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Abstract

In a recent systematic review and meta-analysis of observational studies, the
author found potential errors in the selection and extraction processes. The
recalculated summary relative risks and the results of a dose-response meta-
analysis showed that oral contraceptive use may not be associated with the risk of
pancreatic cancer in women.
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Core Tip: A systematic review and meta-analysis of observational studies conducted
recently concluded that oral contraceptive use was associated with a decreased risk of
pancreatic cancer in women. However, the author found potential errors in the
selection and extraction processes. The recalculated summary relative risks and the
results of a dose-response meta-analysis showed that oral contraceptive use may not be
associated with the risk of pancreatic cancer in women. As this conclusion contradicted
that reported recently, it is necessary to re-evaluate the direction and statistical
significance of this risk through an updated meta-analysis in the future.
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Bae JM. Pancreatic cancer risk of oral contraceptive use

TO THE EDITOR

I recently read the systematic review and meta-analysis conducted by Ilic et al[1]
comprising 10 case-control studies and 11 cohort studies, which concluded that the use
of oral contraceptives (OCU) was associated with a decreased risk of pancreatic cancer
in women (PCW) [summary relative risk (sRR) = 0.85; 95% confidence intervals (CI) =
0.73-0.98; P = 0.03]. Interestingly, the subgroup analysis according to the study design
showed no statistical significance in case-control studies but showed borderline
statistical significance in cohort studies (sRR = 0.84; 95%CI = 0.70-1.00; P = 0.05).

However, while reviewing the results of the 11 selected cohort studies, I found the
following potential errors. First, among the 11 selected studies, the study by Teras et al
[2] was a cohort study that analyzed the mortality of PCW; therefore, excluding this
study would be valid based on the research hypothesis; second, it would be necessary
to include the two cohort studies[3,4] that were considered in other studies on the risk
of various cancers associated with OCU[5,6]; finally, in the two studies that did not
provide an RR for the ever group[7,8], the RR's direction was opposite to that of the
forest plot shown in the study by Ilic et al[1].

Considering these issues, I recalculated the sRR of the longest duration (LD) group
as well as the ever group. The statistical significance disappeared in both groups, and
the sRRs were 1 or higher (Figure 1). Egger’s test was performed to evaluate
publication bias, and no statistical significance was noted in either group (P = 0.439
and 0.817 in the ever group and LD group, respectively).

Eight of the 12 selected cohorts[3,7-13] provided the information necessary for
performing a dose-response meta-analysis. A two-stage random-effects dose-response
model was used with a dosing unit of 1 year (P of goodness-of-fit = 0.041). The results
showed borderline statistical significance with a linear dose-response relationship
between OCU duration and PCW risk (sRR = 1.015; 95%CI = 0.999-1.030; P = 0.057)
(Figure 2).

Based on the results of the recalculated sRRs and DRMA, the OCU may not be
associated with the risk of PCW. Because my conclusion contradicts that reported by
Ilic et al[1], it is necessary to re-evaluate the direction and statistical significance of risk
through an updated meta-analysis in the future.

Relative %
Author Year Risk (95%CI)  Weight
Ever
Skinner et a/ 2003 ——— 1.21(0.91, 1.61) 6.15
Navarro Silvera et a/ 2005 —_— 1.10 (0.81, 1.50) 5.40
Prizment et a/ 2007 — 0.90 (0.62, 1.30) 3.93
Dorjgochoo et a/ 2009 -+ 0.83 (0.45, 1.54) 1.51
Rosenbaltt et a/ 2009 —_— 1.11 (0.74, 1.66) 3.36
Iversen et a/ 2017 —_— 1.00 (0.66, 1.52) 3.17
Kabat et a/ 2017 —_— 0.92 (0.80, 1.06) 16.46
Anderson et a/ 2018 _:L 0.68 (0.44, 1.06) 2.88
Butt et a/ 2018 0.90 (0.68, 1.19) 6.35
Michels et a/ 2018 — 1.11 (0.97, 1.28) 16.72
Subtotal (72 = 10.2%, P = 0.349) <> 1.00 (0.92, 1.09) 65.91
Longest duration
Skinner et a/ 2003 —_— 1.26 (0.76, 2.09) 2.20
Navarro Silvera et a/ 2005 —_— 0.99 (0.61, 1.60) 2.45
Dorjgochoo et a/ 2009 + 0.87 (0.42, 1.81) 1.09
Rosenbaltt et a/ 2009 + 0.81(0.37, 1.76) 0.98
Duell et a/ 2013 + 1.15 (0.79, 1.68) 3.80
Leeetal 2013 —_— 1.72 (1.19, 2.49) 3.95
Iversen et a/ 2017 L 0.74 (0.41, 1.34) 1.63
Kabat et a/ 2017 —_— 0.88 (0.69, 1.12) 8.00
Butt et a/ 2018 I e E— 0.83 (0.46, 1.48) 1.71
Michels et a/ 2018 = 1.03 (0.81, 1.30) 8.29
Subtotal (7 = 26.7%, P = 0.198) <> 1.04 (0.89, 1.21) 34.09
Overall (7 = 15.3%, P = 0.263) <> 1.01 (0.94, 1.09) 100.00
NOTE: Weight are from random effects analysis
T T
0.25 1 245

Figure 1 Forest plots in the ever and the longest duration group.
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Figure 2 The linear dose-response relationship between duration (year) of oral contraceptive
usage and risk of pancreatic cancer in women. RR: Relative risk.
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