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Introduction
Menopause hormone therapy (MHT) is the best option for the 
management of vasomotor symptoms, the genitourinary syn-
drome of menopause (GSM) and the prevention of bone loss [1].  
However, in 2002, the preliminary publishing of data of the com-
bined arm estrogen progestogen (E+P) of the Women Health 
Initiative study (WHI) reporting that women users of MHT, spe-
cifically equine conjugated estrogens and medroxyprogester-
one acetate, showed a greater risk of breast cancer, cardiovascu-
lar disease, cerebrovascular accidents and thrombosis and this 
unchained mediatic disinformation that didn’t take in account 
that the study was not concluding and that other studies had dif-
ferent results [2].

    Before the WHI, more than 90 million women used MHT in 
the world and, after its publication, prescription decreased in 63% 
mostly because of fear of breast cancer [3]. With the publication 
of the preliminary results of the WHI publication, the support of 
many media personalities and celebrities [4], the coverage of the 
media and the economic interests of certain health professionals 
and pharmaceuticals [5] became the perfect scenario for the world-
wide growth of industries devoted to the manufacture of  bioiden-
tical hormonal, enhanced also by the fact that women wanted an 
alternative or “natural” therapy for the treatment of their meno-
pause related symptoms. 

Terminology
Sexual steroids bioidentical hormonal therapy: Estradiol and 
progesterone are the only ones approved by the Food and Drug 
Administration of the United States (FDA). Bioidentical hormonal 
compounds (BHC): They are “compounds that have exactly the 
same chemical and molecular structure than the hormones pro-
duced in the human body”. Generally, they are steroids of plant 
origin that are not approved by the FDA for the treatment of meno-
pausal symptoms [6] and they include galenic preparations and the 
subdermal implants also called “pellets. 

  Estradiol and progesterone, along with others BHC, have been 
promoted as a safer and more efficient alternative for traditional 
MHT, even when many of these formulation lack of the super-
vision and the endorsement of the FDA. Currently, there is no 
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scientific evidence that supports that treatment with BHC could 
be more effective and/or safer than conventional MHT; however, 
as a result of unfounded affirmations many patients take BHC as 
natural derivates, falsely believing that they are a safer option [7].

What are bioidentical hormones and what are 
bioidentical hormonal compounds? 
Bioidentical hormones
Bioidentical hormones have the same molecular structure than a 
hormone that is produced in the body; they are regulated by the 
state pharmaceutical committees, recently by the FDA, and they 
have published evidence. 

Bioidentical Hormonal Compounds (BHC) 
BHCs usually contain estrogens and progesterone, sometimes with 
testosterone, pregnenolone or dehydroepiandrosterone (DHEA). 
Formulations include sublingual, oral, transdermal, vaginal ovules, 
biodegradable subdermal implants or an oral presentation use that 
is placed between gums and cheeks. BHC preparations include 
the same ingredients available in the United States pharmacopeia 
used by the pharmaceutical industry for the massive production 
of FDA approved hormonal products but they are compounded 
or prepared in local pharmacies.  However, BHC preparations are 
not subjected to the same federal laws designed to regulate mas-
sive produced drugs, since they are considered cosmetic products 
and not medications in their strict regulation.  

Use of Bioidentical Hormonal Compounds  
The use of BHC has grown in the last years according to data 
from a survey published in the Menopause journal; 28 to 68% of 
women use these kind of compounds [8,9]. Regarding the prescrip-
tion of bioidentical hormones, published data inform that annually 
prescriptions of hormonal products with sexual steroids properly 
approved by the FDA (combination of estrogens + progestogens) 
increase up to 2.2 million. Interestingly, BHCs that have not been 
approved by the FDA for their conjoint use (estradiol and proges-
terone), currently represent 6 million prescriptions for each one 
and, finally, for BHCs not approved by the FDA as bioidentical 
compounds (estradiol + progesterone), the estimation is of 21 to 
39 million prescriptions a year [10].

Safety of Bioidentical Hormonal Compounds  
Recently, the North American Menopause Society (NAMS) and 
the National Academies of Sciences, Engineering and Medicine 
(NASEM), as well as the American College of Obstetricians and 
Gynecologists (ACOG) have expressed their concerns about the 
use of BHCs, including subdermal implants, also called pellets, 
as an alternative to the FDA approved hormonal products. Some 
patients and professionals think BCHs are more effective and 
safer than FDA approved bioidentical hormones and have become 
very popular despite the possible risks related to their use [7,11,12].  

Inconsistencies of Bioidentical Hormonal 
Compounds 
The contents analysis of BHCs showed important variations 
regarding their potency; some studies show up to 31% variation 
in relation to the specified compound. The second evaluation per-
formed to these bioidentical hormonal compounds also showed 

variations related to their potency of up to 33% [8,13]. The lack of 
an appropriate labeling and the absence of the regulation of these 
BHCs allow the inconsistencies observed in their bio-equivalency 
that represent a risk for users’ health. There is limited evidence 
regarding the organic consequences of the use of BHC, including 
the risk of endometrial cancer, since the excess of estrogens in 
combination with an unsuitable dose of progesterone can generate 
consequences that are harmful to users’ health [8,14].

Positioning of international organisms regarding 
the use of non-FDA approved bioidentical hormonal 
compounds 
In July, 2020, NASEM [15], expressed their concern regarding the 
safety and efficacy of bioidentical hormonal compounds; this posi-
tioning was directly favored by the FDA, that requested NASEM 
for the evidence recompilation regarding BHC use.

   After two years of reviewing literature, NASEM concluded that 
there is limited evidence that can support the use of non-FDA 
approved BHCs. The most important issues that were exposed 
were related to the incorrect labeling of the compounds, the scarce 
quality of studies related to their pharmacokinetics and bioavail-
ability, the technical difficulty of the manufacturing of “pellets”, 
as well as insufficient quality evidence about safety and clini-
cal effectiveness of these non-FDA approved BHCs. Despite the 
fact that most of those who promote the use of these non-FDA 
approved BHCs defend their safety and effectiveness, there are 
not enough studies that support these statements. One study, pub-
lished in 2021 [16], shows that BHCs do not have the labeling 
and the warnings required by the sanitary authorities, in addition 
to the fact that are produced in a galenic manner in pharmacies 
that do not have the regulation that is demanded to the pharma-
ceutical laboratories regarding sterility and Good Manufacturing 
Practices. It is also showed there that BHCs are commonly pre-
scribed by “antiaging” doctors and not by gynecologists. Even 
though absence of evidence is not evidence of absence, inter-
national scientific committees prefer not to recommend the use 
of these compounds until there is more research and studies that 
support their safety and efficacy [7].

   The International Menopause Society (IMS) and the ACOG 
consider that the so called BHC use this name for marketing pur-
poses and due to their ambiguity, since they refer to a hormonal 
preparation that includes a mixture of several hormones that can 
include estradiol, estrone, estriol, progesterone, testosterone and 
dehydroepiandrosterone. The IMS recommends not to prescribe 
BHCs due to the lack of enough scientific information regarding 
quality, control and regulation, as well as the fact that patients are 
not properly informed when coming for consultation asking for 
these compounds, contrary to orienting them to use already offi-
cially regulated products [17].
   The American Association of Clinical Endocrinologists (AACE) 
and the American College of Endocrinology (ACE), published in 
2017 their position regarding the management of menopause; both 
organizations agree on not recommending the use of BHCs because 
there is not enough information about their safety and efficacy [18]. 
   Recently, in Mexico, the Federal Commission for Protection 
Against Sanitary Risks (COFEPRIS), warned about the use of 
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BHC for the treatment of menopausal symptoms since these prod-
ucts are sold as nutritional supplements in the form of gels, pow-
ders, gummies, creams, and lack COFEPRIS authorization [19].
Bioidentical hormones used in MHT are approved by medical 
associations and can be commercially manufactured. This includes 
hormones like estradiol and progesterone, which are available in 
FDA-approved combinations.
   Conversely, treatment with BHC carries additional risks. 
Although the hormones are identical to those naturally produced 
by the body, they may be prepared in combinations that have not 
been thoroughly studied. For instance, the inclusion of testoster-
one or other hormones, or the use of estradiol and progesterone 
in untested ratios, which could increase the risk of endometrial 
cancer if the progesterone dosage is insufficient.
   This is a key concern of medical associations, as they empha-
size that such combinations may lack adequate regulation, with 
inconsistencies in proportions or composition between batches. 
Additionally, alternative delivery methods, such as hormone pel-
lets, raise concerns due to their uninvestigated pharmacokinetics 
and pharmacodynamics.

POESIT recommendations
In 2024, the collaborative group POESIT published recommen-
dations regarding the management of body-identical hormones 
for menopausal symptoms and they emphasized that regulated 
body-identical hormone therapy (r-BHT), particularly 17β-es-
tradiol (E2) and micronized progesterone (P4), is effective and 
well-supported by scientific evidence for symptom relief. They 
highlight findings from the REPLENISH study, which demon-
strated that a combination of 1 mg E2 and 100 mg P4 effectively 
reduced hot flashes, improved sleep quality, and had no significant 
negative impact on lipid, glucose, or coagulation parameters. The 
article concludes by advising that non-regulated body-identical 
hormones could pose safety risks due to the lack of rigorous test-
ing, and they recommend the use of regulated formulations for 
safer and more effective treatment [20].

Positioning of FLASCYM
• There are inconsistencies regarding potency, bio-equivalency 

and information regarding the quality of BHCs. 
• The lack of scientific essays and studies properly designed 

regarding the use of bioidentical compounds brings concerns 
related to the correct doses and efficacy of any BHC. 

• Even though there is few information and scarce publications 
about the possible adverse events related to the use of BHCs, 
this does not mean that they are not safe, since the current 
information is very limited. Long term consequences of the 
use of these BHCs are unknown. 

• In agreement with NAMS, IMS, AACE, ACE and ACOG, 
FLASCYM does not recommend the use of BHCs, specially 
the implants (“pellets”). 

References

1. Santoro N, Braunstein GD, Butts CL, Martin KA, McDermott M, 
Pinkerton JV. Compounded Bioidentical Hormones in Endocrinology 
Practice: An Endocrine Society Scientific Statement. J Clin 
Endocrinol Metab. 2016;101(4):1318-1343.

2. Rossouw JE, Anderson GL, Prentice RL, et al. Risks and bene-
fits of estrogen plus progestin in healthy postmenopausal women: 
principal results from the Women’s Health Initiative randomized 
controlled trial. JAMA. 2002;288(3):321-333.

3. Lobo RA. Where are we 10 years after the Women’s Health 
Initiative? J Clin Endocrinol Metab. 2013;98(5):1771-1780.

4. Oprah Winfrey; subject:  hormones.  What I  know 
for sure. Available at: https://www.oprah.com/spirit/
what-oprah-knows-for-sure-about-menopause-and-hormones    

5. Roser MA. “Ethical questions raised as doctors partner with phar-
macies”. Austin American-Statesman 2013. 

6. McBane SE, Borgelt LM, Barnes KN, Westberg SM, Lodise NM, 
Stassinos M. Use of compounded bioidentical hormone therapy 
in menopausal women: an opinion statement of the Women’s 
Health Practice and Research Network of the American College 
of Clinical Pharmacy. Pharmacotherapy. 2014;34(4):410-423.

7. NAMS Position Statement. The 2022 hormone therapy position 
statement of The North American Menopause Society. Menopause 
2022;29(7):767-794.

8. Gass ML, Stuenkel CA, Utian WH, et al. Use of compounded hor-
mone therapy in the United States: report of The North American 
Menopause Society Survey. Menopause. 2015;22(12):1276-1284.

9. Pinkerton JV, Pickar JH. Update on medical and regulatory issues 
pertaining to compounded and FDA-approved drugs, including 
hormone therapy. Menopause. 2016;23(2):215-223.

10. Pinkerton JV, Santoro N. Compounded bioidentical hormone ther-
apy: identifying use trends and knowledge gaps among US women. 
Menopause. 2015;22(9):926-936.

11. Committee on Clinical Consensus–Gynecology. Compounded 
Bioidentical Menopausal Hormone Therapy. Obstetrics & 
Gynecology. November 2023;142(5). Available at: https://www.acog.
org/clinical/clinical-guidance/clinical-consensus/articles/2023/11/
compounded-bioidentical-menopausal-hormone-therapy

12. Stanczyk FZ, Niu C, Azen C, Mirkin S, Amadio JM. Determination 
of estradiol and progesterone content in capsules and creams from 
compounding pharmacies. Menopause. 2019;26(9):966-971. 

13. Constantine GD, Kessler G, Graham S, Goldstein SR. Increased 
Incidence of Endometrial Cancer Following the Women’s Health 
Initiative: An Assessment of Risk Factors. J Womens Health 
(Larchmt). 2019;28(2):237-243.

14. The Clinical Utility of Compounded Bioidentical Hormone 
Therapy 2020.   National Academy of Sciences. Available at: 
https://www.nationalacademies.org/our-work/clinical-utili-
ty-of-treating-patients-with-compounded-bioidentical-hor-
mone-replacement-therapy 

15. National Academies of Sciences, Engineering, and Medicine; 
Health and Medicine Division; Board on Health Sciences Policy; 
Committee on the Clinical Utility of Treating Patients with 
Compounded Bioidentical Hormone Replacement Therapy. The 
Clinical Utility of Compounded Bioidentical Hormone Therapy: 
A Review of Safety, Effectiveness, and Use. Jackson LM, Parker 
RM, Mattison DR, editors. Washington (DC): National Academies 
Press (US); 2020

16. Stuenkel CA. Compounded bioidentical menopausal hormone 
therapy - a physician perspective. Climacteric. 2021;24(1):11-18.

17. Baber RJ, Panay N, Fenton A; IMS Writing Group. 2016 IMS 
Recommendations on women’s midlife health and menopause 
hormone therapy. Climacteric. 2016;19(2):109-150.

18. Cobin RH, Goodman NF; AACE Reproductive Endocrinology 
Scientific Committee. American Association of Clinical 
Endocrinologists and American College of Endocrinology 
Position Statement on Menopause-2017 Update. Endocr Pract. 
2017;23(7):869-880.

19. Cofepris, declaración 29 de junio 2022. Available at: https://
www.gob.mx/cofepris/articulos/cofepris-alerta-sobre-uso-de-hor-
monas-bioidenticas-para-tratar-premenopausia-y-posmenopausia 

20. Palacios S, Rebelo C, Casquilho A, et al. POESIT recommenda-
tions on management of body-identical hormones in menopausal 
symptoms. Climacteric. 2024;27(4):340-350.


