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SUMMARY OF THE POUT TRIAL

This multicentric study,!! conducted in the
United Kingdom, enrolled patients with
locally advanced (pT2-T4 N-any MO) and/or
node-positive (pT-any N + MO) upper tract urothelial
carcinoma (UTUC) within 3 months of radical
nephroureterectomy (RNU), between 2012 and
2017. Eligible and fit participants with the WHO
performance status 0—1 and GFR >30 were randomly
assigned into two groups after RNU, having balanced
for planned platinum agent, nodal status, margin
involvement, and treating center. One group received
four 21 day cycles of adjuvant gemcitabine (1000 mg/
m?on day 1 and 8) with cisplatin (70 mg/m? if estimated
glomerular filtration rate [eGFR] was >50 ml/min) or
carboplatin (if eGFR 30-49 ml/min on day 1) starting
within 90 postoperative days while the other were
kept under surveillance only.

The primary endpoint was disease-free survival (DFS),
whereas the secondary endpoints were overall
survival (OS), metastasis-free survival (MFS),
disease-specific survival (DSS), time to bladder
second primary (TBSP), acute and late (6—24 months)
toxicity (Common Terminology Criteria for Adverse
Events, CTCAE v4), treatment compliance, and quality
of life (QoL). All the patients were followed up as
high-risk patients.

The trial,” despite aiming for 338 patients to
detect 15% absolute improvement in 3-year DFS
to obtain a hazard ratio (HR) of 0.65, was halted
prematurely by the safety monitoring committee due
to a significant improvement in observed DFS in the
adjuvant arm. Therefore, the ITT analysis was done
on 260 patients after 1 nonconsenting patient was
excluded (131 chemotherapy vs. 129 surveillance)
where the majority were node negative following
lymph node dissection (~90%). In comparison between
the surveillance and chemotherapy arms, 23% versus
28% of patients displayed pT2 disease, 68% versus
66% exhibited pT3 disease, with the rest having
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pT4 disease, respectively. The median follow-up was
65 months (interquartile range 60-84).

A clear benefit of adjuvant chemotherapy was seen with
a marked improvement in 5-year DFS observed in the
chemotherapy arm compared to surveillance (5-year
DFS 62% vs. 45%; univariable HR, 0.55 [95% confidence
interval (CI), 0.38-0.80], P = 0.001; multivariable HR,
0.58 [95% CI, 0.40-0.84], P = 0.004). Furthermore, the
restricted mean survival time (RMST) for DFS was 72 and
54 months, respectively, with an 18-month improvement
in the chemotherapy arm (95% CI, 6-30, P = 0.003).

Adjuvant chemotherapy did indicate an improvement in
the OS (5-year OS 66% vs. 57%; univariable HR, 0.68 [95%
CI, 0.46-1.00], P = 0.049; multivariable HR, 0.76 [95%
CIL, 0.51-1.12], P = 0.17) with RMST improvement of
11 months (78 vs. 67 months, 95% CI, 1-21, P = 0.036).
The MFS and DSS also showed benefit of chemotherapy
with 18 months (95% CI, 6-29, P = 0.002) improvement
in RMST for MFS. Furthermore, adjuvant chemotherapy
treated patients had lesser recurrence (47 vs. 71%), thereby
requiring lesser subsequent systemic treatment (49 vs. 63%).
On the contrary, chemotherapy could not bring a difference
in TSPB (HR 0.93, 95% CI, 0.59-1.46, P = 0.75).

Fortunately, no difference in adverse events was found at all
time frames, as was seen in the overall score and individual
domains of QoL.

Thus, the Perioperative chemotherapy versus surveillance
in upper Tract urothelial cancer (POUT) trial revealed
a significant improvement in DFS, MFS, and DSS with a
favorable trend in OS for adjuvant chemotherapy in locally
advanced UTUC.

COMMENTS

The management of UTUC poses significant challenges
due to its rarity, resulting in limited robust evidence-based
guidelines which is why the authors should be applauded.
RNU is now considered the standard treatment for high-risk
UTUC, with the inclusion of platinum-based chemotherapy

© 2024 Indian Journal of Urology | Published by Wolters Kluwer - Medknow 281



Mandal: POUT: Adjuvant chemotherapy in UTUC

either before (neoadjuvant) or after (adjuvant) surgery
based on inferior levels of evidence.®! The groundbreaking
POUT trial represents a pivotal effort in the field of UTUC
management bringing the first exciting level I evidence on
the benefit of adjuvant chemotherapy administration after
RNU in patients with locally invasive or node-positive
UTUC.

Several questions remain unanswered,* including the
optimal chemotherapy regimen, benefits across subgroups,
and adjuvant versus delayed chemotherapy at relapse.
Despite randomization, the pT stage distribution was
uneven, and template nodal dissection was not consistently
followed, potentially affecting the study’s generalizability.

Encouragingly, the GFR requirement for cisplatin was
lowered to 50 ml/min due to the disease’s rarity and the
treating physicians’ expertise. We learnt not to be a racehorse
with the blindfolds (of Galsky).” The adjuvant Gem-Carbo
combination showed some benefit, even for patients with
lower GFR.

We now have Level 1 evidence for adjuvant chemotherapy
in UTUC management, but high-quality studies are needed
to assess its neoadjuvant potential. While DFS was the
primary endpoint, OS remains the ultimate measure of
efficacy. In addition, immunotherapy, such as nivolumab,
shows promise, emphasizing the need for tailored treatment
approaches and further research.
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