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Abstract

The medical literature has witnessed recently an influx of analogous reports from different parts of the world agreeing on the same
concept of managing early fetal loss whether threatened or recurrent miscarriages. The use of oral and not vaginal progestogen has
been recommended because it has 20 times progestogenic potency and without any estrogenic, androgenic or glucocorticoid effects.

Beside its high oral tolerability and safety, it reduces the miscarriage rate by 30-50%.
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Introduction

Science and technology work hand in hand to achieve new breakthroughs that will advance the medical care of our patients. Physi-
cians have been struggling for years with the management of early fetal loss, whether threatened or recurrent miscarriages, because of
the fact that forty to 50% of such cases are of unknown etiology. Various empirical treatment attempts have been tried without satisfac-
tory results. However, the accumulated experimental and clinical data over the past couple of years about the beneficial effect of an oral
progestogen is worth mentioning since many authoritative scientific bodies around the world are now recommending its use in such
conditions, mainly unexplained recurrent miscarriages.The Indonesian Obstetric and Gynecologic Society Guidelines 2011 [1], The state-
ment of the Australian and New Zeeland Royal College of Obstetricians and Gynecologists 2013 [2], the Saudi Society of Obstetrics and
Gynecology Guidelines 2014 [3], and more recently The European Progestin Club Guidelines 2015 [4] have agreed on the following state-

ment that “there is a significant reduction in the rate of miscarriage with the use of dydrogesterone”.

New Pathophysiology Enforces Old Pharmaceutical

There is a newer concept now that links both immunologic and hormonal abnormalities to the problem of threatened as well as recur-
rent miscarriage. Dydrogesterone was found to be the only progestogen that has this dual effect to reverse such aberrations. When natural
progesterone is treated with light technology a synthetic progestogen is developed; called Dydrogesterone. It has a great similarity to the
natural progesterone as it lacks any estrogenic, androgenic, or mineralocorticoid effects. In fact it has even a better receptor affinity than
micronized natural progesterone due to its curved retrosteroid structure (figure 1). The following are the reasons why oral dydrogester-

one stands alone as a progestational agent that significantly reduces the rate of spontaneous miscarriages of unknown etiology.
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Figure 1: Dydrogesterone is a highly selective progestogen due to its unique structure

that allows high selectivity for in vivo activation of the progesterone receptors.

Combined Endocrine and Immunological Features

Like any other progesterone it enhances the implantation process and reduces the myometrial tone with improvement of uterine
blood flow. However, the additional feature of modulating the immune response to hamper the materno-fetal rejection has only been
shown with dydrogesterone alone. The process of miscarriage is characterised by an abundance of pro-inflammatory cytokines like IL-
2, TNFa, TNFB, IFNy released by T-helper cells typel (Th1) with diminished activity of the Th2 cell which produces anti-inflammatory
cytokines like 1L-4,5,6,10, and 13 [5]. Dydrogesterone was found to reverse this process either directly or indirectly through its effect
on the lymphocytes and the release of progesterone-induced blocking factor (PIBF) [6]. Women suffering from threatened miscarriage
usually have lower level of PIBF in their urine. Those who received Dydrogesterone treatment showed increased PIBF to normal levels

and enjoyed lesser chance of miscarriage [7].

Superior to Vaginal Micronized Progesterone (VMP)

Dydrogesterone has 1.5 times better affinity to progesterone receptors than VMP. It also has approximately 5.6 times better oral
availability than micronized progesterone. When compared to VMP it has a faster onset of action with longer stable effect [8]. Moreover,
the PROMISE Trial, which included 836 women from 36 sites from England and 9 sites from Netherland, was published recently and
indicated clearly that administration of VMP in the first trimester to women with recurrent miscarriages of unknown etiology did not re-
sult in higher rate of live births. Oral Dydrogesterone clinical trials, on the other hand, are still coming with more confirmatory evidence
of its beneficial role in the management of both recurrent and threatened miscarriages [9]. Several Cochrane systematic reviews have
shown that dydrogesterone use in similar patients has resulted in 30-50% reduction in miscarriage rate. These studies are summarised

systematically in the Saudi and the European guidelines [3,4].

The safety Oral Dydrogesterone

Clinical experience does not provide evidence of a causal link between maternal Dydrogesterone use during pregnancy and birth
defects. All clinical studies that used Dydrogesterone in the first trimester have indicated the same. Realistically, It is a commonly used
drug by women in almost 100 countries around the world to regulate their periods or to support their luteal phase with a high chance
of incidental use in early pregnancies, apart from the miscarriage indications. Nevertheless, a recent report estimated that over the past
50 years (1960 - 2014) >20 million pregnancies were exposed to dydrogesterone without increased fetal malformations. One poorly
designed study [10] tried to link it with higher incidence of congenital heart disease but more likely this will turn like the hypospadias
accusation that started in 1999 and was refuted by a strong evidence in the study of Kallen in 2010 [11].

Conclusion

More than 130 peer-reviewed publications have convinced me as well as certain International societies around the globe that dydro-
gesterone is superior to any other medical treatments in reducing the rate of miscarriages by up to 50%. Unfortunately, this drug is not
included in the American or the British formulary, however, this published dramatic increase in live births among victims of miscarriage
has led the American Society of Reproductive Medicine and the Royal College of Obstetricians and Gynecologist to hint in their recent

reports that some progestogens may have a potential benefit in the management of miscarriage of unknown etiology [12].
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Recommended dosage of Oral Dydrogesterone for cases of threatened miscarriage and those with a history of recurrent miscarriages

is displayed in table 1.

Threatened Miscarriage Recurrent Miscarriage
Option 1: 40 mg loading, then 10 mg BD Oral Dydrogesterone 10 mg BD
Option 2: 20 mg BD till bleeding stop, Treatment to be started after confirmation
then 10 mg BD till 16 weeks of pregnancy and continued until 12 week,
up to 20 weeks.

Table 1: Recommended Dosage of Oral Dydrogesterone.
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