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— 12-week PFS:No

— 12-week PFS: Yes
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— 12-week PF3: No

— 12-week PFS: Yes
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Appendix, Figure 1. Plasma Biomarkers Changes in plasma biomarker concentrations (pg/ml) on 55 patients for IGF-1 (A) and IGF-BP3 (B),

according > 12 weeks (yes, red line) or < 12 weeks (no, black line) on study.



Appendix Table. Adverse Events by Histology, Grade, Arm

ArmA ArmB ArmC
Event Name (N=57) (N=54) (N=63)
Abdominal pain 8 1 9
Gradel &2 6 0 9
Ewings 0 0 2
Chondro 0 0 0
Osteo 0 0 1
LMS 1 0 2
Pleomorphic 1 0 0
Synovial 0 0 0
Other 4 0 4
Grade3 &4 2 1 0
Ewings 0 0 0
Chondro 0 0 0
Osteo 0 1 0
LMS 1 0 0
Pleomorphic 0 0 0
Synovial 0 0 0
Other 1 0 0
Grade 5 0 0 0
Event Name Arm A Arm B Arm C
Activated partial thromboplastin time prolonged 5 6 10
Gradel &2 4 5 8
Ewings 0 1 2
Chondro 0 1 2
Osteo 0 3 1
LMS 2 0 1
Pleomorphic 0 0 1
Synovial 0 0 0
Other 2 0 1
Grade3 &4 1 1 2
Ewings 0 0 0
Chondro 0 0 0
Osteo 0 1 0
LMS 0 0 1
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Pleomorphic 0 0 0
Synovial 0 0 0
Other 1 0 1
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Event Name

Arm A

Arm B

Arm C

Allergic rhinitis
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Alopecia
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Anemia
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Synovial 0 0 0
Other 3 1 0
Grade 5 0 0 0
Event Name Arm A Arm B ArmC
Anorexia 24 17 27
Grade1 & 2 24 17 26
Ewings 1 6 2
Chondro 0 4 1
Osteo 0 4 2
LMS 10 0 6
Pleomorphic 3 1 4
Synovial 0 1
Other 10 2 10
Grade3& 4 0 0 1
Ewings 0 0 0
Chondro 0 0 0
Osteo 0 0 0
LMS 0 0 0
Pleomorphic 0 0 0
Synovial 0 0 0
Other 0 0 1
Grade 5 0 0 0
Event Name Arm A Arm B Arm C
Anxiety 4 3 8
Grade1 &2 4 3 8
Ewings 0 2 0
Chondro 0 0 0
Osteo 0 1 1
LMS 1 0 1
Pleomorphic 1 0 2
Synovial 0 0 1
Other 2 0 3
Grade3& 4 0 0 0
Grade 5 0 0 0

Event Name Arm A Arm B Arm C
Arthralgia 1 5 4
Gradel & 2 1 5 4
Ewings 0 1 1




Chondro 0 1 0

Osteo 0 3 1

LMS 0 0 1

Pleomorphic 1 0 0

Synovial 0 0 0

Other 0 0 1

Grade3 &4 0 0 0

Grade 5 0 0 0
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Event Name Arm A Arm B ArmC

Aspartate aminotransferase increased 18 14 18

Grade 1 & 2 17 14 17

Ewings 0 6 3

Chondro 0 2 1

Osteo 0 4 0

LMS 3 0 3

Pleomorphic 4 1 3

Synovial 1 0 1

Other 9 1 6

Grade3 &4 1 0 1

Ewings 0 0 0

Chondro 0 0 0

Osteo 0 0 0

LMS 0 0 0

Pleomorphic 0 0 0

Synovial 0 0 0

Other 1 0 1

Grade 5 0 0 0
Event Name Arm A Arm B Arm C

Back pain 11 7 14

Grade1 & 2 10 6 14

Ewings 0 1 2

Chondro 0 3 0

Osteo 0 2 2

LMS 4 0 5

Pleomorphic 0 0 0

Synovial 0 0 0

Other 6 0 5

Grade3& 4 1 1 0




Ewings

Chondro

Osteo

LMS

Pleomorphic

Synovial

o | [0 |o |o (o

Other

o |©o (o |o |o (o |k

o |©O [0 [0 |o |o (o

Grade 5

Event Name

Arm A

Arm B

Arm C

o

Blood bilirubin increased

(o]

SN

w

Grade 1 & 2

Ewings

Chondro

Osteo

LMS

Pleomorphic

Synovial

o |©O (kb |O |k O |Ww

Other

w |©O [k |k |O [k |O |&o

o |©O [Oo | |w (O |k |

Grade 3 & 4

o

Grade 5

Event Name

Arm A

Arm B

Arm C

Bruising

w

N

SN

Grade 1 &2

Ewings

Chondro

Osteo

LMS

Pleomorphic

Synovial

o |k (P |k O O |~

Other

[N

Grade 3 & 4

Grade 5

Event Name

Arm A

o |JO |w O O | |©o [0 O |w

Arm B

o |JO |©o |©o (O |[©O |k [k O |IN

Arm C

Chest wall pain

Grade 1 &2

Ewings

Chondro

Osteo

o |k (O |

N [k O |

o |Oo (O |o




LMS

Pleomorphic

Synovial

o |O (o

Other

=

Grade 3 & 4

Grade 5

Event Name

Arm A

O |O |w |O O |o

Arm B

0

Arm C

o |o I O W |k

Chills

3]

Grade 1 & 2

Ewings

Chondro

Osteo

LMS

Pleomorphic

Synovial

|k [k |O |O (O |&>

o |©O (O |k [k O |JWw

o | (M O O (O |w

Other

[N

=

=

Grade 3 & 4

Ewings

Chondro

Osteo

LMS

Pleomorphic

Synovial

Other

o |©O |©O [k |O |©O (O |+

o | | o |o |o (o |o

o | | o |o |o (o |o

Grade 5

Event Name

Arm A

o

Arm B

o

Arm C

o

Cholesterol high

Grade 1 &2

Ewings

Chondro

Osteo

LMS

Pleomorphic

Synovial

= (P |k O O |O |&

o |©O (O |k |k O |Ww

o | (M O |O (O |w

Other

[N

[N

[N

Grade 3 & 4

Ewings

Chondro

Osteo

o O (O |+

o |Oo |[Oo |o

o |Oo |[Oo |o




Event Name

Arm A

Arm B

LMS 1 0 0
Pleomorphic 0 0 0
Synovial 0 0 0
Other 0 0 0
Grade 5 0 0 0
Event Name Arm A Arm B ArmC
Constipation 20 18 25
Grade 1 & 2 20 18 25
Ewings 1 6 3
Chondro 1 4 3
Osteo 0 4 1
LMS 5 0 4
Pleomorphic 1 1 3
Synovial 0 0 1
Other 12 3 10
Grade3 &4 0 0 0
Grade 5 0 0 0
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Depression
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Diarrhea
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Synovial 0 0 0
Other 2 0 1
Grade 3 & 4 0 0 0
Grade 5 0 0 0
Event Name Arm A Arm B Arm C
Dry mouth 3 5 8
Grade 1 & 2 3 5 8
Ewings 0 1 0
Chondro 0 1 1
Osteo 0 1 0
LMS 0 0 2
Pleomorphic 1 0 1
Synovial 0 0 0
Other 2 2 4
Grade 3 & 4 0 0 0
Grade 5 0 0 0
Event Name Arm A Arm B Arm C
Dry skin 14 11 9
Grade 1 & 2 14 11 9
Ewings 0 3 1
Chondro 1 2 0
Osteo 0 2 1
LMS 1 0 3
Pleomorphic 2 2 2
Synovial 1 0 0
Other 9 2 2
Grade 3 & 4 0 0 0
Grade 5 0 0 0
Event Name Arm A Arm B Arm C
Dysgeusia 9 9 18
Grade 1 & 2 9 9 18
Ewings 0 2 3
Chondro 0 4 1
Osteo 0 1 1
LMS 3 0 5
Pleomorphic 0 0 5
Synovial 0 0 1
Other 6 2 2
Grade 3 & 4 0 0 0
Grade 5 0 0 0
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Flu like symptoms
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Generalized muscle weakness
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Ewings 0 2 3
Chondro 0 3 0
Osteo 0 7 1
LMS 6 0 4
Pleomorphic 0 1 3
Synovial 1 0 2
Other 4 0 2
Grade 3 & 4 0 0 0
Grade 5 0 0 0
Event Name Arm A Arm B Arm C
Hypercalcemia 7 4 4
Grade 1 & 2 7 4 4
Ewings 0 1 2
Chondro 0 1 0
Osteo 0 1 0
LMS 4 0 1
Pleomorphic 0 1 1
Synovial 0 0 0
Other 3 0 0
Grade3 &4 0 0 0
Grade 5 0 0 0
Event Name Arm A Arm B Arm C
Hyperglycemia 35 39 45
Grade1 & 2 28 35 38
Ewings 0 12 7
Chondro 0 7 4
Osteo 0 13 0
LMS 10 0 7
Pleomorphic 3 3 4
Synovial 2 0 2
Other 13 0 14
Grade3 & 4 7 4 z
Ewings 0 0 0
Chondro 1 1 0
Osteo 0 2 1
LMS 1 0 1
Pleomorphic 2 0 3
Synovial 1 0 0
Other 2 1 2
Grade 5 0 0 0
Event Name Arm A Arm B Arm C
Hyperkalemia 3 1 9
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