/

[ Enrollment 930 ]

y

Excluded (n=139)
Unwilling to continue 73
- Ineligible to continue 43
- Adverseevent8
- Non-compliance 4
- Lostto follow-up 3
- Consent withdrawn 2
- Sub-investigator withdrawn 1
- Other / unknown 5

Randomized 791

N\

Allocated to PRM (n= 395)
Received allocated intervention (n=394)
Did not receive allocated intervention (n=1)

Allocation

Allocated to placebo (n=396)

Received allocated intervention (n=395)
Did not receive allocated intervention (n= 1)

'

Completed 3 weeks (n= 373)

- Low excretors (88)

- Age>65(143)

Discontinued intervention  (n=21)
- Adverse Event3

- Lost to follow-up 5

- Unwilling to continue 11

- Consent withdrawn 2

4

End of 3 weeks
period

v

Completed 3 weeks (n= 373)
- Low excretors (90)
-  Age>65 (150)
Discontinued intervention (n= 22)
- Adverse Event 2
- Ineligible to continue 3
- Lost to follow-up 4
- Unwilling to continue 8
- Non-compliance 1
- Consent withdrawn 1
- Investigator withdrawn 1
- Other1
- Unknown 1

v

Entered extension period (n= 358)
Unwilling to continue (n= 15)

L 2

Entered
Extension Period

Entered extension period (n= 353)
Unwilling to continue (n=20)

A/A

Continued PRM (n= 358)

[ Second allocation J

PRM (=176) |

Total receivina PRM (n= 534)

| placebo (n=177)

Completed extension period (n= 421)

- Low excretors (n=102)

- Age>65 (n=167)

D|d not complete (n=113)
Unwilling to continue 59

- Adwerseevent 26

- Ineligible to continue 9

- Lost to follow-up 9

- Non-compliance 4

- Consent withdrawn 2

- Investigator withdrawn 1

- Other/unknown 3

End of Extension
Period

'

- Low excretors (n=32)

- Age>65 (n=64)

D|d not complete (n=43)
Unwilling to continue 24

- Adwerse event 10

- Ineligible to continue 6

- Lost to follow-up 1

- Other/unknown 2

Completed extension period (n= 134)

A

Received placebo (n=415)
Did not receive (n=6)

Period

v

[ Entered run-out

| Received placebo (n=134) |

A

Completed (n=412)
Did not complete (n=3)

[ End of run-out ]

Completed (n=134)




