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Comparison of gemcitabine plus
platinum analogue with gemcitabine
alone in advanced pancreatic cancer
� Eileen O’Reilly and Ghassan Abou-Alfa

A pooled analysis of two randomised trials has shown that gemcitabine in combination with a

platinum analogue (cisplatin or oxaliplatin) is a potential front-line treatment option in advanced

pancreatic adenocarcinoma.

Treatment for advancedpancreatic
adenocarcinoma remains a major
therapeutic challenge. In 2008,

international standards of care include
single-agent gemcitabine, gemcitabine
anderlotinib1 and arguably gemcitabine-
basedcytotoxiccombinations that include
a platinum agent or an oral fluoropyrim-
idine. The pooled analysis performed by
Heinemannandcolleagues (seeopposite)
adds to the collective evidence that sup-
ports the use of a gemcitabine-based
cytotoxic combination in patients with
either locally advancedormetastaticpan-
creatic adenocarcinoma and good per-
formance status.2

This pooled analysis combines two
important trials conducted in Europe.
The French Multidisciplinary Clinical
Research Group (GERCOR)/Italian
Group for the Study of Gastrointestinal
TractCancer (GISCAD)studycompared
single-agent gemcitabine with a gem-
citabine and oxaliplatin combination,

while theGermanmulticentre trial inves-
tigated the use of a gemcitabine and cis-
platin regimen. The summation of data
fromthese trials indicated thatcombining
gemcitabinewitheither oxaliplatinor cis-
platin, enhancesprogression-free survival
(HR 0.75, P=0.0030) and overall sur-
vival (HR 0.81, P=0.031) when com-
pared with gemcitabine alone. The
benefits associated with combination
therapyweremostpronounced inpatients
withagoodperformancestatus (HR0.82,
P=0.063).

Thepooled analysis overcomes some
of the limitationsof small individual trials
– theconclusionsofwhichcanbe limited
by a lack of statistical power – and is
strengthenedbyassessmentof individual
data points. Furthermore, the results of
this pooled analysis support the well-
recognisedvalueofperformance status in
delineating patient outcomes. Notably,
theconclusionsare similar to thosedrawn
by Sultana and colleagues in a larger

meta-analysis.2 A potential weakness of
the pooled analysis is that the experi-
mental arm included both standard
30min and fixed-dose rate (protracted
infusion) gemcitabine schedules in com-
bination with cisplatin or oxaliplatin.
Of note, and somewhat contrary to the
conclusions by Heinemann and col-
leagues, are thepreliminary results of the
ECOG6201 trial,whichdidnot suggest
a benefit of a gemcitabine–oxaliplatin-
based combination over single-agent
gemcitabine.3

Given the recentdisappointing results
of phase III trials of gemcitabine in com-
binationwith theantivascular agentbeva-
cizumab,4 or the monoclonal antibody
cetuximab5 (whereinnobenefitwasnoted
over single-agent gemcitabine in either
study), the relative utility of a cytotoxic
combinationcanbeappreciated.Themes
areconsistent for cytotoxiccombinations,
with improved response rates, time-to-
tumour progression and clinical benefit
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Synopsis
V Heinemann, R Labianca, A Hinke et al. (2007) Increased survival using platinum analog combined with gemcitabine
as compared to single-agent gemcitabine in advanced pancreatic cancer: pooled analysis of two randomized trials,
the GERCOR/GISCAD intergroup study and a Germanmulticenter study.AnnOncol 18:1652–1659
Background.Several randomised trials have demonstrated an improved survival in patientswith advancedpancreatic cancer treated
with gemcitabine plus a platinumanalogue comparedwith patients treatedwith single-agent gemcitabine; however, none of these
studies has shown a statistically significant survival advantage of combination therapy. It has become clear that trials enrolling larger
numbers of patients are needed to prove a statistically significant benefit of therapy with gemcitabine plus a platinum analogue.
Objective.To determinewhether treatmentwith gemcitabine plus platinum results in better overall survival than treatmentwith
single-agent gemcitabine in patients with advanced pancreatic cancer.
Design and intervention.Thiswas a pooled analysis of single-patient data from theFrenchMultidisciplinaryClinical Research
Group (GERCOR)/Italian Group for the Study of Gastrointestinal Tract Cancer (GISCAD) intergroup study (n=326), which
compared gemcitabine plus oxaliplatinwith gemcitabine, and theGermanmulticentre study (n=195),which compared gemcitabine
plus cisplatin with gemcitabine. Both trials had similar inclusion and exclusion criteria and both recruited patients with histo-
logically proven, unresectable, metastatic or locally advanced pancreatic cancer.
Outcomemeasure. The main outcome measure was overall survival (OS).
Results.Data were available for 503 patients, 252 of whom were treated with gemcitabine plus a platinum analogue and 251 of
whomwere treatedwith single-agent gemcitabine.Overall response rateswere significantly higher in patients receiving gemcitabine
plus a platinumanalogue than among those receiving single-agent gemcitabine (22% vs 14%;P=0.028). Themedian progression-
free survival (PFS) for the study population as awholewas 18weeks. Pooled univariate analysis of PFS revealed a hazard ratio (HR)
of 0.75 in favour of combination therapy (P=0.0030). Subgroup analysis revealed that the beneficial effect of the combination reg-
imen onPFSwas greater in the group of patientswith locally advanced disease than in the group of patientswithmorewidespread
disease (35 vs 21weeks;P=0.051). In addition, among patientswith a good performance status, those receiving combined chemo-
therapy experienced a longermedianPFS than patients treatedwith single-agent gemcitabine (33 vs 14weeks;P=0.013).Median
OS for thewhole cohortwas 33weeks,OSwas significantly greater in patients receiving combination chemotherapy than in patients
receiving gemcitabine alone (HR 0.81, P=0.031). The most important predictors of prognosis were stage of disease (P<0.0001)
and performance status (P<0.0001). Subgroup comparisons among patients receiving combination therapy revealed significantly
longerOS in patientswith good performance status (ECOGstatus 0) than in patientswithmore aggressive disease (52 vs 36weeks;
P=0.063).
Conclusion.The results of this pooled analysis reveal that, in comparisonwith single-agent gemcitabine therapy, treatmentwith
the combination of gemcitabine plus a platinum analogue significantly improves OS and PFS in patients with advanced pancre-
atic cancer. Combination therapy seems particularly beneficial in patients with a good performance status.
Acknowledgement: The synopsis was written by Mandy Aujla, Associate Editor, Nature Clinical Practice.
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being relatively constant across studies.
Theconsistencyof these results indi-

cates that inpatientswith goodperform-
ance status and symptomatic or bulky
disease, a cytotoxic-drug-based combi-
nation is a justifiable treatment consid-
eration. It is currently unclear whether
two-drug combinations or combinations
comprising three ormoredrugswill con-
fer optimum benefit over gemcitabine.
In addition, the extra toxicity incurred
frommulti-drugcombinationsneeds tobe

balanced against the potential benefits.
Notwithstanding the modest incre-

mental valueof the treatmentoption sug-
gestedby the resultsof thepooledanalysis
(i.e. a gemcitabine-based combination),
much needs to be done to improve the
treatment options for all stages of pan-
creatic adenocarcinoma. The identifica-
tion of new active drugs against novel
pathways integral to tumour growth and
survival is fundamental.Anearly venture
into the ‘targeted world’ for pancreatic

adenocarcinoma, thus far, has been dis-
appointing and, in relative terms, cyto-
toxic-based combinations are enjoying
an indirect re-endorsement.Hence, treat-
ment options in 2008 include single-
agent gemcitabine, gemcitabine-based
cytotoxic combinations, gemcitabineand
erlotinib and,wherepossible, an empha-
sis on clinical trial participation.

Details of the references cited in this article can

be accessed at www.cancerworld.org/magazine
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