Successful term pregnancy using oral DHEA to restore serum estradiol in a 39 year old
with 5 recurrent pregnancy losses including a fetal demise at 19 weeks: a case report
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Abstract History and Clinical Presentation

« 39-year-old female with nine previous pregnancies First attended our clinic in June 2020. At that time she was 39 years old. Her husband was 40 years old. She worked as a o Etiology of RPL is multifactorial and treating all
including 4 live births and 5 pregnancy losses school nurse and he as a teacher. Both were non-smokers, exercised regularly and generally healthy. Both had minimal identifed abnormalities is an effective RRM
« low progesterone in the luteal phase was found alcohol use and no illicit drug use. At that time, she had a total of 9 pregnancies with 4 live births and 5 pregnancy losses. approach to treating infertility and recurent
after the 4t pregnancy loss (PL) #6: PL, normal placental pathology, no autopsy or chromosomal testing done Table 1. Estradiol monitoring during pregnancy #9 miscarriage.®®
« 5'" PL occurred at 8 weeks despite progesterone #7: PL, no chromosomal testing done « During pregnancy #9 low estradiol levels were found
supplementation and ASA #8: PL, on low dose ASA, D&C done, no tissue sent for chromosomal testing 4 ~1,800 639  ASA but not treated. Low estradiol levels have been
. Estradiol levels were found to be low during this 9t #9: PL, faciltated pregnancy after 4 cycles of ovulation induction with . e T Progesterone shown to be associated with PL.©¢:)
pregnancy Clomiphene and HCG for luteal phase support. On ASA 81mg and progesterone 8 430 60.8  Fetal heartbeat on US « Other potential underlying causes included adrenal
o In our care, hypoandrogenemia was also discovered Suppositories (400 mg ghs) during the pregnancy, : ot S - insufficiency (blunted cortisol curve), endometritis
« RRM multifactorial approach to treatment included no tissue sent for chromosomal testing 0 2 el miscalnies (tail-end brown bleeding), autoimmune factors
follicle stimulation with letrozole and DHEA Image 1. Historical Timeline (family history) and endometriosis (clinically).
o Estradiol levels were followed and DHEA titrated Positive family history of autoimmune disease pae 53 pesr Ao « chronic endometritis was treated with 21 days of
through the 10 pregnancy Normal parental karyotypes I el i e on antibiotics in both partners
« Healthy baby girl delivered at 38+3 weeks Normal thrombophilia screen, thyroid panel, prolactin and no insulin resistance A A « Low dose naltrexone 4.5 mg QD to treat possible
« Low estradiol levels as a cause for RPL should be Normal hysterosalpingogram (HSG) 5y ) ) | B endometriosis and inflammation.
considered and treated with DHEA supplementation « Poor follicle function was treated with Letrozole
, Investigations and Treatment I 17.5 mg on day 3 of the cycle. |
Introduction | | | o = o o Luteal phase deficiency was treated with HCG SC
Sallva ry CortISOI and D _lEA teStIng Vagi:a?ledze?ivery \E’:l:;l Vagi:a?ledi?ivery MisAt?:r::\ge Miscaf;'?:gigat 10w 2500 IUI 2000 |U and 1500 IU on days 3) 5 and 7
° Recurrent pregnancy IOSSéRPIa) or recurrent _b unted Cort|sol Curve |nd|cat|ng Chror"C stress bu rden and ofhea::;baby hg::;:‘t:’rz:;y ofheagiwbaby at 8w Fai:izaielgrglrsggsgcy respectlvely pOSt OVUlat|On.
miscarriage Is a common but devastating occurance HPA axis d_VSf_U“C’F'O”. | | | o SR « DHEA was started pre-conception to improve
in pregnancy a.m.d.affects at least 2% of alll couples -low DHEA indicating immune dysregulation, ovarian aging suppositocs, low dose follicular function and to increase estradiol levels
(using the definition of 2 or more losses) Menstrual cycle charting revealed dysmenorrhea, dyspareunia, premenstrual spotting and tail-end brown bleeding which after conception.©
. FPL:edejS ti bilﬂ:the.Stllga;ed.anld Undsﬂl\'mg CIaUSZS could indicate endometriosis, luteal phase deficiency and/or endometritis . Progesterone was added following a positive
reate , J€ 1o thenigh physical, ps.yc ° Og'C? ar.w pregnancy test and titrated to keep progesterone
economic burden of future obstetrical complications RRM diagnoses: hypoandrogenemia, luteal phase deficiency, Monthly blood tests were done to confirm optimal levels in the right zone.
« Thorough investigation generally identifies adrenal fatigue, endometritis, possible endometriosis and estradiol and progesterone levels on day 7 post-ovulation . Prednisolone was started after positive pregnancy
Cf)ntrlbutmg f.act.o.rs In about 50% of CA5€S autoimmune facjcors until pregnancy was confirmed in January 2021, on the test to treat adrenal fatigue and autoimmunity.

- Likely that 3 S||gp|f|fja nt(;wtfjmbher of cz;us.atlve gac;ors The pre-conception treatments used were: third cycle of targeted intercourse . Due to the recurrent pregnancy losses including a
remain uhexplained an it er SINEY I8 MRS 1. Naltrexone 4.5 me, nlghtly late loss, dalteparin was added to ASA as empirical
» Restorative reproductive medicine (RRM) seeks to 2. DHEA 25 mg, twice daily Post-conception treatments used were naltrexone and treatment despite negative thrombophilia work-up.

Manage mfgrtlllty and RPL fron? 2] SBRIEEIE 3. 21 day course of doxycycline + azithromycin of both partners DHEA (titrated to estradiol levels) continued as above and:
multlfa.ctorlal approach by fmdmg anql treating all 4. Letrozole 2.5mg x 7 tablets (17.5 mg) on day 3 of cycle 1. ASA 162mg daily .
potential Ejnderlymg f?th;rS contributing to 5. HCG 2,500/2,000/1500 IU on days 3, 5, and 7 post-ovulation 2. subcutaneous dalteparin injections daily Conclusions
rReRpI\r/IoSuctI;ve dyifunctltonb lonct . 3. prednisolone 20mg from weeks 5-9, tapered By treating all the potential underlying causative
« RRIVENES DEEn ShOWR 1O DE at fedst as successtulin and discontinued by 12 weeks factors, we were able to help this couple successfully
achlevmg !'Ve births as (.:Ompa red to assisted Table 2. Estradiol and Progesterone monitoring and treatments during pregnancy #10 4. progesterone 400mg PV twice daily conceive and deliver a healthy baby after her 5
reproductive technologies (ART)3* _ .
SHEA | pagio b " o Adusted | ool | Progesterone | Beta HCG : pregnancy losses one of which was a late loss. Of
° tati t t . . .
=A SUPPIEMENTAToNn Nds BEEn SNOWN L0 IMprove age (weeks) | (PMOVL) (nmol/L) (IUL) e Bl particular note is the use of DHEA during pregnancy
follicular function, spontaneous pregnancy, and live <) P . . . ..
. . . 3 670 63.9 On DHEA 25 mg QD and luteal phase HCG preconception CRL 1.13cm PGan . - to titrate and maintain eStrad|O| IEVEIS SUfflC|ent|y
birth rates while hypoandrogenemia (low DHEA) has Qe .4 hich 9 he rick of mi .
been associated with increased risk of miscarriage® 5 1,005 49.6 s ey e e s T i | Igh to reduce the risk of miscarriage.
. . 2 A 047 508 L | Further studies need to be done to establish estradiol
« Low estradiol levels during pregnancy are associated ' ’ FOTIROTONE SUME AT AfEEE e I :
b 2 hioher rick of mi , 4 likewi _ 7 3,282 54.9 105,058 thresholds for gestational age and treatment
Wi d Ig er rls. O mlscarrlage an IKEWISE USIng 8 7,580 39.1 194,243  Progesterone changed to 400 mg pv BID, DHEA decreased to 25 mg gUide“neS as IOW eStradiOI |eve|S can be 3 Significant
DHEA orally during pregnancy has been shown to 9 8,686 85.9 220,247 : 4 | £ ctor in RPL
Improve estradiol Ievels and decrease r‘lsk Of PL6 11 7,326 80.6 7,9561 DHEA increased to 50 mg Image 2: Transvaginal US on 6 Feb 2021 at 7 weeks 4 dayS geStation, .
12 6,687 103.2 Prednisolone tapered and discontinued at 20 weeks Pregnancy #10, RRM treatment protocol
13 11,517 89.2
15 16,915 85.6
17 16,965 101.3
o 19 16,928 100.3 Dalteparin SC increased to 7,500 IU daily at 20 weeks
ContaCt Informatlon 21 30,360 168.9 Reduced DHEA to 25 mg QD References
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