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Efficacy



Supplement Table 1. Median Times to Primary and Key Secondary 
Endpoints by Baseline Attack Severity

• Reduction in severity was defined by a decrease of ≥1 level on the PGI-S rating scale for ≥2 time points in a row 
‒ For attacks rated as mild at baseline, meeting this endpoint required a decrease to “None” (ie, attack resolution) 

• Complete attack resolution was defined as a PGI-S rating of “None”

3
aFor 2 attacks in the placebo group, participants rated the baseline attack severity as “None” on the PGI-S rating scale. These attacks were censored at zero for both key secondary endpoints.

Attacks, n Median time, hours (Q1, Q3)
600 mg 300 mg 600 mg 300 mg

All attacks 93 87 Time to beginning of symptom relief within 12 hours 1.79 (1.02, 3.79) 1.61 (0.78, 7.04)
Time to reduction in severity within 12 hours 7.75 (2.19, >12.00) 9.27 (1.53, >12.00)
Time to complete attack resolution within 24 hours 24.00 (7.54, >24.00) >24.00 (8.58, >24.00)

By baseline severity 
(PGI-S)

Nonea/mild 41 36 Time to beginning of symptom relief within 12 hours 1.82 (1.08, 3.97) 1.70 (0.78, 3.47)
Time to reduction in severity within 12 hours >12.00 (9.11, >12.00) >12.00 (8.54, >12.00)
Time to complete attack resolution within 24 hours 18.78 (5.53, >24.00) >24.00 (5.15, >24.00)

Moderate 34 35 Time to beginning of symptom relief within 12 hours 2.11 (1.30, 5.94) 1.56 (0.78, 7.95)
Time to reduction in severity within 12 hours 3.27 (2.21, >12.00) 4.98 (1.14, >12.00)
Time to complete attack resolution within 24 hours 16.80 (7.54, >24.00) >24.00 (13.13, >24.00)

Severe/very severe 18 14 Time to beginning of symptom relief within 12 hours 1.51 (0.79, 2.98) 1.41 (0.79, 2.78)
Time to reduction in severity within 12 hours 1.35 (0.78, 2.98) 1.31 (0.79, 2.78)
Time to complete attack resolution within 24 hours >24.00 (>24.00, >24.00) >24.00 (17.05, >24.00)



Supplement Figure 1. Sebetralstat 600 mg vs 300 mg 
by Baseline Attack Severity
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aFor 2 attacks in the placebo group, participants rated the baseline attack severity as “None” on the PGI-S rating scale. These attacks were censored at zero for both key secondary endpoints.

HR (95% CI) Attacks, n
600 mg 300 mg

All attacks Beginning of symptom relief within 12 hours 1.09 (0.77, 1.53) 93 87

Reduction in severity within 12 hours 0.94 (0.62, 1.43)

Complete attack resolution within 24 hours 0.80 (0.52, 1.25)
Attacks by 
baseline severity 
(PGI-S)

Nonea/mild Beginning of symptom relief within 12 hours 1.16 (0.69, 1.95) 41 36

Reduction in severity within 12 hours 0.97 (0.39, 2.42)

Complete attack resolution within 24 hours 0.83 (0.43, 1.58)

Moderate Beginning of symptom relief within 12 hours 1.27 (0.70, 2.32) 34 35

Reduction in severity within 12 hours 1.17 (0.63, 2.17)

Complete attack resolution within 24 hours 0.62 (0.29, 1.32)

Severe/very severe Beginning of symptom relief within 12 hours 1.64 (0.53, 5.12) 18 14

Reduction in severity within 12 hours 1.28 (0.48, 3.41)

Complete attack resolution within 24 hours 2.45 (0.48, 12.57)
0.0 0.5 1.0 1.5 2.0

Hazard ratio (95% CI)

Favors 300 mgFavors 600 mg



Supplement Table 2. Median Times to Primary and Key Secondary 
Endpoints by Treatment Paradigm

• Reduction in severity was defined by a decrease of ≥1 level on the PGI-S rating scale for ≥2 time points in a row 
‒ For attacks rated as mild at baseline, meeting this endpoint required a decrease to “None” (ie, attack resolution) 

• Complete attack resolution was defined as a PGI-S rating of “None”

5
aOf the 24 participants taking LTP, 11 (46%) received berotralstat, 8 (33%) received lanadelumab, and 5 (21%) received C1INH.

Attacks, n Median time, hours (Q1, Q3)
600 mg 300 mg 600 mg 300 mg

All attacks 93 87 Time to beginning of symptom relief within 12 hours 1.79 (1.02, 3.79) 1.61 (0.78, 7.04)
Time to reduction in severity within 12 hours 7.75 (2.19, >12.00) 9.27 (1.53, >12.00)
Time to complete attack resolution within 24 hours 24.00 (7.54, >24.00) >24.00 (8.58, >24.00)

By treatment 
paradigm

On-demand only 72 68 Time to beginning of symptom relief within 12 hours 1.77 (1.02, 3.79) 1.35 (0.78, 6.54)
Time to reduction in severity within 12 hours 8.15 (2.10, >12.00) 8.45 (1.35, >12.00)
Time to complete attack resolution within 24 hours >24.00 (7.54, >24.00) >24.00 (5.60, >24.00)

On-demand + LTPa 21 19 Time to beginning of symptom relief within 12 hours 2.03 (0.78, 3.89) 1.85 (0.79, 10.12)
Time to reduction in severity within 12 hours 5.53 (2.27, >12.00) 9.27 (1.79, >12.00)
Time to complete attack resolution within 24 hours 19.24 (5.28, >24.00) 17.05 (10.55, >24.00)



Supplement Figure 2. Sebetralstat 600 mg vs 300 mg 
by Treatment Paradigm
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aOf the 24 participants taking LTP, 11 (46%) received berotralstat, 8 (33%) received lanadelumab, and 5 (21%) received C1INH.

HR (95% CI) Attacks, n
600 mg 300 mg

All attacks Beginning of symptom relief within 12 hours 1.09 (0.77, 1.53) 93 87

Reduction in severity within 12 hours 0.94 (0.62, 1.43)

Complete attack resolution within 24 hours 0.80 (0.52, 1.25)

Attacks by 
treatment paradigm

On-demand only Beginning of symptom relief within 12 hours 1.15 (0.78, 1.70) 72 68

Reduction in severity within 12 hours 0.97 (0.60, 1.55)

Complete attack resolution within 24 hours 0.70 (0.41, 1.19)

On-demand + LTPa Beginning of symptom relief within 12 hours 1.13 (0.55, 2.32) 21 19

Reduction in severity within 12 hours 0.88 (0.35, 2.24)

Complete attack resolution within 24 hours 1.08 (0.45, 2.61)

Hazard ratio (95% CI)

Favors 300 mgFavors 600 mg

0.0 0.5 1.0 1.5 2.0
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Supplement Figure 3. Proportion of Attacks Reaching Beginning of 
Symptom Relief (PGI-C) With 1 vs 2 Doses
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aProportion of attacks reaching endpoint within 12 hours.

93.9%

Sebetralstat 300 mg
(n=66, 75.9%)a

Sebetralstat 600 mg
(n=71, 76.3%)a

95.8%

Beginning of symptom relief
Reached without second dose

Reached after second dose
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Supplement Figure 4. Proportion of Attacks Reaching Reduction in 
Attack Severity (PGI-S) With 1 vs 2 Doses
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90.9%

Sebetralstat 300 mg
(n=44, 50.6%)a

Sebetralstat 600 mg
(n=49, 52.7%)a

95.9%

aProportion of attacks reaching endpoint within 12 hours.

Reduction in attack severity
Reached without second dose

Reached after second dose
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Supplement Figure 5. Proportion of Attacks Reaching Complete Attack 
Resolution (PGI-S) With 1 vs 2 Doses
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Complete attack resolution
Reached without second dose

Reached after second dose

91.9%

Sebetralstat 300 mg
(n=37, 42.5%)a

Sebetralstat 600 mg
(n=46, 49.5%)a

84.8%

aProportion of attacks reaching endpoint within 24 hours.



Safety



Supplement Table 3. Safety Summary by Number of Doses Administered

Number of patients with, n (%))

Sebetralstat Placebo

300 mg

(n=58)

300 mg + 
300 mg 
(n=28)

600 mg

(n=60)

600 mg + 
600 mg 
(n=34)

1 dose

(n=44)

2 doses

(n=39)

Any TEAE 10 (17.2) 7 (25.0) 7 (11.7) 7 (20.6) 5 (11.4) 12 (30.8)

Treatment-related TEAE 2 (3.4) 0 1 (1.7) 2 (5.9) 3 (6.8) 1 (2.6)

Serious TEAEsa 1 (1.7)b 0 2 (3.3) 0 0 0

Treatment-related serious TEAE 0 0 0 0 0 0

Severe TEAEsb,c 1 (1.7)b 0 0 0 0 0

Treatment-related severe TEAE 0 0 0 0 0 0

Any TEAE leading to permanent discontinuation 0 0 0 0 0 0

Any TEAEs leading to death 0 0 0 0 0 0
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aSerious TEAE was defined as any untoward medical occurrence that at any dose results in death, is life-threatening, requires inpatient hospitalization or prolongation of existing hospitalization, results in 
persistent or significant disability/incapacity, is a congenital anomaly/birth defect, or is an important medical event by medical and scientific judgement. bThe severe TEAE and serious TEAE listed are the same 
event: lumbar disc herniation that required hospitalization and was deemed severe by the investigator. cSevere TEAE was defined as a qualitative assessment of an AE of grade 3 severity by the investigator or 
as reported by the patient. 
TEAE, treatment-emergent adverse event.
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Supplemental Methods

• Efficacy was analyzed in the full analysis set, which was composed of all randomly 
assigned patients who administered study drug for ≥1 attack

• Primary and key secondary endpoints were tested using a hierarchical, fixed-sequence, 
closed-testing procedure based on the Bonferroni multiplicity adjustment procedure with a 
loop-back feature to allow 2-way alpha passing
‒ Time-to-event endpoints were analyzed using Gehan score transformation test

‒ Pairwise comparisons were performed for sebetralstat 300 mg versus placebo and for 
sebetralstat 600 mg versus placebo

• The efficacy endpoint was censored at the end of the analysis time frame by the use of 
conventional treatment for attacks before meeting the endpoint; the efficacy endpoint was 
censored at 0 hours if post-baseline data were insufficient

• The safety set consisted of all patients who received ≥1 dose of study drug
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