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Age
Mean (Range) 50 25-80
Gender (n,%)
M 9 32
F 19 68
ECOG (n, %)
0. 16 o7
1 11 39
2 1 4
Tumor Type (n, %)
CRC 6 21
Breast 3 1"
Pancreas 3 11
NSCLC 2 i
GBM 2 7
HCC 2 7
Salivary 2 7
Other* (1 each) 8 29
No. Prior Therapis (n, %)
1-3 14 50
>3 14 50
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Part A: Accelerated (1+5) Dose Escalation
Dose level 5,60mg [ N = 7, 2 DLT - fatigue, mucositis

@
Dose level 4,45mg | N =9, 1 DLT - rash
s
Dose level 3,30mg [ N =9, 1 DLT - hyperglycemia
is
Dose level 2, 15mg | N =2

@
Dose level 1,7.5mg| N = 1

DLT Definition:

grade > 3 Comp. 1 reloted AE, except rash < 4 days, diarrhea/vomiting < 3 days
fasting hyperglycemia: grade 2 > 14 days, grade 3 > 4 days

heme: F&N, grade 4 ANC or platelets > 7 days, grade 3/4 platelets with bleeding
liver: grade 3 not associated with PD in liver, and grade 4
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Treatment Cycles| Cl (2 G3 C4 o C6 ¢7 | CB-C12
1.5 mg | 1-001 Escoplagus 1 PD
15 mg | 1-002 Breas‘t 77 D
15 mg | 1-007 |G/ | PO
50 mg 103 iS6E7 /)9

30 mg | 2-002 |Pancreas] PD (Hyperglycemia DLT)
30 mg | 1-004 |Renal| PD

30-45 mg | 1-005 |Breast 7 1
30 mg | 2-004 Lelom‘yosarclomaf‘ PD
0 mg| 1006 i | NE
g 1000 )G 7777 b
/45 mg | 1-008 [Sovey D
Bg| 1005 ™

45 mq | 2-006 Pamglonglio;no PD
45 mg | 1-009 Newsendocire. | P
6 ng | 1-007 onoens /) 3D (Resh 0L
15 g | 2-008 [ | N
15 mg | 1-012 NS0 )
4 mg| 2-009 |ORC| NE
45 mg | 2-015 |Adenocystic| SD
45 mg | 2-016 |GBM) NE

60/45 mg | 2-010 [CRC P (Faigue OLT)
60 mg | 2-011 |CRC ] N
B0/45 mq | 1-013 [CRC NE

60 mg | 1-014 Panc@s PD
60/30 mg | 1-017 |Breast” ] PD (Mucositis OLT)
60/45 mg | 2-013 |Adrenal

pelhlll sl *Patient 2-01 excluded
60 my | 2-014 |CRC 3 (protacol violation after single dose)

I D [ R SR SO S
FIG. 29
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