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Letter to the Editor

The European Journal of Contraception & Reproductive Health Care

Critical assessment of a prolonged-release EE/DNG contraceptive 
safety analysis

Dear Editor
The recently published rapid communication by Grandi et  al. [1] on the “one-year clinical experience” 
with the prolonged-release ethinylestradiol (EE) 0.02 mg/dienogest (DNG) 2 mg combined oral contracep-
tive (COC) reports an “incidence” of venous thromboembolism (VTE) of 2.36 cases per 10,000 women-years 
based on spontaneous reports aggregated over 50,861 women-years of exposure. This figure is presented 
as the first real-life estimate of VTE risk for this formulation and implicitly compared to the VTE incidence 
of other COCs. In our view, this interpretation is methodologically untenable and risks misleading pre-
scribers and regulators about the thrombotic safety of this product. We present five major methodolog-
ical flaws of the paper in detail below.

First, the central numerical result of the article, i.e. an “incidence” expressed per 10,000 women-years, 
is derived from a numerator consisting of spontaneously reported cases and a denominator constructed 
from defined daily doses (DDD) transformed into “women-years.” The numerator in this calculation is 
inherently subject to massive under-reporting, in part related to heterogeneous reporting practices across 
countries. Additionally, the authors performed no case validation. When spontaneous reporting data-
bases such as EudraVigilance or FDA Adverse Event Reporting System (FAERS) are used in pharmacovig-
ilance, they should be analysed strictly as signal-detection systems, in accordance with European Medicine 
Agency (EMA) Good Pharmacovigilance Practice (GVP) Module IX and contemporary reporting standards 
such as REporting of A Disproportionality Analysis for DrUg Safety Signal Detection Using Individual Case 
Safety Reports in PharmacoVigilance (READUS-PV). These frameworks emphasise that analyses should rely 
on individual case safety reports using validated disproportionality methods, coupled with transparent 
case definitions, duplicate handling, and clinical review, and they explicitly caution against interpreting 
spontaneous reports as incidence or comparative risk, or using them to imply “safety” claims [2]. Also, 
the denominator, DDD, is not linked to specific persons, but is an overall measure of the use. Thereby 
any adjustments for important confounders such as age, thrombotic predispositions, BMI and other VTE 
risk factors are not possible. Especially, the lack of age adjustment is a crucial limitation, because both 
the risk of venous thromboembolism and the use of hormonal contraception is closely linked to this 
variable.

Secondly, the database and methods used to derive the numerator are insufficiently described to 
allow independent appraisal. The authors state that they collected VTE reports from multiple regions 
during the first year of marketing in more than 17 countries, but do not identify the pharmacovigilance 
systems involved, the time windows for each country, the MedDRA definitions or Standardised MedDRA 
Queries used for VTE, the handling of duplicates, or the criteria for case validation. Combining heteroge-
neous national pharmacovigilance systems with very different reporting cultures, regulatory triggers and 
background levels of stimulated reporting into a single crude rate assumes homogeneity that is unlikely 
to exist.

Thirdly, the STrengthening the Reporting of OBservational studies in Epidemiology (STROBE) and the 
REporting of studies Conducted using Observational Routinely-collected Data (RECORD-PE) call on 
authors, reviewers and editors to avoid causal language, risk estimation and safety endorsements when 
working only with spontaneous reporting data [2]. The Grandi et  al. Rapid Communication on 
prolonged-release EE/DNG ignores these guidelines and does the opposite: it uses spontaneous reports 
without disproportionality analysis, constructs a DDD-based denominator to derive an “incidence,” and 
then suggests a comparatively low VTE risk in the absence of any proper comparator [1].
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Fourth, the article ignores the substantial thrombotic signal that emerged during the clinical develop-
ment of prolonged-release EE/DNG [3]. As summarised in a recent critical appraisal, the phase III pro-
gramme and regulatory assessment by the Swedish Medical Products Agency documented a strikingly 
high incidence of VTE with this formulation, exceeding the rates typically observed with both conven-
tional EE-containing COCs and newer preparations containing body-identical oestrogens [3]. These data 
were sufficiently concerning for the national competent authority to issue explicit warnings in the prod-
uct assessment report by classifying VTE as “uncommon” (incidence ≥ 1/1 000 and < 1/100) where it is 
“rare” (incidence ≥ 1/10 000 and < 1/1 000) in the  Summary of Product Characteristics of other COCs. 
Yet, in the rapid communication, these regulatory findings are neither presented nor discussed [4].

Fifth, the article is part of a broader series from the same group that repeatedly minimises the hae-
mostatic impact and VTE risk of EE-based COCs. In previous publications, the authors concluded that 
prolonged-release EE/DNG had “no relevant impact” on haemostasis based on clotting-time-based acti-
vated protein C resistance (APCr) assays and limited coagulation panels [3]. These conclusions are at 
odds with current understanding of estrogen-induced hypercoagulability and the recognised limitations 
of aPTT-based APCr tests [5]. Phenotypic APCr in combined hormonal contraception users is factor V 
Leiden–independent and mediated by complex changes in thrombin generation, protein C pathway and 
procoagulant factors [5]. To date, only the ETP-based APCr assays capture this phenotype and have been 
standardised and validated as global biomarkers of VTE risk in contraceptive users [5]. The International 
Society on Thrombosis and Haemostasis- Scientific and Standardisation Committee (ISTH SSC) and sub-
sequent reviews on phenotypic APCr explicitly emphasise that clotting-time-based assays are inadequate 
to evaluate contraceptive-induced APC resistance and should not be used to claim absence of haemo-
static impact [5]. In this context, the claim that prolonged-release EE/DNG and even EE/DRSP have “no 
impact on haemostasis” is not only unsupported by appropriate assays, but also contradicts a substantial 
body of literature demonstrating EE-dependent shifts in thrombin generation and APCr across multiple 
combined hormonal contraceptives.

Taken together, these points outline why the VTE estimates for EE/DNG published by Grandi et  al. are 
scientifically invalid. The true thrombotic risk associated with prolonged-release EE/DNG, based on all 
available evidence, is unlikely to be lower, and may in fact be higher, than that of established EE/DNG 
and EE/DRSP preparations. All journals publishing pharmacovigilance analyses should maintain the high-
est methodological guidelines and standards and require, as a minimum, full transparency on data 
sources, methods and regulatory context.
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