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% Hb Occupancy After 14 Days of Compound |
Treatment in Healthy Volunteers {N=6-7/Dose)
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Observed Percentage Hemoglobin Occupancy at Trough (Mean and SD)
Compared to Model Predictions Following Multiple Dose Administration
of 50 mg and 100 mg of Compound | in Patients with SCD
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Study Schema for Part A of the Study Described in Example 5
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Study Schema for Part B of the Study Described in Example 5
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Study Schema for Part C of the Study Described in Example 5

SRR—

Screening {35 Davs})

'

eelt 1 Single Doge }
{ Weaek 7: DMC Review 3

Weel 8: Start loading doses (BID) and maintenance doses (QD) daily dosing for 14 days ]

‘ '

-

ﬂ,,,,,,,ﬂ
A
!

Follow Ui {8 weeks) or enroll in OLE

- \ DMO e e DMC
Cohort Cl: Review Cobort ©2; Review Codort £3; Review Cohort £4:
E2 < 18 Vears |y f {0 12 vears -—-k 3 1o <16 vears Nt 6 moath to <1 2 years
N=-~i0 N=~10 N=-10 N=7
L L g \ S .
Initiate M after Initiate after Initiate after Initinte after
dose sefected for safefy/PK safetyv PR safetw PR
Part B evaluated in N=4 evaluated in N=4 avaluated in N=4
of Cohart C1 of Cohort C2 of Coliort £3

Abbreviations: BID = twice daily; DMC = Data Monitoring Committee MD = multiple dose; OLE =

Open Label Extensions; PK = pharmacokinetics; OD = once daily.

FIG. 18




