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The present disclosure relates to use of GDF-15 as a safety biomarker for determining a toxicological
effect of a Mdm?2 inhibitor; an ex vivo method for determining a toxicological effect of a Mdm?2 inhibitor
in a subject, in particular for determining a likelihood of developing thrombocytopenia in a subject in
response to administration of a dose of a Mdm2 inhibitor; methods of using a Mdm2 inhibitor in the treatment
of cancer in a subject; a kit for use in predicting the likelihood that a patient having cancer will develop
thrombocytopenia in response to a treatment with a dose of a Mdm?2 inhibitor; a kit for use in treating a

patient having cancer and related disclosure embodiments.
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The present disclosure relates to use of GDF-15 as a safety biomarker for
' determining a toxicological effect of a Mdm2 inhibitor; an ex vivo method for
determining a toxicological effect of a Mdm2 inhibitor in a subject, in particular for
determining a likelihood of developing thrombocytopenia in a subject in response to
administration of a dose of a Mdm2 inhibitor; methods of using a Mdm2 inhibitor in the
treatment of cancer in a subject; a kit for use in predicting the likelihood that a patient
having cancer will develop thrombocytopenia in response to a treatment with a dose of a
Mdm?2 inhibitor; a kit for use in treating a patient having cancer and related disclosure
embodiments.
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6- B 05 -2-(4- (P 35 -[4-(4- 1263 QU R 26 DR B -1 26)- R TR P 5]
B} HEH)-1,4- T B -2H-R B U-3-BUE 2 B E  (S)-1-(-BEH)-
7- BT B -6 FF 48 B -2 (4o {2 - [4- (4R AL -3- LR - DR U -1 25)- 2 -
T R )2 ) 2E)-1,4- T -2 B U -3 -9 B GDF-15 B i1/
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BBV ZES

flesE " Mm/ANRR/DRE 0 AT ERGEL/NMIZ BERD
ZBEARNES MK m /N at 8 (IRE - (&7 150,000 M /N 4/ i
)  EFEHRNEZEBRERZEAFEME > BB M/NEEE R
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150,000% 450,000 i /NG /45 FF I 3% = %5 B A (Ross DW; Ayscue LH;
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IRET B < 25,000/mm’ (¥ BR R B 41725 % v3.0(CTCAE), 20064
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B E (cmt=2, &=P5)

iv(adm=1, .cmt=1, Tlag = PKlag) |
Tk0 =0.5

1 g (adm=2, cmt=2, TkO, p=alp)

odeType = stiff

t0=20

; PKAH A

Cc = max(le-16,Ac/V)

ddt Ag = -ka*Ag

ddt_Ac = ka*Ag - ke*Ac -k12*Ac+k21*Ad -(Vm"hv)/
((km*V)"hv+Ac” hv)*Ac

ddt_Ad = k12*Ac - k21*Ad

; PLTHR ZI

ktrP = 4/MMTP

phiP = ktrP

EP = slP * Cc "SEP

sfbkP = (PLTz/P5)"sPW
1fbkP = (PLTz*phiP/ktrP/P1)"PW

P1_0 =PLTz*phiP/ktrP
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P2 0 = PLTz*phiP/ktrP
P3 0 = PLTz*phiP/ktrP
P4 0 = PLTz*phiP/ktrP
P5 0=PLTz

ddt_P1 = ktrP*(sfbkP-EP)*P1 - ktrP*P1

ddt_P2 = ktrP*1fbkP *P1 - ktrP*P2
ddt_P3 = ktrP*1fbkP *P2 - ktrP*P3
ddt_P4 = ktrP*1fbkP *P3 - ktrP*P4
ddt_P5 = ktrP*1fbkP *P4 - phiP*P5

;GDF-155 Y

Egdf = Sg*Cc
kin = kinG; k#y H G*gdfZ
gdf 0 = gdfZ

ddt_gdf = kin*(1+Bgdf) — ki 4 G*edf

i
i H={Cc, P5, gdf}
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