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eTable. Immune-Related Adverse Events During and After Chemoradiotherapy: NRG Oncology
Gl002

RT + Capecitabine RT + Capecitabine +

(n=83) Pembrolizumab (n=81)
System Organ Class/Term n and (%) of Pts by Grade n and (%) of Pts by Grade

2 3 4 5 2 3 4 5

Overall Highest Grade 19 8 0 0 32 3 0 0
(22.9)| (9.6) | (0.0) | (0.0) | |(39.5)] (3.7) | (0.0) | (0.0)

ENDOCRINE DISORDERS 1 0 0 0 10 1 0 0
(1.2) | (0.0) | (0.0) | (0.0) | {(12.3)| (1.2) | (0.0) | (0.0)

Hyperthyroidism 0 0 0 0 5 0 0 0
(0.0) | (0.0) | (0.0) | (0.0) (6.2) | (0.0) | (0.0) | (0.0)

Hypothyroidism 1 0 0 0 7 1 0 0

(1.2) | (0.0) | (0.0) | (0.0) (8.6) | (1.2) | (0.0) | (0.0)

GASTROINTESTINAL

DISORDERS 14 7 0 0 19 2 0 0
(16.9)| (8.4) | (0.0) | (0.0) | |(23.5)] (2.5) | (0.0) | (0.0)

Colitis 1 0 0 0 2 0 0 0
(2.2) | (0.0) | (0.0) | (0.0) (2.5) | (0.0) | (0.0) | (0.0)

Diarrhea 13 7 0 0 18 2 0 0
(15.7)] (8.4) | (0.0) | (0.0) | |(22.2)| (2.5) | (0.0) | (0.0)

Enterocolitis 1 0 0 0 0 0 0 0
(2.2) | (0.0) | (0.0) | (0.0) (0.0) | (0.0) | (0.0) | (0.0)

HEPATOBILIARY 2 1 0 0 5 0 0 0

(2.4) | (1.2) | (0.0) | (0.0) (6.2) | (0.0) | (0.0) | (0.0)

Alanine aminotransferase
increased 1 0 0 0 2 0 0 0
(2.2) | (0.0) | (0.0) | (0.0) (2.5) | (0.0) | (0.0) | (0.0)

Alkaline phosphatase
increased 0 0 0 0 1 0 0 0
(0.0) | (0.0) | (0.0) | (0.0) (1.2) | (0.0) | (0.0) | (0.0)

Aspartate aminotransferase

increased 0 1 0 0 2 0 0 0
(0.0) | (1.2) | (0.0) | (0.0) (2.5) | (0.0) | (0.0) | (0.0)
Blood bilirubin increased 1 0 0 0 3 0 0 0
(1.2) | (0.0) | (0.0) | (0.0) (3.7) | (0.0) | (0.0) | (0.0)
MUSCULOSKELETAL AND
CONNECTIVE TISSUE
DISORDERS 1 0 0 0 5 0 0 0

(1.2) | (0.0) | (0.0) | (0.0) (6.2) | (0.0) | (0.0) | (0.0)
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RT + Capecitabine RT + Capecitabine +

(n=83) Pembrolizumab (n=81)
System Organ Class/Term n and (%) of Pts by Grade n and (%) of Pts by Grade
2 3 4 5 2 3 4 5
Arthralgia 0 0 0 0 4 0 0 0
(0.0) | (0.0) | (0.0) | (0.0) (4.9) | (0.0) | (0.0) | (0.0)
Myalgia 1 0 0 0 2 0 0 0

(1.2) | (0.0) | (0.0) | (0.0) (2.5) | (0.0) | (0.0) | (0.0)

SKIN AND SUBCUTANEOUS

TISSUE DISORDERS 2 0 0 0 3 0 0 0
(2.4) | (0.0) | (0.0) | (0.0) (3.7) | (0.0) | (0.0) | (0.0)

Pruritus 1 0 0 0 1 0 0 0
(1.2) | (0.0) | (0.0) | (0.0) (1.2) | (0.0) | (0.0) | (0.0)

Rash maculo-papular 2 0 0 0 2 0 0 0

(2.4) | (0.0) | (0.0) | (0.0) (2.5) | (0.0) | (0.0) | (0.0)
Abbreviations: RT, radiotherapy. Adverse events were graded with CTCAE version 5.
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eFigure. Study Schema: NRG Oncology G1002

Stage Il or Stage lll locally advanced
adenocarcinoma of the rectum

STRATIFICATION
e Tumor stage based on clinical evaluation (T1 or T2; T3; T4)
e Nodal stage based on clinical evaluation (NO; N1; N2)

RANDOMIZATION (1:1) TO A PREOPERATIVE REGIMEN

Arm 3
Arm 1 (control) FOLFOXE®
mFOLFOX6? x 8 cycles
Followed by
x 8 cycles R
Followed by +
b Capecitabine
RT
825 mg/m2 PO BID
+ on days that RT is given
itabi +
Capecitabine Pembrolizumab 200 mg IV every
825 mg/m2 PO BID 3 wks beginning on

Day 1 of RT for

on days that RT is given 6 total doses

SURGICAL PATHOLOGIC ASSESSMENT*

®modified FOLFOX6 regimen: Oxaliplatin 85mg/m2 IV Day 1 + leucovorin 400mg/m2 IV Day 1

+ 5-FU 400mg/m2 IV bolus followed by 5-FU 2400 mg/m2 continuous infusion over 46 hrs every
2 wks for 8 cycles.

bRT starts 3-4 weeks following last dose of mFOLFOX6.
4500 cGy in 25 fractions over 5 wks + 540 cGy boost in 3 fractions.

‘Surgery performed 8-12 wks following last dose of radiotherapy.
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