/kg

- - & - 3 -GDC-0980 1 mg/kg

—3¢— 4 - GDC-0032 1 mg/kg

—-- 5-GDC-0032 4 mg/kg

—&— 6 - Dexamethasone + GDC-0980 1 mg/kg
— -a— - 7 - Dexamethasone + GDC-0032 1 mg/kg
1200 -==-©O---- 8 - Dexamethasone + GDC-0032 2 mg/kg
- =& - - 9- Dexamethasone + GDC-0032 3 mg/kg
---~---- 10 - Dexamethasone + GDC-0032 4 mg/kg
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Capecitabine (Xeloda®) in MCF7-neo/HER2 (Breast)

e ()1 - Vehicle MCT

-------- e 02 - 500 mg/kg Xeloda

- - -~ 03 -6.25 mg/kg GDC-0032

—x— 04 - 12 mg/kg GDC-0032

e === (05 - 20 mg/kg GDC-0032

—g— ()6 - Xeloda + 6.25 mg/kg GDC-0032
— -a— - (7 - Xeloda + 12.5 mg/kg GDC-0032
800 - ----0---- 08 - Xeloda + 20 mg/kg GDC-0032
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GDC-0032 + DTX in A549 (KRASCG12S p13KM772X,N396H,)
NSCLC Xenograft Model (Day 21, PRC)

@ | - Vehicle

------- e 2 - Docetaxel (10 mg/kg)

- - - 3-GDC-0032 (2.5 mg/kg)

—¥— 4 - GDC-0032 (5 mg/kg,)

=== § - GDC-0032 (10 mg/kg)

—¢— 6 - GDC-0032 (15 mg/kg)

—-a— - 8- GDC-0032 (2.5 mg/kg); Docetaxel (10 mg/kg)
=== 9 - GDC-0032 (5 mg/kg); Docetaxel (10 mg/kg)

= =4 = - 10 - GDC-0032 (10 mg/kg); Docetaxel (10 mg/kg)
700 ---=--- 11 - GDC-0032 (15 mg/kg); Docetaxel (10 mg/kg)
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GDC-0032 + DTX in H520 (p53™MUt) NSCLC Xenograft Model
(Day 28, PRC)

—e | - Vehicle 1, Vehicle 2

-------- 4 2 - Docetaxel (10 mg/kg, 1V, QWK x3)

- - -~ 3-GDC-0032 (2.5 mg/kg, PO, 6/1/6/1/7)

—3— 4 - GDC-0032 (5 mg/kg, PO, 6/1/6/1/7)

—{3~-- 5-GDC-0032 (10 mg/kg, PO, 6/1/6/1/7)

—&— G - GDC-0032 (15 mg/kg, PO, 6/1/6/1/7)

— -6~ - 8 - Docetaxel; (10 mg/kg, IV, QWK x3); GDC-0032 (2.5 mg/kg, PO, 6/1/6/1/7)
----0---- 9 - Docetaxel; GDC-0032 (5 mg/kg, PO, 6/1/6/1/7)

- =& = - 10 - Docetaxel; GDC-0032 (10 mg/kg, PO, 6/1/6/1/7)

---—+--- 11 - Docetaxel; GDC-0032 (15 mg/kg, PO, 6/1/6/1/7)
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