BilliontoOne. E.M. O'Reilly: Financial Interests, Personal, Advisory Board: Boehringer Ingelheim,
BioNTech, Merck, AstraZeneca, Novartis, Fibrogen, Astellas, Tempus, Merus, Bristol Myers Squibb,
Berry Genomics, Exelixis, Incyte, Helio, Neogene, Newbridge, QED, Sevier, Thetis, Vector, Yiviva;
Financial Interests, Personal, Advisory Board, +Spouse: Ipsen; Financial Interests, Personal, Advisory
Board, Spouse: Genentech/Roche, Eisai; Financial Interests, Personal, Advisory Board, + spouse:
Autem; Financial Interests, Institutional, Local Pl: Genentech/Roche, Arcus, Elicio; Financial Interests,
Personal and Institutional, Coordinating PI: BioNTech; Financial Interests, Institutional, Coordinating
Pl: AstraZeneca, Pertzye; Financial Interests, Institutional, Research Grant: Parker Institute for Cancer
Immunotherapy; Non-Financial Interests, Other, Scientific and Medical Advisory Board: Pancreas
Cancer Action Network; Non-Financial Interests, Member of Board of Directors: National Pancreas
Foundation; Other, Editor: American Society of Clinical Oncology, American Association of Cancer
Research (AACR); Other, Advisor/no compensation: Thetis, BioSapien. J. Meyerhardt, H. Mamon:
Financial Interests, Personal, Advisory Board: Merck. D. Schrag: Financial Interests, Personal,
Research Funding: GRAIL; Financial Interests, Personal, Stocks or ownership: Merck; Financial In-
terests, Personal, Royalties: JAMAA. All other authors have declared no conflicts of interest.

https://doi.org/10.1016/j.annonc.2023.09.1788

Influence of the early stoma closure after low rectal cancer

resection on completeness of adjuvant chemotherapy
(CoCStom): A randomized, controlled multicentre trial of the
AIO (AIO KRK 0113)

F. Sandra-Petrescu’, F. Herrle®, C. Reissfelder?, P. Kienle®, H. Suelberg®, A. Hinke®,
F. Sandra-Petrescu ;
S. Tenckhoff°, R.D. Hofheinz”

ISurgery, Medizinische Fakultdt Mannheim der Universitit Heidelberg, Mannheim,
Germany; *Surgery, UMM - Universitaetsklinikum Mannheim, Mannheim, Germany;
3Surgery, Theresienkrankenhaus, Mannheim, Germany; statistics, X-act Cologne
Clinical Research GmbH, Koeln, Germany; SStatistics, CCRC - Cancer Clinical Research
Consulting, Diisseldorf, Germany; ®Clinical Research, Study Center of the German
Surgical Society, Heidelberg, Germany; ’Interdisciplinary Tumor Center, UMM - Uni-
versitaetsklinikum Mannheim, Mannheim, Germany

Background: There is uncertainty whether early closure (EC) of a defunctioning stoma
influences the complete administration of the adjuvant chemotherapy (CoC) after low
anterior rectal resection (LAR) for rectal cancer. CoC was previously shown in retro-
spective analyses to improve the five-year OS and DFS.

Methods: CoCStom trial was a prospective randomized multicenter investigator-
initiated study. Patients undergoing neoadjuvant therapy (chemoradiation or 5x5 Gy
radiotherapy) followed by LAR for locally advanced rectal cancer were randomized in
two arms. Experimental - EC, 8 to 10 days after LAR; and control - late closure of the
stoma (LC), after completion of the adjuvant chemotherapy (26 weeks) which
included both 5-FU- and oxaliplatin-based regimens according to local practice and
tumor stage. The primary endpoint was CoC. The study was designed to show an CoC
improvement of 20 % (power 80%, alpha-value 0.05). Secondary endpoints: onco-
logical and surgical outcomes as well as quality of life.

Results: A total of 257 patients with comparable baseline characteristics and path-
ohistological (UICC) stages were randomized between 2013 and 2018. Of these, 233
(EC: 116 vs. LC: 117) were eligible for analysis. Median follow up was 24 months.
Surgical morbidity after stoma closure was comparable (Clavien Dindo IlI-IV: EC vs. LC:
15.8 vs. 18.9%). The median hospitalization after LAR was 17 days in both groups. CoC
was similar EC [62.9% (95% Cl: 53.5 - 71.7%] and LC [65.8% (56.5 -74.3%)]. Patients in
the EC group started adjuvant chemotherapy (median 38 vs. 27 days after random-
ization) significantly later and received less oxaliplatin-based regimens (8.5 vs. 15%).
DFS was numerically better in the EC group (HR 1.6; 95% CI: 0.83 — 3.06).

Conclusions: EC of the stoma was feasible and did not lead to increased surgical
morbidity. CoC was not improved, however, a trend towards better DFS was observed
within the EC group despite similar CoC, a later start of adjuvant therapy as well as
less use of oxaliplatin-based regimens. Thus, EC of the stoma appears to be a valid
option for patients undergoing LAR.

Clinical trial identification: DRKS00005113.

Legal entity responsible for the study: Flavius Sandra-Petrescu, MD, on behalf of the
CoCStom Study Group.
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Background: There is a strong rationale to combine radiotherapy with immune
checkpoint inhibitors (ICIs). This study evaluates this combination before surgery in
locally advanced rectal cancer (LARC).

Methods: R-IMMUNE, a multicentric phase Ib/Il trial, included patients with stage 11/
1Il LARC treated with a preoperative combination of radio-chemotherapy (45-50 Gy/
25 fractions, 5FU 225 mg/m2/d, 5d/w from week 1 to 5) + atezolizumab 1200 mg/
infusion (ATZ). The phase Ib evaluated a single infusion of ATZ at week 3. Phase I
evaluated 4 infusions of ATZ at weeks 3, 6, 9 and 12. Surgery was planned for week
15. Safety and efficacy based on the pathological complete response (pCR) rate are
primary objectives. Based on a two-stage Simon design, 33 patients (+3 for the
replacement of non-evaluable patients) were required in phase Il to detect an in-
crease in pCR rate from 15% to 35% (0. = 0.1, § = 0.1), with at least 8 pCRs to reject
the null hypothesis.

Results: Six patients were included in phase Ib and 34 in phase Il. This analysis
covered 39 patients (median age 63 years, 56% male, 82% stage Ill, 12% MSI-H),
excluding 1 phase Il patient who is still undergoing treatment. A total of 193 adverse
events (AEs) were reported, of which 29 (15%) were grade 3-4 and involved 19/39
(49%) of patients. Among gade 3-4 AEs, most frequent were urinary tract infections
(6/29), blood disorders (5/29), post-operative anastomotic leaks/infections (4/29) and
gastrointestinal disorders (4/29). Five patients presented immune-related AEs: 1 im-
mune thrombocytopenia (grade 4), 2 endocrine disorders (grade 2) and 2 skin dis-
orders (grade 1). So far, efficacy was assessed in 6 phase Ib patients and in 31 patients
from the phase Il (2 were excluded for protocol deviation). Respectively, 2/6 and 8/31
patients had a pCR. Overall, 10/37 (27%) patients had a pCR (including 2 MSI-H).

Conclusions: An analysis of the nearly complete R-immune cohort confirmed an
acceptable safety profile and met study efficacy objectives. The results warrant
further investigations of ICls combined with radiotherapy in LARC eventually within a
total neoadjuvant treatment and organ preservation based strategies.

Clinical trial identification: NCT03127007.
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