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DEAR EDITOR,

Uterine carcinosarcoma (UCS) is a rare but highly lethal disease
due to its highly aggressive clinical behavior.! Additionally, due to
its biphasic histological characteristics composing both epithelial
and sarcomatous components, traditionally UCS has been classi-
fied as a subtype of uterine sarcomas, contributing to the belief
that therapy should follow the guideline in the management of
patients with uterine sarcoma. Furthermore, the clinical trial tar-
geting the uterine cancer often excludes the UCS patient popula-
tion, resulting in the delayed knowledge about the new strategy
or protocol in the management of patients with UCS.! Moreover,
based on the observation of active and effective response of ifos-
famide for the treatment of UCS (35%) compared to other single
agents tests, such as cisplatin (18%), paclitaxel (18%), doxoru-
bicin (10%), and etoposide (6.5 %), many experts often prescribed
the ifosfamide-based regimen as the standard therapy in the man-
agement of patients with UCS.! Finally, according to the findings
that UCS patients treated with an ifosfamide-cisplatin regimen
had a better progression-free survival (PFS) rate with the hazard
ratio (HR) of 0.73 (p = 0.02) and a trend of a better overall sur-
vival (OS) rate with the HR of 0.80 (p = 0.07) than those treated
with five-day ifosfamide single-agent therapy did (Gynecologic
Oncology Group-108 [GOG-108]) as well as that addition of
paclitaxel to ifosfamide induced significant benefits in prolong-
ing both PFS and OS (HR of 0.71, 95% CI of 0.51-0.97; HR
of 0.69, 95% CI of 0.49-0.97) (GOG-161),>* ifosfamide-based
regimen (ifosfamide-paclitaxel) has been considered the preferred
regimen for UCS.! However, ifosfamide-based regimen is associ-
ated not only with high hematologic and neurologic toxicity but
also with higher costs, which requires growth factor support or
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cumbersome multiple day dosing of ifosfamide (a longer hospi-
talization), hinting at the development of new strategy or protocol
is urgently needed if treatment can provide the following benefits,
such as convenience, less bone marrow suppression, a better cost
profile, and less toxicity.* In our previous report,* we attempted to
evaluate the outcome of advanced UCS patients who were treated
either with ifosfamide-based regimen or with nonifosfamide-
based regimen and found that a certain trend of favoring non-
ifosfamide-based regimen (paclitaxel-carboplatin regimen) in the
management of advanced UCS patients.* The results showed a
longer median PFS in the paclitaxel-platinum regimen group than
that in the ifosfamide-platinum regimen group (23.1 months ver-
sus 4.9 months, p = 0.04).* Although the statistical analysis about
measuring OS failed to reach the significance, patients treated
with paclitaxel-platinum regimen still showed a trend of the
longer median OS than ifosfamide-platinum regimen did (28.7
months versus 9.5 months, p = 0.06).* Because only 16 patients
were enrolled in our study, we cannot make a strong conclusion
to recommend that using paclitaxel-platinum regimen for the
treatment of advanced UCS patients may be a better choice.* It is
so lucky for us that our suggestion favoring the regimen contain-
ing paclitaxel and carboplatin in place of the regimen containing
ifosfamide has been confirmed by the randomized phase III trial
of paclitaxel and carboplatin versus paclitaxel and ifosfamide in
UCS patients, which has been published in the Journal of Clinical
Oncology, Volume 40, number 9, March 20, 2022 issue.’ The fol-
lowing has a summary of this report.

The GOG-0261 study enrolled 536 UCS patients (228
patients treated with paclitaxel-carboplatin regimen and the
other 221 patients treated with ifosfamide-paclitaxel regi-
men), and the results showed that UCS patients treated with
paclitaxel-carboplatin had a median PFS of 16 months and OS
of 37 months compared to 12 months and 29 months in the
ifosfamide-paclitaxel regimen, respectively (HR, 0.73,p < 0.01;
HR, 0.87, 90% CI, 0.70-1.075, respectively), concluding that
paclitaxel-carboplatin regimen should be standard treatment
for UCS.’ The study confirmed the new direction of using pacli-
taxel-carboplatin regimen for the treatment of UCS, including a
backbone of this regimen that can add any new targeted agents
and a one-size-fits-all strategy to enroll UCS patients into the
uterine carcinoma patient population accelerates the path to
approval of new agents for this aggressive UCS and fulfills a
high unmet need, and both of which are important, since the
therapy for UCS has not been progressed until now, and the
change in treatment paradigms has lagged when compared with
the far advances made for other endometrial cancer subtypes.!
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