
Supplementary Figure 1. CLIN3101

Assessed for eligibility (n = 315)

Received study treatment (n = 288)

Placebo/Difelikefalin (n = 30) Difelikefalin/Difelikefalin (n = 52) Participants new to difelikefalin 
treatment (n = 206)

Discontinued at study stop (n = 0) Discontinued at study stop (n = 1) Discontinued at study stop (n = 56)

Completed study treatment (n = 18) Completed study treatment (n = 34) Completed study treatment (n = 81)

Completed follow-up (n = 18) Completed follow-up (n = 34) Completed follow-up (n = 82)

Screen failures (n = 32)
Rescreened and treated (n = 5)
Excluded (n = 27)
   Exclusion criteria (n = 14)
   Inclusion criteria (n = 5)
   Withdrawal by participant (n = 4)
   Other (n = 4)

Discontinued treatment (n = 12)
AE (n = 6)
Participant noncompliance (n = 1)
Participant withdrew consent (n = 1)
Other (n = 4)

Discontinued treatment (n = 17)
AE (n = 8)
Participant noncompliance (n = 1)
Participant withdrew consent (n = 2)
Other (n = 7)

Discontinued treatment (n = 69)
AE (n = 21)
Lost to follow-up (n = 2)
Eligibility (n = 1)
Participant noncompliance (n = 2)
Participant withdrew consent (n = 15)
Administrative (n = 2)
Other (n = 26)

AE, adverse event.



Supplementary Figure 2. CLIN3105

Assessed for eligibility (n = 286)

Screen failures (n = 72)
Rescreened and treated (n = 8)
Excluded (n = 64)
   Exclusion criteria (n = 22)a

   Inclusion criteria (n = 31)
   Withdrawal by participant (n = 4)
   Other (n = 7)b

Discontinued treatment (n = 25)
AE (n = 13)
Lack of efficacy (n = 1)
Lost to follow-up (n = 1)
Participant withdrew consent (n = 7)
Administrative (n = 1)
Other (n = 2)

Completed study treatment (n = 197)

Received study treatment (n = 222)

aExcluded 1 participant who was rescreened and enrolled.
bSeven of the 14 participants who failed initial screening were included upon rescreening. For participants who screen-failed more 
than once, the reason for failure was the final screen failure.
AE, adverse event.



Supplementary Figure 3. KALM-1 Double-blind Phase

Assessed for eligibility (n = 503)

Excluded (n = 125)
Declined to participate/give consent (n = 37)
Did not meet NRS cutoff in run-in (n = 16)
Had disqualifying diseases (n = 16)
Dialysis adequacy/frequency (n = 13)
Other inclusion/exclusion criteria (n = 24)
Other (n = 19)

Allocated to difelikefalin (n = 189)
Received allocated intervention (n = 189)
Did not receive allocated intervention (n = 0)

Discontinued treatment (n = 27)
Adverse event (n = 14)
Eligibility (n = 1)
Noncompliance (n = 1)
Withdrew consent (n = 8)
Other (n = 3)

Discontinued discontinuation period (n = 5)

Entered discontinuation period (n = 176)

Completed treatment (n = 162)

Completed discontinuation period (n = 171)

Adverse event (n = 1)
Withdrew consent (n = 3)
Other (n = 1)

Allocated to placebo (n = 189)
Received allocated intervention (n = 188)
Did not receive allocated intervention (n = 1)
   Did not meet entry criteria (n = 1)

Discontinued treatment (n = 18)
Adverse event (n = 9)
Eligibility (n = 2)
Noncompliance (n = 1)
Withdrew consent (n = 6)

Discontinued discontinuation period (n = 6)

Entered discontinuation period (n = 179)

Completed treatment (n = 170)

Completed discontinuation period (n = 173)

Adverse event (n = 1)
Eligibility (n = 1)
Withdrew consent (n = 3)
Other (n = 1)

Randomized (n = 378)

NRS, numerical rating scale.



Supplementary Figure 4. KALM-1 Open-label Phase

Received study treatment (n = 313)

Discontinued treatment, except due
to sponsor stopping study (n = 38)

Could not complete treatment due to sponsor
stopping study early (n = 19)

Adverse event (n = 11)
Lack of therapeutic efficacy (n = 0)
Lost to follow-up (n = 1)
Pregnancy (n = 0)
Eligibility (n = 0)
Participant noncompliance (n = 1)
Participant withdrew consent (n = 9)
Administrative (n = 0)
Other (n = 16)

Discontinued treatment, except due
to sponsor stopping study (n = 49)

Could not complete treatment due to sponsor
stopping study early (n = 18)

Adverse event (n = 15)
Lack of therapeutic efficacy (n = 0)
Lost to follow-up (n = 4)
Pregnancy (n = 0)
Eligibility (n = 0)
Participant noncompliance (n = 4)
Participant withdrew consent (n = 8)
Administrative (n = 0)
Other (n = 18)

Completed follow-up (n = 117)Completed follow-up (n = 127)

Difelikefalin/Difelikefalin (n = 151)Placebo/Difelikefalin (n = 162)

Difelikefalin/Difelikefalin = participants randomized to difelikefalin group during DB phase/received difelikefalin during OLE phase.
Placebo/Difelikefalin = participants randomized to placebo group during DB phase/received difelikefalin during OLE phase.
DB, double-blind; OLE, open-label extension.



Supplementary Figure 5. KALM-2 Double-blind Phase

Assessed for eligibility (n = 620)

Screen failures (n = 161)
Rescreened and treated (n = 14)
Excluded (n = 147)
   Exclusion criteria (n = 29)
   Inclusion criteria (n = 73)
   Withdrawal by participant (n = 18)
   Other (n = 27)

Allocated to difelikefalin (n = 237)
Received allocated intervention (n = 235)
Did not receive allocated intervention (n = 2)

Discontinued treatment (n = 29)
Adverse event (n = 13)
Lack of therapeutic efficacy (n = 1)
Lost to follow-up (n = 1)
Eligibility (n = 2)
Noncompliance (n = 1)
Withdrew consent (n = 5)
Other (n = 6)

Completed treatment (n = 206)

Allocated to placebo (n = 236)
Received allocated intervention (n = 236)
Did not receive allocated intervention (n = 0)

Discontinued treatment (n = 13)
Adverse event (n = 7)
Noncompliance (n = 2)
Withdrew consent (n = 1)
Other (n = 3)

Completed treatment (n = 223)

Randomized (n = 473)



Supplementary Figure 6. KALM-2 Open-label Phase

Received study treatment (n = 399)

Discontinued treatment, except due to
sponsor stopping study (n = 41)

Could not complete treatment due to sponsor
stopping study early (n=146)

Adverse event (n = 9)
Lack of therapeutic efficacy (n = 0)
Lost to follow-up (n = 0)
Pregnancy (n = 0)
Eligibility (n = 1)
Participant noncompliance (n = 0)
Participant withdrew consent (n = 7)
Administrative (n = 19)
Other (n = 5)

Discontinued treatment, except due to
sponsor stopping study (n = 40)

Could not complete treatment due to sponsor
stopping study early (n = 167)

Adverse event (n = 12)
Lack of therapeutic efficacy (n = 2)
Lost to follow-up (n = 0)
Pregnancy (n = 0)
Eligibility (n = 1)
Participant noncompliance (n = 0)
Participant withdrew consent (n = 4)
Administrative (n = 17)
Other (n = 4)

Completed follow-up (n = 174)Completed follow-up (n = 194)

Difelikefalin/Difelikefalin (n = 189)Placebo/Difelikefalin (n = 210)

Difelikefalin/Difelikefalin = participants randomized to difelikefalin group during DB phase/received difelikefalin during OLE phase.
Placebo/Difelikefalin = participants randomized to placebo group during DB phase/received difelikefalin during OLE phase.
DB, double-blind; OLE, open-label extension.


