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Abstract 
Background:  In the TOPAZ-1, patients with biliary tract cancers (BTC) and recurrence within 6 months after surgery were excluded, even if 
this event is frequently observed in clinical practice. Our study aimed to assess if the efficacy of cisplatin-gemcitabine-durvalumab (CGD) in this 
population is comparable to that reported in the phase 3 trial.
Methods:  The study cohort included patients with BTC who underwent surgery on the primary tumor, experienced disease recurrence occur-
ring ≤6 months or >6 months after surgery or after the end of adjuvant therapy and started CGD. The primary objectives were overall survival 
(OS) and progression free survival (PFS).
Results: A total of 178 patients were enrolled. No significant differences were observed between early and late relapse groups in OS (23.4 
months vs not reached; HR 1.26; 95% CI, 0.67-2.37; P = .45) and PFS [7.0 months vs 9.8 months; HR 1.3(95% CI, 0.9-2.1) P = .13]. Overall 
response rate and disease control rate (P = .33 and P = .62) were comparable between the 2 groups, as the overall safety profile. In addition, we 
compared survival outcomes between the selected population and a historical cohort of patients with BTC treated with cisplatin-gemcitabine 
(CG) and found that despite the absence of statistical significance, CGD showed an outcome trend compared with CG regardless of the time 
of recurrence after surgery or adjuvant chemotherapy [(CG ≤ 6 vs CGD ≤ 6 months: HR 0.59, 95%CI, 0.35-1.01, P = .05; HR 0.70; 95%CI, 0.46-
1.06, P = .09, OS and PFS, respectively) and (CG > 6 vs. CGD > 6 months: HR 0.50; 95%CI, 0.29-0.88, P = 0.0165; HR 0.54; 95%CI, 0.35-0.84, 
P = .0068, OS and PFS, respectively)].
Conclusion:  Our analysis suggests that CGD retains its efficacy independently of the timing of relapse after surgery or completion of adjuvant 
treatment in patients with advanced BTC.
Key words: cholangiocarcinoma; durvalumab; immunotherapy; real-world evidence; biliary tract cancer; advanced disease; surgery.

Implications for practice
Our analysis reports for the first time the actual results of first-line CGD in patients with biliary tract cancers with disease recurrence within 
6 months after surgery or completion of adjuvant therapy, showing that this group of patients, similar to the group with recurrence and 
initiation of systemic therapy after 6 months, can benefit from chemoimmunotherapy in terms of survival outcomes, without a significant 
difference in toxicity.
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Introduction
Gallbladder cancer (GBC), intrahepatic and extrahepatic 
(distal, peri-hilar) cholangiocarcinoma (CCA) are collec-
tively known as biliary tract cancers (BTCs).1 BTCs have 
been considered rare cancers: nevertheless, the incidence is 
increasing, mainly if referring to intrahepatic cholangiocar-
cinoma (iCCA).2 BTCs are known to have a poor prognosis, 
with an estimated 5-year overall survival (OS) rate of <20% 
when all stages are analyzed together.2 This is attributable to 
the high rate of diagnosis at advanced stages when the dis-
ease is mainly managed by palliative therapeutic approaches. 
In addition, for those patients diagnosed at early stages, the 
relapse rate remains at approximately 70%.2

The only treatment with curative intent is surgery, which is 
the current gold standard for patients with resectable disease.3 
However, relapse rates remain high, particularly for patients 
with node-positive disease or microscopically involved mar-
gins (R1).4 To identify patients undergoing radical-intent sur-
gery with a higher risk of very early recurrence (VER, defined 
as recurrence within 6 months after surgery), an online VER 
calculator was formulated, to help physicians select patients 
at higher risk of VER after surgery.5 Following curative resec-
tion, current evidence supports the role of adjuvant chemo-
therapy with fluoropyrimidines for 6 months based on the 
phase III BILCAP and JCOG1202, ASCOT trials.6-8

In the setting of advanced disease, cisplatin- 
gemcitabine-durvalumab (CGD) or cisplatine-gemcitabine- 
pembrolizumab are the 2 current options for the  
first-line standard of care based on the survival benefit shown 
in the phase III randomized placebo-controlled TOPAZ-1 and 
KEYNOTE-966 studies.

The phase III TOPAZ-1 trial, a randomized double-blind 
placebo-controlled study, evaluated the addition of the 
anti-programmed cell death ligand 1 (PD-L1) antibody 
durvalumab to chemotherapy with cisplatin and gemcit-
abine in the first line setting and demonstrated a survival 
advantage for the combination of durvalumab and chemo-
therapy over chemotherapy alone.9,10 Similarly, the phase III 
KEYNOTE-966 study showed a significant improvement in 
overall survival (OS) for patients receiving pembrolizumab 
in combination with cisplatin and gemcitabine compared to 
those receiving cisplatin and gemcitabine alone.11,12

Recently, several new therapeutic possibilities have emerged 
thanks to novel molecular insights highlighting a number of 
potential targets, some of which have already been investi-
gated in phase III trials.13-18

In the TOPAZ-1 study, patients with previously untreated, 
unresectable, or metastatic disease at diagnosis, as well as 
those who developed disease recurrence more than 6 months 
after surgery or more than 6 months after completing adjuvant 
therapy were enrolled. Patients who developed recurrence less 
than 6 months after surgery or or less than 6 months after 
completion of adjuvant therapy were excluded.

However, in clinical practice, patients frequently relapse 
during the first 6 months after surgery or during the first 6 
months after the completion of adjuvant therapy. Therefore, it 
is important to understand if this group of patients can obtain 
the same benefit from CGD. Currently, the TOURMALINE 
phase IIIb trial is enrolling participants to evaluate the effi-
cacy and safety of combining durvalumab with different first-
line chemotherapy regimens and also allows the inclusion of 
patients with early relapsed BTC.19 The present study aims to 

assess in a large real-world, international setting, if there are 
significant differences in terms of efficacy and safety between 
patients who underwent surgery on the primary tumor, expe-
rienced disease recurrence occurring ≤6 months or >6 months 
after surgery or completion of adjuvant therapy and started 
first-line therapy with CGD.

Material and methods
Study population
The study population included radically resected BTC (includ-
ing iCCA, eCCA, and GBC) with recurrence in form of unre-
sectable, locally advanced, or metastatic BTC, and treated 
with CGD in the first-line setting. Data were collected ret-
rospectively, but the participants were enrolled consecutively 
from 41 sites across 12 countries (Italy, Germany, Austria, 
Spain, Portugal, Belgium, United Kingdom, United States, 
Republic of Korea, China, Hong Kong Special Administrative 
Region of China, and Japan). Patients were treated with CGD 
administered intravenously on a 21-day cycle for up to 8 
cycles. Durvalumab (1500 mg) was administered on day 1 of 
each cycle, in combination with gemcitabine (1000 mg/m2) 
and cisplatin (25 mg/m2), which were administered on days 
1 and 8 of each cycle. After completion of gemcitabine and 
cisplatin, durvalumab monotherapy (1500 mg) was adminis-
tered every 4 weeks until disease progression or unacceptable 
toxicity.

The population tested was stratified into 2 groups: the early 
relapse group (recurrence less than 6 months after surgery or 
less than 6 months after completion of adjuvant therapy) and 
late relapse group (disease relapse >6 months after surgery 
or >6 months after the completion of adjuvant therapy) both 
starting CGD in that period. Patients who did not undergo 
surgery on the primary tumor due to locally advanced or met-
astatic disease at diagnosis were excluded from the analysis.

Besides, to confirm the efficacy of adding durvalumab to 
chemotherapy in patients with BTC, we compared the popula-
tion selected and treated with CGD with a historical cohort of 
patients treated with CG. Data were collected retrospectively, 
but the participants were enrolled consecutively from seven-
teen centers in Italy from March 2006 to December 2022. 
Patients who received treatment before the publication of the 
TOPAZ-1 results received the previous standard combination 
of cisplatin 25 mg/m2 plus gemcitabine 1000 mg/m2 on days 
1 and 8 of each 21-day cycle for up to 8 cycles, according to 
the ABC-02 trial. This cohort comprised 111 individuals with 
advanced BTC whose 59 patients had an early relapse and 52 
patients had a late relapse.

The present study was approved by the local Ethics 
Committee at each center, complied with the provisions of 
the Good Clinical Practice guidelines and the Declaration 
of Helsinki and local laws, and fulfilled the Regulation (EU) 
2016/679 of the European Parliament and of the Council 
of 27 April 2016 on the protection of natural persons with 
regard to the processing of personal data.

Statistical analysis
The analysis aimed to determine whether there were differ-
ences in survival outcomes (OS and PFS) between the groups 
with early and late recurrence. OS was defined as the time 
from the beginning of first-line therapy to death from any 
cause. PFS was defined as the time from the beginning of the 
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first line therapy to disease progression or death. OS was 
estimated by the Kaplan-Meier method and curves were 
compared by the log-rank test. Unadjusted and adjusted haz-
ard ratios (HRs) by baseline characteristics were calculated 
using the Cox proportional hazards model. A P value < .05 
was considered statistically significant. The median time to 
relapse was calculated as that time from surgery to recurrence 
of the disease. Patients were followed every 2-3 months with 
a multiphasic scanning technique, based on the clinical prac-
tice of the center. Treatment response data was extracted from 
the local radiological evaluation and categorized as complete 
response (CR), partial response (PR), stable disease (SD), or 
progressive disease (PD) according to Response Evaluation 
Criteria in Solid Tumors (RECIST) 1.1. ORR was defined as 
the proportion of patients who achieved CR or PR. Disease 
control rate (DCR) was defined as the proportion of patients 
who achieved CR, PR, or SD.

Adverse events (AEs) were graded according to the National 
Cancer Institute Common Terminology Criteria for Adverse 
Events, version 5.0.

MedCalc package (MedCalc® version 16.8.4) was used for 
statistical analysis.

Results
Patients
The initial population consisted of 666 patients included in 
our previous studies. Of them, 178 patients underwent sur-
gery and were included in our analysis; 488 patients were 
excluded from the analysis, they were all metastatic from 
diagnosis and had not undergone surgery on the primary 
tumor while the included patients were 91 patients (51%) 
had a late relapse and 87 patients (48%) had an early relapse; 
46 patients (52.8%) who experienced early relapse received 
adjuvant therapy, with 41 (89.1%) patients were treated 
with Capecitabine according to the BILCAP trial; 63 patients 
(69.2%) who experienced late relapse received adjuvant ther-
apy, with 55(87.3%) patients were treated with Capecitabine. 
The 69 (38.7%) remaining patients in the early and late 
relapse groups did not receive adjuvant therapy, mainly due 
to recurrence within one month after surgery and having an 
early stage. Patient characteristics are listed in Table 1

There were almost no significant differences in the base-
line characteristics between both subgroups. The late relapse 
group had a higher number of biliary stent placements (81.5% 
vs 17.2%; P = <.000001), while the early relapse group had 
a higher number of cases with a stage III-IV (T4N0M0) at 
previous surgery (51% vs 26%; P = .000006).

Efficacy and safety of CGD
At the data cutoff (July 31, 2023), the median duration of 
follow-up was 9.6 months (95% CI:7.6-10.8), 86 patients 
(48.3%) discontinued treatment due to disease progression, 
and 39 patients (22.0%) died. In the entire population, the 
median OS was 23.4 months (95%CI 14.6-23.4) and the 
median PFS was 8.9 months (95%CI 7.9-9.9).

The median time to relapse was 2.8 months (range, 0.05-
5.95 months) for the early relapse group and 15.5 months 
(range, 6.03-99.89 months) for the late relapse group.

At univariate analysis, no significant differences were found 
between early vs late relapse groups in terms of OS [(23.4 
months vs not reached; HR 1.26; 95% CI, 0.67-2.37; P = .45)] 
(Figure 1A) and PFS [(7.0 months (95% CI, 6.0-9.6) vs 9.8 

months (95% CI, 7.9-10.8); HR 1.38 (95% CI, 0.90-2.13) 
P = .13] (Figure 1B), respectively. Among the studied vari-
ables, ECOG PS > 0 (HR 2.8; 95% CI, 1.38-5.66; P = .004), 
CA 19-9 > baseline normal levels (HR 2.19; 95% CI, 1.11-
4.31; P = .02), CEA > baseline normal levels (HR 2.07; 95% 
CI, 1.03-4.19; P = .04), NLR > 3 (HR 2.02; 95% CI, 1.05-
3.89; P = .03), and albumin < baseline normal levels (HR 
3.73; 95% CI 1.32-10.56; P = 0.012) were associated with 
poorer OS at univariate analysis (Table 2). ECOG PS > 0 (HR 
2.04; 95% CI, 1.25-3.31; P = .003) and CA 19-9 >baseline 
normal levels (HR 1.99; 95%CI, 1.27-3.12; P = .002) were 
prognostic for shorter PFS at univariate analysis (Table 2).

Multivariate analysis confirmed the absence of significant 
differences between early and late relapse groups in terms of 
OS (HR 0.53; 95% CI, 0.19-1.48; P = .23) and PFS (HR 1.11; 
95% CI, 0.53-2.32; P = .76) (Table 2). Furthermore, multi-
variate analysis for OS confirmed that patients with ECOG 
PS > 0 had significantly shorter OS (HR 2.57; 95% CI, 1.00-
6.67; P = .04). The multivariate analysis of PFS confirmed the 
association of ECOG PS > 0 (HR 2.1; 95% CI, 1.05-4.30, 
P = .034) and CA 19-9 > baseline normal levels (HR 3.06; 
95%CI, 1.39-6.71, P = .005) with shorter PFS (Table 2).

No differences were reported in terms of ORR, DCR 
(P = .33 and P = .62, respectively) nor safety between the 2 
groups (Tables S1 and 2). Immunotherapy-related adverse 
events such as thyroid function changes, skin rash, renal func-
tion changes, and cholangitis were all found to be in equal 
frequency between the two groups as were the most common 
chemotherapy-related side effects.

Efficacy of CGD compared to CG
To evaluate the efficacy of adding durvalumab to chemother-
apy, we compared the CGD cohort with a historical cohort of 
patients treated with CG. This cohort comprised 111 individ-
uals with advanced BTC: 59 patients had an early relapse and 
52 patients had late relapse. Figure 2 presents the forest plots 
of OS and PFS between CG and CGD in the early relapse sub-
set (HR 0.59; 95%CI, 0.35-1.01, P = .05; HR 0.70; 95%CI, 
0.46-1.06, P = .09, respectively) and in the late relapse subset 
(HR 0.50; 95%CI, 0.29-0.88, P = .0165; HR 0.54; 95%CI, 
0.35-0.84, P = .007, respectively).

No differences in terms of ORR and DCR were reported 
between patients treated with CG and CGD in the early 
relapse subset [ORR 30.5% vs 29.8%; DCR 62.7% vs 
68.9% (P = 1.0 and P = 0.47, respectively)] neither in the late 
relapse subset [ORR 38.4%vs 30.7%; DCR 63.4% vs 72.5% 
(P = .36 and P = .26, respectively)] (Table S3a-3b).

Discussion
In the present analysis, we first reported that the survival ben-
efit and overall safety of CGD are not affected by the timing 
of relapse after surgery or completion of adjuvant treatment. 
Therefore, our analysis suggests that even patients with early 
relapse (ie, within 6 months) who were excluded from the 
TOPAZ-1 study might be safely treated and could benefit 
from the addition of durvalumab to CG.

As shown in our analysis, patients with early relapse had 
a higher proportion of advanced-stage surgery (stage III). 
In contrast, the group of patients with late relapse had a 
higher proportion of biliary stent placements: this is proba-
bly because the majority of patients in this group had a diag-
nosis of eCCA, which is frequently associated with biliary 
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Table 1. Patient characteristics. 

Characteristic Relapse and started systemic 
therapy ≤ 6 months
N (%)
N = 87

Relapse and started systemic 
therapy > 6 months
N (%)
N = 91

P

Gender

Male 56(64.3) 48(52.7) .13

Female 31 (35.6) 43(49.4)

Age 68 (range 34-85) 69 (range 47-91)

>/=70 43 (49.4) 44(48.35) 1.00

<70 44 (50.5) 46(50.5)

Not reported 2(2.2) 1(1.09)

Primary tumor site

Intrahepatic 34(39) 28(30.7) .009

Extrahepatic 25(60.9) 46(69.2)

Gallbladder 28(32.1) 17(18.68)

Stage AJCC

I-II 19(21.8) 48(52.7) .000006

III-IV 51(58.6) 26(28.5)

Not reported 17(19.5) 17(18.6)

Drainage or stent <.000001

Yes 15(17.2) 76(81.5)

No 72 (82.7) 15(16.4)

ECOG PS

0 53 (60.9) 61 (67) .4

>0 34 (39) 30 (32.9)

CA 19-9 median (range) UI/mL 111(1-1700) 105 (1-20 976)

Within normal levels 37 (42.5) 31(34) .3

>Normal levels 45 (51.7) 53(60.4)

Not reported 5 (5.74) 7(7.6)

CEA median (range) ng/mL 3.1 (0.5-681) 3.14 (0.3-3594)

Within normal levels 44 (50.5) 54(59.3) .13

>Normal levels 34 (39) 25(27.4)

Not reported 9(10.3) 12(13.1)

NLR

<3 51(58.6) 44(48.3) .2

≥3 28(32.1) 37 (40.6)

Not reported 8(9.1) 10(10.9)

Albumine g/dL

Within normal levels 42(48.2) 52(57.1) .4

<Normal levels 11(12.6) 9(9.8)

Not reported 34(39) 30(32.9)

Adjuvant therapy

Yes 46(52.8) 63 (69.2) .03

No 41(47.1) 28 (30.7)

Scheme of adjuvant therapy

Capecitabine according to BILCAP trial 41(89.1) 55 (87.3) 1.0

Others 5(19.8) 8(12.6)

Kind of relapse

Local 17 (19.5) 20 (21.9) .7

Metastatic 70 (80.4) 71 (78.0)

Abbreviations: ECOG PS, Eastern Cooperative Oncology Group performance status; NLR, neutrophil to lymphocyte ratio; Stage AJCC, the American Joint 
Committee on Cancer.
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Figure 1. a: Kaplan-Meier curves of OS in patients with disease relapse ≤6 months after surgery/completion of adjuvant therapy and those with disease 
relapse >6 months after surgery/completion of adjuvant therapy. b: Kaplan-Meier curves of PFS in patients with disease relapse ≤6 months after 
surgery/completion of adjuvant therapy and those with disease relapse >6months after surgery/completion of adjuvant therapy.
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obstruction and jaundice.20 These observations reassure us 
about the overall efficacy and safety profile of CGD even in 
a worse prognosis subgroup. Indeed, the adverse events were 
comparable in the 2 subgroups.

Of note, including patients with early relapse, who were 
considered to have a worse prognosis, we observed a lon-
ger median OS (23.3 months) compared to that reported in 

TOPAZ-1 study (12.8 months). We could speculate, on one 
hand, that early relapse after initial treatment could be asso-
ciated with higher cellular turnover and consequently greater 
inflammatory infiltrate: this could establish a tumor microen-
vironment that is highly reactive to chemo-immunotherapy 
compared to those observed in patients with more indolent 
disease.21 On the other hand, the long OS of our cohort 

Table 2. Univariate and multivariate analysis of OS and PFS.

OS PFS

Univariate Multivariate Univariate Multivariate

Parameters HR 95% CI P HR 95% CI P HR 95% CI P HR 95% CI P

Age

>70 1 1

≤70 1.19 0.62-2.28 .58 1.06 0.69-1.63 .77

Gender

 Male 1 1

 Female 1.06 0.56-2.03 .83 1.16 0.74-1.80 .50

Primary tumor Site

 iCCA 1 1 1 1

Gallbladder 0.91 0.80-4.55 .03 2.16 0.72-6.4 .16 1.27 0.70-2.28 .46 0.90 0.39-2.07 .80

eCCA 0.72 0.35-1.4 .03 0.45 0.11-1.8 .27 0.91 0.56-1.48 .46 0.59 0.25-1.36 .21

Biliary drainage

Yes 1 1

No 1.12 0.52-2.40 .76 1.38 0.81-2.35 .22

ECOG PS

 >0 2.80 2.57 2.04 2.1

=0 1 1.38-5.66 .004 1 1.00-6.67 .04 1 1.25-3.31 .003 1 1.05-4.30 .034

CA 19-9

>Normal levels 2.19 1.11-4.31 .02 0.52 0.17-1.53 .23 1.99 1.27-3.12 .002 3.06 1.39-6.71 .005

Normal levels 1 1 1 1

CEA

>Normal levels 2.07 1.03-4.19 .04 1.28 0.50-3.31 .59 1.36 0.84-2.19 .20 0.97 0.50-1.88 .94

Norma levels 1 1 1 1

Relapse and start CGD

<6 months 1.26 0.67-2.37 .45 0.53 0.19-1.48 .23 1.38
1

0.90-2.13 .13 1.11 0.53-2.32 .76

>6 months 1 1 1

NLR

>3 2.02 1.05-3.89 .03 1.50 0.59-3.82 .39 1.08 0.69 to 1.70 .71 1.07 0.55-2.09 .83

≤3 1 1 1 1

Albumine

>Normal levels 3.73 1.32-10.56 .012 2.91 0.93-9.05 .06 1.86 0.88-3.93 .09 2.29 0.96-5.45 .05

Normal levels 1 1 1 1

Stage AJCC

I-II 1 1

III-IV 2.07 0.99-4.31 .05 1.10 0.68-1.79 .68

Adjuvant therapy in early relapse group

Yes 0.63 0.25-1.55 .31 0.89 0.49-1.62 .77

No 1 1

Adjuvant therapy in late group

Yes 0.44 0.16-1.19 .10 1.07 0.63-1.83 .77

No 1

Abbreviations: CGD, Cisplatin-Gemcitabine-Durvalumab; OS, overall survival; PFS, progression free survival.
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could be influenced by primary surgery. Previous studies have 
suggested that resection of the primary tumor may have an 
impact on future outcomes. A retrospective analysis revealed 
that patients who underwent primary resection had a longer 
median survival compared to patients with unresectable dis-
ease at diagnosis and candidate for palliative treatment (27.6 
months vs 12.9 months, P < .001).22 Also, in a cohort of 864 
patients with BTC treated with palliative chemotherapy, the 
lack of previous surgery was considered an independent neg-
ative prognostic factor.23 The observation that patients expe-
riencing early relapse could nonetheless benefit from CGD 
is, in our opinion, clinically relevant. Indeed, it should be 
considered that the percentage of patients with BTC eligible 
for surgery is approximately 25%, and the recurrence rate 
remains high after surgery.24 There is no consensus on the 
exact timing of early recurrence among patients with BTC. 
Many patients experience early recurrence in the first months 
following resection. In a study of 880 patients, approximately 
22.3% experienced recurrence within 6 months of resection.5 
Therefore, a high percentage of patients are at risk of being 
excluded from CGD if TOPAZ-1 selection criteria are strictly 
applied. Moreover, our analysis suggests that patients with 
early relapse could be considered for future studies of first-line 
treatment. Currently, the TOURMALINE phase IIIb study is 
underway to evaluate the safety and efficacy of durvalumab in 
combination with different gemcitabine-based chemotherapy 
regimens as first-line therapy for patients with BTC. Unlike 
TOPAZ-1, patients with early relapse were not excluded. The 

results of this study will be important to further clarify the 
potential benefit of systemic therapy for patients who experi-
ence an early relapse in a prospective setting.19

To further confirm the benefit of using the durvalumab 
in patients experiencing early relapse, we also performed a 
comparison analysis between patients receiving CGD and a 
historical cohort of patients treated with CG. This analysis 
confirmed an OS and PFS benefit in favor of the durvalumab- 
containing regimen in the late relapse group (further confirm-
ing the results of TOPAZ-1 in a real-world setting), with a 
convincing trend also in the early relapse subset. The lack of 
statistical significance in this latter group may be due to the 
limited sample size. Taken together, our results suggest that 
the timing of relapse after surgery or adjuvant therapy seems 
not to impact the efficacy of durvalumab when added to CG.

In our study, we also confirmed that some patient or disease 
characteristics are associated with worse outcomes. ECOG 
PS > 0 has a negative prognostic impact on PFS and OS, in 
line with previous studies with CG and CGD,25 and baseline 
elevated CA 19-9 levels are associated with shorter PFS. Of 
note, in a prospective analysis on a cohort of 267 patients, 
patients with tumor marker response more frequently had a 
radiological response and better outcomes,26 making CA 19-9 
response potentially useful in clinical practice.

Our research has several limitations. It is a retrospec-
tive investigation with possible confounding factors in the 
included cohorts. Moreover, due to the multicentric nature of 
the study, PFS, ORR, and DCR data have to be contextualized 

Figure 2. Forest plot of OS and PFS in patients with disease relapse and treatment initiation [cisplatin-gemcitabine (CG) and cisplatin-gemcitabine-
durvalumab (CGD)] ≤6 months after surgery/completion of adjuvant therapy, and OS and PFS in patients with disease relapse and treatment initiation 
[cisplatin-gemcitabine and cisplatin-gemcitabine-durvalumab) >6 months after surgery/completion of adjuvant therapy.
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and a slight difference in tumor assessment modalities and 
time points among different institutions has to be considered. 
A longer observation period and further prospective studies 
are needed to confirm our results.

In conclusion, to the best of our knowledge, we reported 
the results of the first real-world study of first-line CGD in 
patients with BTC with early relapse. Our analysis suggests 
that this group of patients, similar to the group with a later 
recurrence, can benefit from chemoimmunotherapy in terms 
of OS, PFS, and ORR and without a significant difference in 
toxicity. Therefore, based on our findings, patients who expe-
rience early relapse may be considered for inclusion in future 
clinical trials investigating novel first-line systemic approaches 
in BTC and for adding Durvalumab to cisplatine-gemcitabine 
in routine clinical practice.

Acknowledgments
This publication is based upon work from the European 
Network for the Study of Cholangiocarcinoma and the 
COST Action Precision-BTC-Network CA22125, supported 
by COST (European Cooperation in Science and Technology; 
www.cost.eu).

Author contributions
Conception and design: Federica Lo Prinzi, Andrea Casadei-
Gardini, Margherita Rimini, Lorenza Rimassa, Lorenzo 
Fornaro. Acquisition of data (acquired and managed patients): 
All authors. Analysis and interpretation of data: Federica Lo 
Prinzi, Andrea. Casadei-Gardini, Margherita Rimini, Lorenza 
Rimassa, Lorenzo Fornaro. Writing, review, and/or revision of 
the manuscript: Federica Lo Prinzi, Andrea Casadei-Gardini, 
Margherita Rimini, Lorenza Rimassa, Lorenzo Fornaro, 
Francesca Salani. Final approval of manuscript: All authors.

Conflicts of interest
LR reports grant/research funding (to institution) from Agios, 
AstraZeneca, BeiGene, Eisai, Exelixis, Fibrogen, Incyte, 
IPSEN, Lilly, MSD, Nerviano Medical Sciences, Roche, Servier, 
Taiho Oncology, TransThera Sciences, and Zymeworks; 
consulting fees from AbbVie, AstraZeneca, Basilea, Bayer, 
Bristol Myers Squibb, Elevar Therapeutics, Exelixis, Genenta, 
Hengrui, Incyte, IPSEN, IQVIA, Jazz Pharmaceuticals, MSD, 
Nerviano Medical Sciences, Roche, Servier, Taiho Oncology, 
and Zymeworks; lecture fees from AstraZeneca, Bayer, Bristol 
Myers Squibb, Guerbet, Incyte, IPSEN, Roche, and Servier; 
and travel expenses from AstraZeneca. SL Chan serves as an 
advisory member for AstraZeneca, MSD, Eisai, and Autem, 
received research funds from Celleron, Genorbio, Ipsen, MSD, 
Novartis, and SIRTEX, and honoraria from Astra-Zeneca, 
Bayer, BMS, Eisai, Hutchmed, Ipsen, MSD, and Roche. HJ 
Chon received honoraria from Eisai, Roche, ONO, MSD, 
Bristol Myers Squibb, BeiGene, Sanofi, Servier, AstraZeneca, 
Menarini, and Boryung, and received research grants from 
Roche, BeiGene, Dong-A ST, and Boryung Pharmaceuticals. 
CB received honoraria as speaker (AstraZeneca, Incyte) and 
consultant (Incyte, Servier, Boehringer Ingelheim, AstraZeneca, 
Jazz, Tahio), received research funds (Avacta, Medannex, 
Servier), and her spouse is an employee of AstraZeneca. RB 
lecture fees are from AstraZeneca, and travel expenses are 
from Roche. JA received consulting fees from AstraZeneca, 

Jazz Pharmaceuticals, MSD, Roche, Servier, Taiho Oncology, 
Zymeworks; lecture fees from AstraZeneca, Roche, Servier; 
travel expenses from AstraZeneca, Roche, Servier.

Institutional review board statement
The Ethical Review Board of each Institutional Hospital 
approved the present study. This study was performed in line 
with the principles of the Declaration of Helsinki.

Informed consent statement
Written informed consent for treatment was obtained for all 
patients.

Ethics statement
The study was conducted in accordance with the Declaration 
of Helsinki and the protocol was approved by the Ethics 
Committee of each institution involved in the project. Under 
the condition of retrospective archival tissue collection and 
patients’ data anonymization, our study was exempted from 
the acquisition of informed consent from patients by the insti-
tutional review board.

Data availability
Data available on request from the authors.

Supplementary material
Supplementary material is available at The Oncologist online.

References
1.	 Vogel A, Bridgewater J, Edeline J, et al. Biliary tract cancer: 

ESMO Clinical Practice Guideline for diagnosis, treatment and  
follow-up. Ann Oncol. 2023;34:127-140. https://doi.org/10.1016/j.
annonc.2022.10.506

2.	 Lamarca A, Edeline J, Goyal L. How I treat biliary tract can-
cer. ESMO Open. 2022;7:100378. https://doi.org/10.1016/j.
esmoop.2021.100378. Epub 2022 Jan 13

3.	 Lamarca A, Edeline J, McNamara M, et al. Current standards and 
future perspectives in adjuvant treatment for biliary tract cancers. 
Cancer Treat Rev. 2020;84:101936.

4.	 Horgan AM, Amir E, Walter T, Knox JJ. Adjuvant therapy in the 
treatment of biliary tract cancer: a systematic review and meta- 
analysis. J Clin Oncol. 30:1934-1940. https://doi.org/10.1200/
jco.2011.40.5381

5.	 Tsilimigras DI, Sahara K, Wu L, et al. Very early recurrence after 
liver resection for intrahepatic cholangiocarcinoma: considering 
alternativetreatment approaches. JAMA Surg. 2020;155:823-831. 
https://doi.org/10.1001/jamasurg.2020.1973

6.	 Primrose JN, Fox RP, Palmer DH, et al; BILCAP study group. 
Capecitabine compared with observation in resected biliary tract 
cancer (BILCAP): a randomised, controlled, multicentre, phase 3 
study. Lancet Oncol. 2019;20:663-673. https://doi.org/10.1016/
S1470-2045(18)30915-X

7.	 Bridgewater J, Fletcher P, Palmer DH, et al. Long-term outcomes 
and exploratory analyses of the randomized phase III BILCAP 
Study. J Clin Oncol. 2022;40:2048-2057. https://doi.org/10.1200/
JCO.21.02568

8.	 Nakachi K, Ikeda M, Konishi M, et al; Hepatobiliary and Pan-
creatic Oncology Group of the Japan Clinical Oncology Group 
(JCOG-HBPOG). Hepatobiliary and Pancreatic Oncology Group 

D
ow

nloaded from
 https://academ

ic.oup.com
/oncolo/article/30/3/oyae256/7828199 by H

ospital San R
affaele user on 05 M

arch 2026

www.cost.eu
https://doi.org/10.1016/j.annonc.2022.10.506
https://doi.org/10.1016/j.annonc.2022.10.506
https://doi.org/10.1016/j.esmoop.2021.100378
https://doi.org/10.1016/j.esmoop.2021.100378
https://doi.org/10.1200/jco.2011.40.5381
https://doi.org/10.1200/jco.2011.40.5381
https://doi.org/10.1001/jamasurg.2020.1973
https://doi.org/10.1016/S1470-2045(18)30915-X
https://doi.org/10.1016/S1470-2045(18)30915-X
https://doi.org/10.1200/JCO.21.02568
https://doi.org/10.1200/JCO.21.02568


10 The Oncologist, 2025, Vol. 30, No. 3

of the Japan Clinical Oncology Group (JCOG-HBPOG)Adjuvant 
S-1 compared with observation in resected biliary tract cancer 
(JCOG1202, ASCOT): a multicentre, open-label, randomised, 
controlled, phase 3 trial. Lancet. 2023;401:195-203. https://doi.
org/10.1016/S0140-6736(22)02038-4

9.	 Dy O, Ar H, Qin S, et al. A phase 3 randomized, double-blind, 
placebo-controlled study of durvalumab in combination with gem-
citabine plus cisplatin (GemCis) in patients (pts) with advanced 
biliary tract cancer (BTC):TOPAZ-1. NEJM Evid. 2022;1:378. 
https://doi.org/10.1056/EVIDoa2200015

10.	D-y O, He AR, Qin S, et al. Three-year survival, safety and 
extended long-term survivor(eLTS) analysis from the phase III 
TOPAZ-1 study of durvalumab (D) plus chemotherapy in biliary 
tract cancer. Upper Digestive Biliary, Ampullary Pancreatic Cancer. 
2024;35:s117.

11.	Kelley RK, Ueno M, Yoo C, et al; KEYNOTE-966 Investigators. 
Pembrolizumab in combination with gemcitabine and cisplatin 
compared with gemcitabine and cisplatin alone for patients with 
advanced biliary tract cancer (KEYNOTE-966): a randomised,  
double-blind, placebo-controlled, phase 3 trial. Lan-
cet. 2023;401:1853-1865. https://doi.org/10.1016/S0140-
6736(23)00727-4. Epub ahead of print

12.	Finn RS, Ueno M, Yoo C, et al. Three-year follow-up data from 
KEYNOTE-966: Pembrolizumab (pembro) plus gemcitabine and 
cisplatin (gem/cis) compared with gem/cis alone for patients (pts) 
with advanced biliary tract cancer (BTC). J Clin Oncol. 2024;42:16. 
https://doi.org/10.1200/JCO.2024.42.16_suppl.409

13.	Lamarca A, Barriuso J, McNamara MG, Valle JW. Molecu-
lar targeted therapies: ready for “prime time” in biliary tract 
cancer. J Hepatol. 2020;73:170-185. https://doi.org/10.1016/j.
jhep.2020.03.007

14.	Abou-Alfa GK, Sahai V, Hollebecque A, et al. Pemigatinib for 
previously treated, locally advanced or metastatic cholangiocar-
cinoma: a multicentre, open-label, phase 2 study. Lancet Oncol. 
2020;21:671-684. https://doi.org/10.1016/S1470-2045(20)30109-
1

15.	Vogel A, Sahai V, Hollebecque A, et al. An open-label study of 
pemigatinib in cholangiocarcinoma: final results from FIGHT-
2025. ESMO Open 2024;9:103488. https://doi.org/10.1016/j.
esmoop.2024.103488

16.	Goyal L, Meric-Bernstam F, Hollebecque A, et al. Abstract CT010: 
Primary results of phase 2 FOENIX-CCA2: the irreversible 
FGFR1-4 inhibitor futibatinib in intrahepatic cholangiocarci-
noma (iCCA) with FGFR2 fusions/rearrangements. Cancer Res. 

2021;81:CCT010-CCT010. https://doi.org/10.1158/1538-7445.
am2021-ct010

17.	Abou-Alfa GK, Macarulla T, Javle MM, et al. Ivosidenib in 
IDH1-mutant, chemotherapy-refractory cholangiocarcinoma 
(ClarIDHy): a multicentre, randomised, double-blind, placebo- 
controlled, phase 3 study. Lancet Oncol. 2020;21(6):796-807. 
https://doi.org/10.1016/S1470-2045(20)30157-1

18.	Zhu AX, Macarulla T, Javle MM, et al. Final overall survival 
efficacy results of ivosidenib for patients with advanced cholan-
giocarcinoma with IDH1 mutation: the phase 3 randomized clin-
ical ClarIDHy trial. JAMA Oncol. 2021;7:1669-1677. https://doi.
org/10.1001/jamaoncol.2021.3836

19.	A Phase IIIb, single arm, open-label, multicentre study of 
durvalumab in combination with chemotherapy for the first 
line treatment for patients with advanced biliary tract cancers  
(TOURMALINE)- 2022-502043-35 (Registry Identifier).  
AstraZeneca Clinical Study 2024; 42:16.

20.	 Yang Y, Zhang X. An overview of extrahepatic cholangiocarcinoma: 
from here to where? Front Oncol. 2023;13:1171098. https://doi.
org/10.3389/fonc.2023.1171098. Published online 2023 May 1

21.	Manthopoulou E, Ramai D, Dhar J, et al. Cholangiocarcinoma in 
the era of immunotherapy. Vaccines. 2023;11:1062. https://doi.
org/10.3390/vaccines11061062

22.	Dhanasekaran R, Hemming AW, Zendejas I, et al. Treatment 
outcomes and prognostic factors of intrahepatic cholangiocarci-
noma. Oncol Rep. 2013;29:1259-1267. https://doi.org/10.3892/
or.2013.2290. Published online 2013 Feb 18

23.	Kobayashi S, Terashima T, Shiba S, et al. Multicenter retrospective 
analysis of systemic chemotherapy for unresectable combined hepa-
tocellular and cholangiocarcinoma. Cancer Sci. 2018;109:2549-
2557. https://doi.org/10.1111/cas.13656

24.	Rizzo A, Brandi G. Pitfalls, challenges, and updates in adjuvant  
systemic treatment for resected biliary tract cancer. Expert Rev 
Gastroenterol Hepatol. 2021;15:547-554. https://doi.org/10.1080
/17474124.2021.1890031

25.	 Izquierdo-Sanchez L, Lamarca A, La Casta A, et al. Cholangiocarci-
noma landscape in Europe: Diagnostic, prognostic and therapeutic 
insights from the ENSCCA Registry. J Hepatol. 2022;76:1109-
1121.

26.	Suzuki Y, Kan M, Kimura G, et al. Predictive factors of the treat-
ment outcome in patients with advanced biliary tract cancer 
receiving gemcitabine plus cisplatin as first-line chemotherapy. J 
Gastroenterol. 2019;54:281-290. https://doi.org/10.1007/s00535-
018-1518-3

D
ow

nloaded from
 https://academ

ic.oup.com
/oncolo/article/30/3/oyae256/7828199 by H

ospital San R
affaele user on 05 M

arch 2026

https://doi.org/10.1016/S0140-6736(22)02038-4
https://doi.org/10.1016/S0140-6736(22)02038-4
https://doi.org/10.1056/EVIDoa2200015
https://doi.org/10.1016/S0140-6736(23)00727-4
https://doi.org/10.1016/S0140-6736(23)00727-4
https://doi.org/10.1200/JCO.2024.42.16_suppl.409
https://doi.org/10.1016/j.jhep.2020.03.007
https://doi.org/10.1016/j.jhep.2020.03.007
https://doi.org/10.1016/S1470-2045(20)30109-1
https://doi.org/10.1016/S1470-2045(20)30109-1
https://doi.org/10.1016/j.esmoop.2024.103488
https://doi.org/10.1016/j.esmoop.2024.103488
https://doi.org/10.1158/1538-7445.am2021-ct010
https://doi.org/10.1158/1538-7445.am2021-ct010
https://doi.org/10.1016/S1470-2045(20)30157-1
https://doi.org/10.1001/jamaoncol.2021.3836
https://doi.org/10.1001/jamaoncol.2021.3836
https://doi.org/10.3389/fonc.2023.1171098
https://doi.org/10.3389/fonc.2023.1171098
https://doi.org/10.3390/vaccines11061062
https://doi.org/10.3390/vaccines11061062
https://doi.org/10.3892/or.2013.2290
https://doi.org/10.3892/or.2013.2290
https://doi.org/10.1111/cas.13656
https://doi.org/10.1080/17474124.2021.1890031
https://doi.org/10.1080/17474124.2021.1890031
https://doi.org/10.1007/s00535-018-1518-3
https://doi.org/10.1007/s00535-018-1518-3

	Efficacy of cisplatin-gemcitabine-durvalumab in patients with advanced biliary tract cancer experiencing early vs late disease relapse after surgery: a large real-life worldwide population
	Introduction
	Material and methods
	Study population
	Statistical analysis

	Results
	Patients
	Efficacy and safety of CGD
	Efficacy of CGD compared to CG

	Discussion
	Acknowledgments
	References


