Supplemental Figure 2. Pharmacokinetic parameters

A B
~ 3200 a 12_*3‘0':
E 2800 0 ]
T 20004 B ; r /]
S A § 600
E ]()()()—" KR8 s 3()0_' .
2 1200 _igA8 1=
S 1.7 0 - W - :
g300~ T LE f JTrTIrnrrr T
S 400 - f/’o/'f’ '}o/r o/( s ’}o/ r'(,/(}o/ (}o/r’o/ C ’o/r;(y (}o/ r}o/ ()(,/rio %
! ’o’oo’go’ )Q))O}{)OOO/JOO
0’4§\’ v ; > “'/ > ry"/« e,'/ & /\ o /\ a /\'/ /\ / /~
Time (hours) Time
Treatment Group Treatment Group
——— Cohort 1 13mg QD (N=5) —6— Cohort 1 13mg QD (N=5)
—+—— Cohort 2 26mg QD (N=3) —+—— Cohort 2 26mg QD (N=3)
—»—— Cohort 3 52mg QD (N=7) —»—— Cohort 3 52mg QD (N=7)
—#&—— Cohort 4 104mg QD (N=7) —a&—— Cohort 4 10dmg QD (N=7)
——&—— Cohort 5 148mg QD (N=3) —+&—— Cohort 5 148mg QD (N=3)
* Cohort 6 217mg QD (N=4) " Cohort 6 217mg QD (N=4)
< Cohort 7 348mg QD (N=3) © Cohort 7 348mg QD (N=3)
Cohort 8 522mg QD (N=9) Cohort 8 522mg QD (N=9)
Cohort 9 250mg BID (N=5) +—— Cohort 9 250mg BID (N=5)
2 Cohort 10 300mg BID, 5/2 (N=6) - Cohort 10 300mg BID, 5/2 (N=6)
Cohort 11 400mg BID, 5/2 (N=4) Cohort 11 400mg BID, 5/2 (N=4)
Cohort 12 500mg BID, 5/2 (N=8) Cohort 12 500mg BID, 5/2 (N=8)
—*— Conlfirmatory Cohort 500mg QD (N=15) —*— Confirmatory Cohort 500mg QD (N=15)

(A) Plasma drug concentrations (ng/mL) of CB-103 measured at pre-specified timepoints over
24 hours on cycle 1 day 1 of dosing. (B) Pre-dose mean plasma drug concentration (ng/mL) of
CB-103 measured through cycle 6 of treatment. Mean Standard deviation denoted by error
bars; color coding by dose escalation and confirmatory dose cohort subgroups.
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