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Online Resource 2 — Table S1 Dose-limiting toxicities

Dose escalation

Dose optimization

DLTs 2.5 mg/kg 3.75 mg/kg 5 mg/kg 6.5 mg/kg 15 mg/kg 1.25 mg/kg 3.75 mg/kg
D1/D8 D1/D8 D1/D8 D1/D8 D1/D8 Qw Qw

Patients with DLT, n (%) 1/16 (6) 3/12 (25) 1/6 (17) 1/6 (17) 1/4 (25) 3/16 (19) 1/16 (6)

DLT, n
Increased ALT 1 1 - 12 1 12 12
Increased AST - - - 12 - 12 12
Increased bilirubin - 1 - 12 - - -
Fatigue - 12 - - - - -
Nausea - 1@ - - - - -
Noncardiac chest pain - - - - - 1b _
Pleuritic pain - - - - - 1b _
Respiratory failure - - 1 - - - -
Toxic hepatitis - - - - - 1 -

abpDLTs reported in the same patient in each dose cohort.
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| ALT, alanine aminotransferase; AST, aspartate aminotransferase; D, day; DLT, dose-limiting toxicity; QW, once-weekly.

Online Resource 2 — Table S2 Summary of treatment-emergent and treatment-related adverse events occurring in patients with CRC and PaCA
enrolled in the dose-optimization cohort

Treatment-emergent events, n (%) Treatment-related events, n (%) Treatment-
Group N
TEAEs Grade 23 TEAEs SAEs TRAEs Grade 23 TRAEs TRSAEs related deaths

Patients with 21 event 48 48 (100) 31 (65) 27 (56) 44 (92) 10 (21) 7 (15) 1(2)
By dose, mg/kg

1.25 QW 16 16 (100) 11 (69) 10 (63) 13 (81) 3(19) 3(19) 0

3.75 QW 16 16 (100) 11 (69) 9 (56) 15 (94) 2 (13) 1(6) 0

7.5QW 16 16 (100) 9 (56) 8 (50) 16 (100) 5(31) 3(19) 1(6)
By indication

CRC 24 24 (100) 13 (54) 11 (46) 22 (92) 4(17) 1(4) 0

PaCA 24 24 (100) 18 (75) 16 (67) 22 (92) 6 (25) 6 (25) 1(4)

adverse event.

CRC, colorectal cancer; PaCA, pancreatic cancer; QW, once-weekly; TEAE, treatment-emergent adverse event; TRAE, treatment-related adverse event; TRSAE, treatment-related serious
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Online Resource 2 — Table S3 Preliminary geometric mean (mean, %CV) pharmacokinetic parameters of eftozanermin alfa?

Dose Crmax Tmax® AUCo.-168 AUCo.inf tu* cL

(mg/kg) N (ng/mL) (h) (ngeh/mL) (ugeh/mL) (h) (mL/h/kg)

1.25 QW 11 25.8 1.3 718 702 30.6 1.71
(40.6, 161) (1.3-3.0) (733, 23)¢ (722, 25) (6.16) (1.74, 21)¢

3.75 D1/D8 Q3W + QW 28 59.7 1.3 2080 2160 36.4 1.73
(64.1, 37) (1.3-3.0) (2160, 27)° (2250, 28)° (5.21)° (1.81, 30)°

7.5QW 13 129 1.3 3870 3990 334 1.88
(132, 21) (1.3-1.3) (3970, 24) (4100, 25) (7.63) (1.93, 24)

All doses 52 NA 1.3 NA NA 34.1 1.77
(1.3-3.0) (6.62)f (1.83, 26)¢

optimization cohorts.
bMedian (minimum-maximum).

dN=10.
eN=25.
fN=49.
8N=48.

¢Harmonic mean (pseudo-standard deviation).

aTable reports pharmacokinetic parameters for all doses from the dose-optimization cohorts; 3.75 mg/kg summarizes pharmacokinetics from both dose-escalation and dose-

AUCo.168, area under the serum concentration-time curve from time zero to 168 h after dosing; AUCo.inr, area under the serum concentration-time curve from time zero to infinite
time; CL, clearance; Cmax, maximum observed serum concentration; CV, coefficient of variation; D, day; N, total sample size; NA, not applicable; QW, once-weekly; Q3W, every 3
weeks; t1/2, terminal phase elimination half-life; Tmax, time to maximum observed serum concentration, peak time.
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Online Resource 2 - Fig. S1 Disposition of patients enrolled in the dose-optimization cohort

according to dosing or disease group, and overall disposition. CRC, colorectal cancer; PaCA,

pancreatic cancer

Dose or disease cohort
Number of patients

Median (range) time
on treatment, days
Median no. of cycles (range)*

Eftozanermin alfa

discontinuation, n (%)
Adverse event
Progressive disease
Consent withdrawal
Physician decision
Death
Other

1.25 mg/kg 3.75 mg/kg 7.5 mg/kg CRC total PaCA total All patients
n=16 n=16 n=16 n=24 n=24 N =48
37 (1-232) 43 (1-290) 36 (15-254) 40 (1-290) 36 (1-288) 36 (1-290)
2 (1-12) 3 (1-14) 2 (1-13) 3 (1-14) 2 (1-14) 2 (1-14)
1(6) 2(13) 2(13) 3(13) 2 (8) 5 (10)
13 (81) 12 (75) 13 (81) 19 (79) 19 (79) 38 (79)

0 0 0 0 0 0
2 (13) 1(6) 1(6) 2(8) 2 (8) 4(8)

0 0 0 0 0 0
0 1(6) 0 0 1(4) 1(2)

J\ J\ J
Y Y Y
Disposition according Disposition according Disposition
to dosing cohort to disease cohort overall

*All patients received =1 cycle. CRC, colorectal cancer; PaCA, pancreatic cancer.
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Online Resource 2 — Fig. S2 Spider plot of percentage change in size of tumor lesions over time in
patients with pancreatic cancer with one or more post-baseline tumor assessment (dose-
optimization cohort). Baseline tumor assessments were performed at D1 (baseline), within 28 days
of C1D1, within 7 days before dosing on C3D1 (post-baseline), and Q9W thereafter. C, cycle; D, day;

Q9W, every 9 weeks
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Online Resource 2 - Fig. S3 Mean fold change (£ SD) in serum M30 (a) and M65 (b) levels in patients
with pancreatic cancer treated with eftozanermin alfa in the dose-optimization cohort. C, cycle; D,

day; HR, hour; PRE, pre-dose; QW, once-weekly; SD, standard deviation
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