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Abstract:

Background:

Infertility is a social stigma in our society. Whatever is the reason a female is blamed in our society, and bringing
joy in someons life is a gods gift especially to the female.In this study we have shown the role of empirical theray
of anti TB drug in primary and secondary infertility in females.

Materials and Methods: In this prospective randomized controlled study between the two groups Group A and
Group B each containg approximately 250 females. Group A receiving Anti Tubercular drug on the basis of ESR
>20mm in 1% hr, Gold TB positive . Group B not receiving any Anti TB Drug. The study was conducted over a
period of 6 year from jan 2019 to dec 2024 at Geeta IVF centre, Ramgarh,Jharkhand.

Results: We found that 95% cases in Group A receiving Anti TB drug conceived spontaneously over a period of
first 6month the treatment was prolonged to 9month, however in Group B not receiving Anti TB drug the
conception rate was very low approximately 3-4%. Those positive for Gold TB and raised ESR were chosen for
Anti TB drug regimen.
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I.  Introduction

Female genital tuberculosis (FGTB) is an important variety of extrapulmonary tuberculosis (TB) causing
significant morbidity in women such as menstrual dysfunction, infertility, ectopic pregnancy, and tubo-ovarian
mass.[*>34] The prevalence of FGTB in infertile women ranges from 7% to 15% in developing countries rising
to 26% in tertiary referral hospitals and up to 48% in tubal factor infertility3#® The infection spreads to genital
organs normally by hematogenous route with the frequency of involvement of fallopian tubes (90%),
endometrium (50-80%), ovaries (20-30%),cervix (5-10%), and rarely vulva and vagina.[1] FGTB is an important
cause of intrauterine adhesions (Asherman’s syndrome), pelvic adhesions, and perihepatic adhesions (Fitz—Hugh—
Curtis syndrome).®”

Il.  Material And Methods
This prospective comparative study was carried out on a group of 500 patients in Geetal VF Centre,
Ramgarh, Jharkhand over a period of 6 years from jan 2019 to de 2024.

Study Design: Prospective open label observational study

Study Location: Geeta IVF VVCentre, Ramgarh ,Jharkhand.

Study Duration: Jan 2019 to Dec 2024.

Sample size: 500 patients.

Sample size calculation: The sample size was estimated on the basis of a single proportion design. The target
population from which we randomly selected our sample was considered 30,000. We assumed that the confidence
interval of 10% and confidencelevel of 95%. The sample size actually obtained for this study was 250 patients
for each group. We planned to include 250 patients (Group A, Group B- Cases of 250 patients for each group)

with 4% drop out rate.

Subjects & selection method: The study population was drawn from patients reporting at Geeta I\VVF center with
h/o primary infertility.
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Group A(N=250 patients) -On Anti TB drugs for 9months.
Group B (N=250 patients)- Non Anti TB drugs.

Inclusion criteria:

1. Primary infertility.

2.Raised ESR>20mm in first hour.
3. Positive GOLD TB test

4. Aged > 18 years,

5.Married women

6. Normal LFT .

7.Tolerant to Anti TB drugs.

Exclusion criteria:

1. Gold Th negative.

2. Abnormal Liver function Test.
3. Intolerant to TB drugs

4. Normal ESR.

5. Age <18years.

6. Unmarried women

Procedure methodology

After written informed consent was obtained, a well-designed questionnaire was used to collect the data
of the recruited patients retrospectively. The questionnaire included socio-demographic characteristics such as
age ,marital status , years of infertility, previous treatment regimen.

The prescribed Drug were given as follows:
Group A-On Anti Th Drugs for 9month.
Group B -Control Group B ,not receiving any Anti TB drugs .

All the cases in Group A received Anti TB drug after fulfilling the inclusion criteria, like raised ESR>20
mm in first hour, Gold TB positive ,primary infertility not responding to conventional drugs. They took complete
course of 9months with other drugs like folvite , liver protective drugs to reduce the side effects of Anti Tb drugs.
The patients on Group B did not receive the Anti Tb drugs ,they took folvite, ovulatory enhancer drugs
for 9months.
All patients were followed for 9months .

Statistical analysis :

Data was analyzed using SPSS version 20 (SPSS Inc., Chicago, IL). Student's t-test was used to ascertain
the significance of differences between mean values of two continuous variables and confirmed by nonparametric
Mann-Whitney test.

I11.  Result
All patients 500 after 9 months were compared. It was surprising fact that most of the patients in Group
a conceived spontaneously in first 8weeks of ATT drugs as they were followed every 30 days for conception.

Table 1 shows comparitive study on spontaneous conception, abortion rates , Defaulters , Effect on
continuing Anti TB drugs during pregnancy , effect on babies after birth.

Observation Group A Group B %
1.Spontaneous conception rate 96 % 3%
2. Defaulters 4% Nil
3. Abortion in first TRM 1% 1%
4.Adverse Effect on pregnancy nil nil
5. Adverse Effect on liver 3-4% nil
function test
6.NICU admission Nil 1%
7.Baby growth after birth normal Normal
8.Adverse effect on fetus in Nil Nil
intrauterine
9.Need of continuance of Anti Tb Only in extreme drug Nil
drugs to new born baby resistance cases
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IV.  Discussion

FGTB is a common disease in developing countries causing significant morbidity, especially infertility
5. Being paucibacillary disease, its diagnosis, especially in the early stage, is a diagnostic challenge. Combinations
of tests are performed to reach a diagnosis.[16,17] These include endometrial sampling for AFB on microscopy
or culture, PCR for M. tuberculosis, histopathological evidence of epithelioid granuloma, laparoscopic, and/or
hysteroscopic evidence of FGTB.#¢ Ultrasound, CT scan, MRI, and PET scan are more useful for FGTB with
tuboovarian mass, especially when the differential diagnosis is ovarian cancer as FGTB is known to masquerade
as ovarian cancer.1%1119Some authors have made an algorithm by combining various tests for early diagnosis of
FGTBY

Direct ovarian involvement in FGTB occurs less commonly (20-30%). However, even in the absence of
direct ovarian involvement, FGTB affects ovarian function, especially ovarian reserve as observed by other
authors in their study.*>4 Adequate follicular development in response to gonadotrophins is dependent on the
ovarian reserve at that period of time. Various tests of ovarian reserve such as AMH, FSH, and AFC have become
a part of the routine diagnostic procedure for infertility patients. Recent studies have shown decreased ovarian
reserve in FGTB patients.'?'* Poor ovarian blood flow has also been observed in infertile women with FGTB
undergoing assisted reproduction.2’Although many studies have observed the effect of FGTB on ovarian function,
no study in our knowledge has observed the effect of ATT on ovarian function in FGTB. In the present study,
performed in FGTB patients without obvious ovarian involvement (cases with tuboovarian mass were excluded)
diagnosed by endometrial aspiration studies showing evidence of AFB on culture or microscopy,
histopathological evidence of epithelioid granuloma, positive PCR along with findings on laparoscopy and/or
hysteroscopy, and ovarian function was assessed at enrolment. The women were then given 6 months course of
ATT. Ovarian function was then reassessed after completion of ATT in all women (except two women who
conceived during treatment). We observed a significant increase in AMH levels with ATT and a nonsignificant
increase in FSH levels with ATT. The rise in FSH in FGTB could be due to the antigonadotropic effect of M.
tuberculosis as has been observed by Kumar and Rattan in their study*> AMH has been observed to be a superior
marker for predicting both oocyte number and quality.?*?? However, there is no literature on AMH levelsin FGTB
patients. In the present study, there was an increase in AMH levels, nonsignificant increase in FSH levels, and
significant increase in AFC using ATT. M. tuberculosis has an antigonadotropic effect. After ATT, toxins
disappeared improving gonadotropic levels.

V.  Conclusion
Empirical therapy .in infertility is really very effective. We have minimal side effect of few anti TB crugs
like rifampicin that also can be controlled by taking liver protective drugs and healthy food habits. We have to
strictly follow the patients so that they continue this regimen for the given time period. Now CDC has provided
new regimen of only 6 month anti TB drugs which is conventional to the patients.

References

[1] Sharma Jb. Tuberculosis And Obstetric And Gynecological Practice. In: Studd J, Tan Sl, Chervenak Fa, Editors. Progress In
Obstetrics And Gynecology. 18th Ed. Philadelphia, Pa: Elsevier; 2008. P. 395-427.

[2] Neonakis Ik, Spandidos Da, Petinaki E. Female Genital Tuberculosis: A Review. Scand J Infect Dis 2011;43:564-72.

[3] Aliyu Mh, Aliyu Sh, Salihu Hm. Female Genital Tuberculosis: A Global Review. Int J Fertil Womens Med 2004;49:123-36.

[4] Sharma Jb, Naha M, Kumar S, Roy Kk, Singh N, Arora R. Genital Tuberculosis: An Important Cause Of Ectopic Pregnancy In India.
Indian J Tuberc 2014;61:312-7

[5] Singh N, Sumana G, Mittal S. Genital Tuberculosis: A Leading Cause For Infertility In Women Seeking Assisted Conception In
North India. Arch. Gynecol Obstet 2008;278:325-7

[6] Sharma Jb, Roy Kk, Gupta N, Jain Sk, Malhotra N, Mittal S. High Prevalence Of Fitz-Hugh-Curtis Syndrome In Genital Tuberculosis.
Int J Gynaecol Obstet 2007;99:62-3.

[7] Sharma Jb, Roy Kk, Pushparaj M, Gupta N, Jain Sk, Malhotra N, Et Al. Genital Tuberculosis: An Important Cause Of Asherman’s
Syndrome In India. Arch Gynecol Obstet 2008;277:37-41

[8] Bhanu Nv, Singh Ub, Chakraborty M, Suresh N, Arora J, Rana T, Et Al. Improved Diagnostic Value Of Pcr In The Diagnosis Of
Female Genital Tuberculosis Leading To Infertility. J Med Microbiol 2005;54(Pt 10):927-31. 9. Sharma Jb, Roy Kk, Pushp

[9] Sharma Jb, Roy Kk, Pushparaj M, Kumar S, Malhotra N, Mittal S. Laparoscopic Findings In Female Genital Tuberculosis. Arch
Gynecol Obstet 2008;278:359-64.

[10]  Sharma Jb, Karmakar D, Hari S, Singh N, Singh Sp, Kumar S, Et Al. Magnetic Resonance Imaging Findings Among Women With
Tubercular Tubo-Ovarian Masses. Int J Gynaecol Obstet 2011;113:76-80.

[11]  SharmaJb, Karmakar D, Kumar R, Shamim Sa, Kumar S, Singh N, Et Al. Comparison Of Pet/Ct With Other Imaging Modalities In
Women With Genital Tuberculosis. Int J Gynaecol Obstet 2012;118:123-8.

[12]  Malhotra N, Sharma V, Bahadur A, Sharma Jb, Roy Kk, Kumar S. The Effect Of Tuberculosis On Ovarian Reserve Among Women
Undergoing Ivf In India. Int J Gynaecol Obstet 2012;117:40-4.

[13]  Gurgan T, Urman B, Yarali H. Results Of In Vitro Fertilization And Embryo Transfer In Women With Infertility Due To Genital
Tuberculosis. Fertil Steril 1996;65:367-70.

[14]  Marcus Sf, Rizk B, Fountain S, Brinsden R. Tuberculous Infertility And In Vitro Fertilization. Am J Of Ob.Gyn 1994;171:15936.

[15] Kumar A, Rattan A. Antigonadotrophic Effect Of Mycobacterium Tuberculosis. Horm Metab Res 1997;29:501-3.

[16]  Jindal Un, Verma S, Bala Y. Favorable Infertility Outcomes Following Anti-Tubercular Treatment Prescribed On The Sole Basis Of
A Positive Polymerase Chain Reaction Test For Endometrial Tuberculosis. Hum Reprod 2012;27:1368-74.

DOI: 10.9790/0853-2401033134 www.iosrjournals.org 33 | Page



Role Of Empirical Therapy In Infertility In A Private Health Care

[17]  Jindal Un. An Algorithmic Approach To Female Genital Tuberculosis Causing Infertility. Int J Tuberc Lung Dis 2006;10:1045-50.

[18]  Sharma Jb, Roy Kk, Pushparaj M, Kumar S. Hysteroscopic Findings In Women With Primary And Secondary Infertility Due To
Genital Tuberculosis. Int J Gynaecol Obstet 2009;104:49-52.

[19]  Sharma Jb, Roy KKk, Pushparaj M, Karmakar D, Kumar S, Singh N. Increased Difficulties And Complications Encountered During
Hysteroscopy In Women With Genital Tuberculosis. J Minim Invasive Gynecol 2011;18:660-5. 20. Malhotra N, Bahadur A, Singh
N, Kalaivani M, Mittal S

DOI: 10.9790/0853-2401033134 www.iosrjournals.org 34 | Page



