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ABSTRACT

In their article, Fuca et al highlight that early tumor
shrinkage and depth of response predict the prognosis

of patients with metastatic colorectal cancer (nCRC)
microsatellite instability (MSI-H)/deficient mismatch repair
(dMMR) treated by immune checkpoint inhibitors (ICl). We
are surprised that no cases of pseudoprogression (PSPD)
were reported in their study. PSPDs were described under
ICl in patients treated for MSI/dMMR mCRC. In a cohort

of 123 patients treated with anti-PD1+antiCTL-4 for
MSI/dMMR mCRC, we reported 12 patients with PSPD,
representing 10% of the cohort. Of 12 patients with PSPD,
8 secondary achieved an objective response and were
alive and free of progression at the data lock. Conversely,
in Fuca’s article, no PSDP was observed and the patients
with primary radiological progression (21.7%) had a poor
overall survival. These differences between the two series
could be probably explained by the following points.

First, Fuca et al use RECIST 1.1 criteria for radiological
evaluation. Second, the first imaging was done after 8-9
weeks of treatment in Fuca’s article, which may be late to
detect PSPD. In conclusion, if the first evaluation is made
during the first 3 months of treatment, using iRECIST
criteria seems mandatory to avoid stopping treatment
prematurely, especially in patients receiving anti-PD1
alone.

Dear Editor,

We read the article written by Fuca et al
with great interest. In their article, Fuca et al
highlight that early tumor shrinkage (ETS)
and depth of response predict prognosis of
patients with metastatic colorectal cancer
(mCRC) microsatellite instability (MSI-H) /
deficient mismatch repair (AMMR) treated
by immune checkpoint inhibitors (ICI). In
this population, ETS and depth of response
could help to better select patients for inten-
sification/de-intensification and in our
opinion, to better define the duration of
treatment.

We would like to question the authors on
the issue of pseudoprogression (PSPD). The
existence and frequency of such a phenom-
enon is crucial in terms of clinical practice,
as it would support the continuation of ICI
beyond progression and the systematic use
of iRECIST criteria to detect it, especially
during the three first months of therapy. The
major change from RECIST 1.1 to iRECIST
is the concept of “unconfirmed progressive
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disease’ (iUPD). Confirming PD after
iUPD requires new imaging with further
progression.2

We are surprised that no cases were
reported in their study.' PSPDs were described
under ICI in patients treated for MSI/dMMR
mCRC, more frequently with anti-PD1
alone compare to anti-PD1+antiCTL-4.”* In
a cohort of 123 patients treated with anti-
PD1+antiCTL-4 for MSI/dMMR mCRC, we
reported 12 patients with PSPD, representing
10% of the cohort. Imaging was retrospec-
tively and centrally reviewed by two radiolo-
gists according to RECIST 1.1 and iRECIST.
PSPD was defined as an unconfirmed progres-
sive disease according to iRECIST. All PSPDs
were observed among patients with primary
radiological PD (PD according to RECIST 1.1
criteria occurring within the first 3 months
of treatment). Of 12 patients with PSPD, 8
secondary achieved an objective response and
were alive and free of progression at the data
lock.? Conversely, in Fuca’s article, no PSDP
was observed and the patients with primary
radiological progression (21.7%) had a poor
overall survival.

These differences between the two series
could be probably explained by the following
points. First, Fuca et aluse RECIST 1.1 criteria
for radiological evaluation which do not
allow the detection of PSPDs. In our cohort,
the majority of patients with radiological PD
per RECIST 1.1 continued ICIs beyond PD
and had a confirmation imaging according
to iRECIST criteria.? Second, in our cohort,
median time to first evaluation was 6 weeks
whereas the first imaging was done after 8-9
weeks of treatment in Fuca’s article, which
may be late to detect PSPD."

In conclusion, if the first evaluation is made
during the first 3 months of treatment, using
iRECIST criteria seems mandatory to avoid
stopping treatment prematurely, especially in
patients receiving anti-PD1 alone.

Contributors RC, TA, and YM were involved in writing reviewing
and approving the manuscript.

Funding The authors have not declared a specific grant for this
research from any funding agency in the public, commercial or
not-for-profit sectors.

BM)

Colle R, et al. J Immunother Cancer 2021;9:6002997. doi:10.1136/jitc-2021-002997 1

"1ybuAdos Ag paraaroid (DINAN)
9 slied - 8UND BUBA 19 d13ld SNSIBAIUN e TZOZ ‘82 dUN( UO /W0 [y oNlj/:dny woiy papeojumoq "TZ0Z dUNnC €2 U0 /66200-T202Z-M/9ETT 0T Se paysiiand isiy 1aoued Jayjounwiwi ¢


http://bmjopen.bmj.com/
http://orcid.org/0000-0002-5103-7095
http://crossmark.crossref.org/dialog/?doi=10.1136/jitc-2021-002997&domain=pdf&date_stamp=2021-06-23
http://​dx.​doi.​org/​10.​1136/jitc-2021-003138
http://​dx.​doi.​org/​10.​1136/jitc-2021-003138
http://jitc.bmj.com/

Competing interests TA reports consulting/advisory role and or received honoraria
from Amgen, Bristol-Myers Squibb, Chugai, Clovis, Gristone Oncology, HalioDx, MSD
Oncology, Pierre Fabre, Roche/Ventana, Sanofi, Servier, and GSK and has received
travel, accommodations, and expenses from Roche/Genentech, MSD Oncology, and
Bristol-Myers Squibb.

Patient consent for publication Not required.
Provenance and peer review Commissioned; internally peer reviewed.

Open access This is an open access article distributed in accordance with the
Creative Commons Attribution Non Commercial (CC BY-NC 4.0) license, which
permits others to distribute, remix, adapt, build upon this work non-commercially,
and license their derivative works on different terms, provided the original work is
properly cited, appropriate credit is given, any changes made indicated, and the use
is non-commercial. See http://creativecommons.org/licenses/by-nc/4.0/.

ORCID iD
Thierry Andre http://orcid.org/0000-0002-5103-7095

REFERENCES

1 Fuca G, Corti F, Ambrosini M, et al. Prognostic impact of early tumor
shrinkage and depth of response in patients with microsatellite
instability-high metastatic colorectal cancer receiving immune
checkpoint inhibitors. J Immunother Cancer 2021;9:e002501.

2 Seymour L, Bogaerts J, Perrone A, et al. iRECIST: guidelines for
response criteria for use in trials testing immunotherapeutics. Lancet
Oncol 2017;18:e143-52.

3 Colle R, Radzik A, Cohen R, et al. Pseudoprogression in patients
treated with immune checkpoint inhibitors for microsatellite instability-
high/mismatch repair-deficient metastatic colorectal cancer. Eur J
Cancer 2021;144:9-16.

4 Cohen R, Bennouna J, Meurisse A, et al. RECIST and iRECIST
criteria for the evaluation of nivolumab plus ipilimumab in patients
with microsatellite instability-high/mismatch repair-deficient
metastatic colorectal cancer: the GERCOR NIPICOL phase Il study. J
Immunother Cancer 2020;8:e6001499.

Colle R, et al. J Immunother Cancer 2021;9:2002997. doi:10.1136/jitc-2021-002997

"1ybuAdos Ag paraaroid (DINAN)
9 slied - 8UND BUBA 19 d13ld SNSIBAIUN e TZOZ ‘82 dUN( UO /W0 [y oNlj/:dny woiy papeojumoq "TZ0Z dUNnC €2 U0 /66200-T202Z-M/9ETT 0T Se paysiiand isiy 1aoued Jayjounwiwi ¢


http://creativecommons.org/licenses/by-nc/4.0/
http://orcid.org/0000-0002-5103-7095
http://dx.doi.org/10.1136/jitc-2021-002501
http://dx.doi.org/10.1016/S1470-2045(17)30074-8
http://dx.doi.org/10.1016/S1470-2045(17)30074-8
http://dx.doi.org/10.1016/j.ejca.2020.11.009
http://dx.doi.org/10.1016/j.ejca.2020.11.009
http://dx.doi.org/10.1136/jitc-2020-001499
http://dx.doi.org/10.1136/jitc-2020-001499
http://jitc.bmj.com/

	Letter to the Editor from Colle ﻿et al﻿
	Abstract
	References


