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Thank you to Ricci and colleagues for their letter [1] related
to the “A Phase Ib Study of NUC-1031 in Combination with
Cisplatin for the First-Line Treatment of Patients with
Advanced Biliary Tract Cancer (ABC-08)” [2]. As they have
highlighted, cross-trial comparison of the tumor control rate
in ABC-08 was 76% [2], which is in line with that seen in
ABC-02 (81.4%) [3], and also that of the corresponding BT22
Japanese study of gemcitabine alone or in combination with
cisplatin in patients with ABC (68.3%) [4]. However, random-
ized head-to-head efficacy assessment in the ongoing phase
III trial of NUC-1031 in combination with cisplatin in the first-
line treatment setting for ABC is imperative (NuTide:121) [5].
In ABC-08, one patient had received prior adjuvant cisplatin/
gemcitabine (postsurgery) >6 months prior to enrollment,
and two patients received cisplatin/gemcitabine post NUC-
1031/cisplatin [2]. In the monotherapy phase I study of NUC-
1031 in 68 patients with advanced cancer, 5 of 49 evaluable
patients (10%) achieved a partial response and another
33 (67%) had stable disease, even though 50% of patients had
prior exposure to gemcitabine [6]. Therefore, as suggested,
NUC-1031 potentially offers an additional treatment line in
ABC, pending results of the ongoing phase III NuTide:121 trial
[4], such as is seen with platinum rechallenge in patients with
advanced ovarian cancer [7].

The toxicity groupings reported in ABC-08 [2] were similar
to those reported in the ABC-02 trial of cisplatin plus
gemcitabine versus gemcitabine for ABC [3] and in the mon-
otherapy phase I trial of NUC-1031 in patients with advanced
cancer [6]. Unfortunately, neither ABC-02 [3] nor the mon-
otherapy study [6] reported grade 1 or grade 2 adverse events
for comparison. Nonetheless, interstitial pneumonitis is listed
in the summary of product characteristics for gemcitabine [8],
and NUC-1031 is a phosphoramidate transformation of
gemcitabine; therefore this adverse event could be antici-
pated. In the ongoing phase III NuTide:121 trial [5], study
treatment will be stopped per protocol in any patients with
significant pulmonary complications (e.g., pneumonitis and
acute respiratory distress syndrome).

Use of granulocyte colony-stimulating factor was per-
mitted in ABC-08 [2] after cycle 1, but the protocol man-
dated that it should be stopped in advance of the start of
the next cycle to allow stabilization of neutrophil count
(at least 5 days for short-acting growth factors) and that it
should only be used in accordance with the American Soci-
ety of Clinical Oncology guidelines [9].

In patients with ABC, there are emerging data that cer-
tain genomic subtypes can have favorable responses to

targeted therapy, such as tumors (specifically intrahepatic
cholangiocarcinoma) that harbor fibroblast growth factor
receptor 2 gene rearrangements/fusions [10], or with an
isocitrate dehydrogenase 1 mutation [11]. Phase III random-
ized evidence supporting the use of the NUC-1031 combina-
tion with cisplatin in the first-line setting in patients with
ABC [5] is vital prior to assessment in later-line settings or
in combination with targeted agents in patients harboring
mutations (as described above), and may result in expan-
sion of the available therapeutic choices for patients with
this poor-prognosis disease in the future.
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