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Placebo Linaclotide 290 g
308 306
Discontinued treatment period: Discontinued treatment period:
24 (7.8%) 26 (8.5%)
AE: 4 (1.3%) AE: 9 (2.9%)

Protocol violation: 0

Withdrawal of consent: 5 (1.6%)
Lost to follow-up: 6 (2.0%)
Pragnancy: 0

Other reason(s): 6 (2.09)

Protocol viclation: 1 (0.3%)
Withdrawal of consent: 7 (2.3%)
Lost to follow-up: 7 (2.3%)
Pregnancy: 1 (0.3%)

Other reason(s): 4 (1.3%)

Completed 12-week treatment period
284 (92.2%)

Completed 12-week treatment period

280 (91.5%)
!
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RW period RW period RW period
Linaclotide 200 ug Placebo Linaclotide 290 g
280 138 139

Discontinued RW period:
B (2.9%)

AE: 3 (1.1%)

Withdrawal of consent: 0
Lost to follow-up: 1 (0.4%)
Other reason(s): 4 (1.4%)

Discontinued RW period:
2 (1.4%)

AE: 0

Withdrawal of consent: 0
Lost to follow-up: O

Other reasonis): 2 (1.4%)

Discontinued RW period:

2 (1.4%)

AE: 0

Withdrawal of consent: 2 (1.4%)
Lost to follow-up: O

Other reason(s): 0
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Completed trial Completed trial Completed trial
Placebo to linaclotide 290 pg Linaclotide 290 pg to placebo Linaclotide 290 g to linaclotide 290 pg
272 (97.1%) 136 (98.6%) 137 (98.6%)

Figure, Supplemental Digital Content 1. CONSORT flow diagram

APatients who signed an ICF but did not qualify to enter the pretreatment period based on their screening evaliations. Patients who
were rescreened and failed the second time were only counted once; PPatients who signed an ICF and entered the pretreatment
period, but were not randomized into the study. Patients who were rescreened and failed the second time during the pretreatment
period were counted in the screen failure category as well as in the pretreatment failure category. Patients who were rescreened and

subsequently randomized were not counted in either of the failure categories.

AE. adverse event: ICF. informed consent form: RW. randomized withdrawal.



