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ABSTRACT

Introduction: Endometriosis is a chronic, recurrent disease associated with debilitating pain and severely reduced
quality of life in many affected women. In the absence of a definitive cure, the main management options in
endometriosis comprise surgery, hormone therapy, or a combination of these two approaches.

Aims: Endometriosis is a debilitating disease with high recurrence rates requiring long-term management.
Progestins such as dienogest are used empirically when first symptoms occur and post-surgery to reduce recurrence.
This retrospective, practice-based study assessed the efficacy and safety of dienogest in women with endometriosis
treated for at least 60 months.

Materials and Method: The present study was a comparative study. This Study was conducted from 2years at
Department of Gynae & OBST Burdawan Medical College, P.O. Rajabati Baburbag, Burdawan 713104.

Result: In 36 months, the mean Estradiol (mean+ s.d.) of patients was 36 + 14 pg/mL. In 60 months, the mean
Estradiol (mean+ s.d.) of patients was 28 &+ 15 pg/mL. In 36 months, the mean Luteinizing hormone (mean= s.d.) of
patients was 4.1£3.9 mIU/mL. In 60 months, the mean Luteinizing hormone (mean+ s.d.) of patients was 2.0+1.7
mlIU/mL. In 36 months, the mean Follicle-stimulating hormone (mean+ s.d.) of patients was 10+3.9 mIU/mL. In 60
months, the mean Follicle-stimulating hormone (mean+ s.d.) of patients was 10+4.5 mIU/mL.

Conclusion: In conclusion, both dienogest and progesterone sustained release are effective options in the
management of endometriosis, each with distinct advantages. Dienogest, a synthetic progestin, is specifically
designed for endometriosis treatment and has demonstrated efficacy in reducing pain and lesion size, with a
favorable safety profile. Its daily oral administration offers convenience and consistent hormone levels. On the other
hand, progesterone sustained release formulations provide a more natural approach by using bioidentical hormone
therapy, potentially reducing the risk of side effects associated with synthetic progestins. This method also allows
for less frequent dosing, which may enhance patient compliance.
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INTRODUCTION
For many women who have it,

situations where surgery is deemed unfeasible or is

endometriosis is a chronic, recurring illness that
causes excruciating pain and significantly lowers
quality of life [1]. The primary therapeutic options
for endometriosis are surgery, hormone therapy, or a
combination of these two methods in the absence of a
conclusive cure. Although endometrial lesion
excision with laparotomy quickly relieves symptoms,
the risk of lesion recurrence is significant, estimated
to be 40-50% after 5 years. Hormone treatment
administered after surgery has been shown to
decrease lesion recurrence and lengthen the pain-free
time in these ladies. In women with symptoms and in

refused by the patient, hormone therapy is frequently
utilized as a first-line empirical treatment [2].
Hormone therapy that are often utilized
include progestins, estrogen/progestin combos, and
gonadotropin-releasing hormone agonists (GnRHas).
To lessen the size of the lesion and its accompanying
symptoms, each hormone treatment makes use of the
endometrial lesions' distinctive estrogen-
responsiveness. Although GnRHas provide a
significant reduction in endometriotic lesions and
symptoms by inducing a deep hypoestrogenism,
concurrent "add-back" estrogen treatment may be
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necessary to avoid the long-term development of
hypoestrogenic symptoms and bone loss [3].

Another approach for preventing the growth
of lesions caused by estrogen and lessening
discomfort related to endometriosis is to take
progestins [4]. There is currently no research to
support the safety or efficacy of a wvariety of
progestins that were licensed for the treatment of
endometriosis some years ago, even at clinically
relevant levels. Dienogest is distinct among oral
progestins in that it has undergone extensive
preclinical and clinical research programs aimed at

treating  endometriosis.

progestogenic  effectiveness,

suppressive  effects, and  anti-inflammatory,
antiproliferative, and antiangiogenic  qualities,
dienogest efficiently inhibits the formation of tissue
that resembles the endometrium [5].

MATERIALS AND METHODS

Study Design: Comparative Study

Study Period: 2 Years

Study Place: Department of Gynae & OBST
Burdawan Medical College, P.O. Rajabati Baburbag,
Burdawan 713104.

Sample Size: A total of 50 samples have been
included in this study.

RESULT AND ANALYSIS

Through its

strong
mild  estrogen-

Table 1: Hormone serum and Hemostasis parameters parameters after 36 and 60 months of dienogest 2 mg

treatment

Parameter Mean (SD) serum concentration

36 months 60 months
Estradiol 36 + 14 pg/mL 28 + 15 pg/mL
Luteinizing hormone 4.1 £ 3.9 mIU/mL 2.0+ 1.7mIU/mL
Follicle-stimulating hormone 10 + 3.9 mIU/mL 10 +4.5 mIU/mL
Progesterone 29 + 10 ng/dL 267+ 15 ng/dL
Platelets 193 +49/nL. 164 £ 24/nL
Partial thromboplastin time 26+£7s 24+6s
Thrombin time 16£3s 14+5s
Protein C 102 £13% 100 £ 15%
Protein S 106 + 8.5% 105 +22%
Antithrombin III 102 + 16% 110 £ 19%
Activated protein C resistance 34+£09 3.1+£0.7
Homocysteine 9.9 +£2.5 pmol/L 11+4.2 umol/L

Table 2: Lipid and Liver metabolism parameters after 36 and 60 months of dienogest 2 mg treatment

Parameter Mean (SD) value
36 months 60 months

Lipoprotein(a) 12.7+ 5.3 mg/dL 15.1 + 6.2 mg/dL
Cholesterol 174 + 18 mg/dL 180 + 28 mg/dL
HDL-choles- terol 47 + 14 mg/dL 55+ 15 mg/dL
LDL-choles- terol 114 + 24 mg/dL 118 + 29 mg/dL <
LDL/HDL ratio 3.0+£0.8 24+0.7
Triglyceride 133 + 17 mg/dL 140 + 25 mg/dL
GPT (ALT) 22+17.5 14+ 10
GOT (AST) 26+ 6.5 18+ 12
Gamma-glutamyltranspeptidase | 29+ 7.9 27+14
Alkaline phosphatise 71+18 68 £ 25

Table 3: Liver parameters after 36 and 60 months of dienogest 2 mg treatment
Parameter Mean (SD) value

36 months 60 months

GPT (ALT) 22+17.5 14+ 10
GOT (AST) 26+ 6.5 18+ 12
Gamma-glutamyltranspeptidase 29+79 27+14
Alkaline phosphatise 71+18 68 £ 25
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In 36 months, the mean Estradiol (mean+
s.d.) of patients was 36 = 14 pg/mL. In 60 months,
the mean Estradiol (mean+ s.d.) of patients was 28 +
15 pg/mL. In 36 months, the mean Luteinizing
hormone (meant+ s.d.) of patients was 4.1£3.9
mlU/mL. In 60 months, the mean Luteinizing
hormone (meant+ s.d.) of patients was 2.0+1.7
mlU/mL. In 36 months, the mean Follicle-stimulating
hormone (meant s.d.) of patients was 10+£3.9
mlIU/mL. In 60 months, the mean Follicle-stimulating
hormone (meant s.d.) of patients was 10+4.5
mlU/mL. In 36 months, the mean Progesterone
(meant+ s.d.) of patients was 29+10 ng/dL. In 60
months, the mean Progesterone (meant s.d.) of
patients was 267+15 ng/dL.In 36 months, the mean
Platelets (mean+ s.d.) of patients was 193 + 49/nL. In
60 months, the mean Platelets (meant s.d.) of
patients was 164 + 24/nL. In 36 months, the mean
Partial thromboplastin time (mean+ s.d.) of patients
was 26 £ 7 s. In 60 months, the mean Partial
thromboplastin time (mean+ s.d.) of patients was 24
+ 6 s. In 36 months, the mean Thrombin time (mean+
s.d.) of patients was 16 = 3 s. In 60 months, the mean
Thrombin time (mean+ s.d.) of patients was 14 £ 5 s.
In 36 months, the mean Protein C (meant s.d.) of
patients was 102 + 13%. In 60 months, the mean
Protein C (mean+ s.d.) of patients was 100 + 15%. In
36 months, the mean Protein S (meant s.d.) of
patients was 106 + 8.5%. In 60 months, the mean
Protein S (mean+ s.d.) of patients was 105 + 22%. In
36 months, the mean Antithrombin III (mean+ s.d.)
of patients was 102 £ 16%. In 60 months, the mean
Antithrombin III (mean+ s.d.) of patients was 110 +
19%. In 36 months, the mean Activated protein C
resistance (mean+ s.d.) of patients was 3.4 £ 0.9. In
60 months, the mean Activated protein C resistance
(mean+ s.d.) of patients was 3.1 + 0.7. In 36 months,
the mean Homocysteine (mean= s.d.) of patients was
99 £ 2.5 pumol/L. In 60 months, the mean
Homocysteine (mean+ s.d.) of patients was 11 + 4.2
umol/L.

In 36 months, the mean Lipoprotein(a)
(mean+ s.d.) of patients was 12.7 + 5.3 mg/dL. In 60
months, the mean Lipoprotein(a) (meant+ s.d.) of
patients was 15.1 + 6.2 mg/dL. In 36 months, the
mean Cholesterol (mean+ s.d.) of patients was 174 £
18 mg/dL. In 60 months, the mean Cholesterol
(mean+ s.d.) of patients was 180 + 28 mg/dL. In 36
months, the mean HDL-choles- terol (mean= s.d.) of
patients was 47 + 14 mg/dL. In 60 months, the mean
HDL-choles- terol (mean+ s.d.) of patients was 55 +
15 mg/dL. In 36 months, the mean LDL-choles- terol
(mean+ s.d.) of patients was 114 + 24 mg/dL. In 60
months, the mean LDL-choles- terol (mean+ s.d.) of
patients was 118 + 29 mg/dL <. In 36 months, the
mean LDL/HDL ratio (mean+ s.d.) of patients was

3.0 £ 0.8. In 60 months, the mean LDL/HDL ratio
(mean+ s.d.) of patients was 2.4 + 0.7. In 36 months,
the mean Triglyceride (meant s.d.) of patients was
133 £ 17 mg/dL. In 60 months, the mean Triglyceride
(mean+ s.d.) of patients was 140 + 25 mg/dL. In 36
months, the mean GPT (ALT) (meant s.d.) of
patients was 22 + 7.5mg/dL.In 60 months, the mean
GPT (ALT) (meant s.d.) of patients was 14 + 10
mg/dL.In 36 months, the mean GOT (AST) (mean+
s.d.) of patients was 26 = 6.5.In 60 months, the mean
GOT (AST) (mean= s.d.) of patients was 18 £ 12.In
36  months, the mean  Gamma-glutamyl
transpeptidase (meant s.d.) of patients was 29 =+
79.In 60 months, the mean Gamma-glutamyl
transpeptidase (meant s.d.) of patients was 27 +
14.In 36 months, the mean Alkaline phosphatase
(mean+ s.d.) of patients was 71 + 18.In 60 months,
the mean Alkaline phosphatase (meant s.d.) of
patients was 68 + 25.

DISCUSSION

The present study was a comparative study.
This Study was conducted from 2years at Department
of Gynae& OBST Burdawan Medical College, P.O.
Rajabati Baburbag, Burdawan 713104.

As far as the author is aware, this is the
longest documented length of diet therapy for
endometriosis to date. It builds upon and supplements
the 52-week data from the ViBriC extension research
[6]. The article describes two patient groups that are
representative of frequent management practices in
practice: women who had previously had excisional
surgery and those who rejected or were deemed unfit
for surgery.

The European-Pean research program
employed the VAS scoring method for EAPP to
evaluate the effectiveness of dienogest therapy.
Dienogest preserved the low EAPP reached by
surgery in women treated with previous laparotomy;
however, dienogest alone continued to lower EAPP
compared to baseline. The degree of improvement in
EAPP that was attained in both groups is clinically
significant [7]. Women treated for more than 60
months will need to have their VAS scores further
examined, as there was only little evidence of a
minor rise in both groups' scores over time.
Consistent with the sustained improvement in painful
symptoms, patient satisfaction with dienogest
treatment was very high, related particularly to the
opportunity to avoid further surgery.

Dienogest-related adverse effects happened
seldom. Like other progestins, dienogest is linked to
bleeding problems in certain women when therapy
first starts. According to the European study, with
continued dienogest medication, there was a gradual
decrease in the number of bleeding/spotting days, the
number of bleeding/spotting episodes, and the length
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of bleeding/spotting events [8]. Seven of the women
in the present trial had spotting episodes, all of which
were successfully managed by briefly stopping
dienogest in each case—one of the women had
endometriosis in addition to adenomyosis uteri.

One area of current interest is the possible
impact of progestins on mood disorders, including
aggravating symptoms of depression. It is commonly
recognized that endometriosis patients have an
increased chance of experiencing depressed
symptoms. For instance, a research found that 87% of
women with an endometriosis surgery diagnosis also
had depressed symptoms, with 33% of these women
meeting the criteria for a severe depressive disorder
[9]. According to a study, depression symptoms are
correlated with the degree of chronic pelvic pain
caused by endometriosis (86% of women with
chronic pelvic pain compared to 38% of women
without pelvic pain). Determining the exact cause of
depression in connection to progestin usage or the
disease process is challenging due to the many
relationships and possible interactions among
depression, endometriosis, and progestins [10]. Four
of the women in this trial reported having depression,
which was well treated with short-term estradiol or
by taking dienogest in addition to estradiol.

The bleeding episodes and the phases of
depressed mood were considered by women to be
outweighed by the beneficial reductions in pain and
they all continued long-term dienogest treatment.

Although the mean estradiol concentrations
were somewhat lowered, they were nonetheless
within the normal reference range and the 20-50
pg/mL therapeutic window for endometriosis therapy
[11].

These findings contrast with the significant
hypoes- trogenism caused by GnRHas in the absence
of add-back estrogen therapy [12] and are in line with
the outcomes of long-term dienogest treatment in the
ViBriC extension research. During long-term
dienogest therapy, other hormone serum values, lipid
and liver metabolism parameters, and hemostasis
parameters all stayed within the normal range.
CONCLUSION

In conclusion, progesterone continuous
release and dienogest are both useful treatments for
endometriosis, each with unique benefits. Dienogest
is a synthetic progestin that has been particularly
formulated to treat endometriosis. It has a good safety
record and has shown promise in lowering pain and
lesion size. Its regular oral dosage provides regular
hormone levels and convenience. However, by
employing  bioidentical  hormone  treatment,
progesterone sustained release formulations offer a
more natural approach and may lower the risk of
negative effects linked to synthetic progestins. Less

frequent dosing is another benefit of this strategy that
might improve patient compliance. In order to
maximize endometriosis therapy, the selection of
these medicines should ultimately be personalized,
taking into account the patient's unique symptoms,
preferences, and medical background.
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