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Trans sexualism
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In the March issue of the Journal of the Chinese Medical
Association, one topic addressed a very important issue about
metabolic effects of cross-sex hormone therapy (HT) in transgen-
der individuals.! The authors retrospectively evaluated the meta-
bolic changes in 110 transgenders, including 65 transmasculine
subjects (also: female-to-male, transman, transgender male,
which refers to individuals assigned female at birth but show
identify and live as men)* and 45 transfeminine subjects (also:
male-to-female, transwoman, transgender female, which refers to
individuals assigned male at birth but show identify and live as
men)? between before and after the gender affirming hormonal
therapy (HT).! As expected, the transmen showed the increased
bad lipid profiles, such as the increased low-density lipoprotein
cholesterol (LDL-C) and decreased high-density lipoprotein cho-
lesterol (HDL-C) after androgen use and by contrast, the trans-
women had a better lipid profile, such as a decreased LDL-C
after the use of female HT.! With the aforementioned results,
the authors concluded that gender-affirming HT (androgen)
increased the relative cardiovascular (CV) risk in transmen.!
Although their study did not add new information, the topic dis-
cussing the issue of trans sexualism is still worthy of discussion.

First, CV disease and chronic kidney disease (CKD) are com-
plex diseases of multifactorial origin, which is a gender differ-
ence in the incidence and severity of the disease, and in that
women, especially before menopause, have a significantly lower
risk of CVD and CKD than men.>* However, the gender-related
disease risk may be related to different gender hormone, regard-
less which gender is. Evidence has shown that the increased male
hormone serum levels in female population are strongly corre-
lated with the increased risk of CVD.* Among these, polycystic
ovary syndrome may be one of best examples.””

In their study, this hypothesis seems to be supported by their
study, since according to the significant increase of LDL-C
and decrease HDL-C in transmen treated with androgen, the
authors concluded this androgen-related change of lipid pro-
file may increase the CVD risk in transmen.! We do not want
to argue this conclusion. Elevated serum levels of LDL-C have
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been definitively demonstrated to be a cause of atherosclerotic
CVD.*!"! Furthermore, based on the rule of “the lower the bet-
ter,” “the earlier the better,” and “the longer the better” for the
reduction of LDL-C concentration, an recognition of the criti-
cal role in the primary or secondary prevention or atheroscle-
rotic CVD by reducing lifetime exposure to LDL-C has been
much more acceptable in clinical practice,”'° contributing to the
fact that the trends lead us to expect near-universal coverage
of LDL-C reducing agents in individuals at the greatest risk.’
Therefore, if the transmen are expected to have progressively
increased serum levels of LDL-C, some strategies to interrupt
this bad way may be needed. However, the questions are raised
where is a way to go to obtain the maximum possible health
benefits from these strategies. The first argument is “Are they
the targeted individuals?” The second argument is “What are
the idea serum concentrations of LDL-C to be achieved?” A sys-
tematic evidence review for the US Preventive Service Task Force
raised one of important limitations about the aforementioned
issues. For example, the uncertainty of thresholds (cut points)
for defining elevated LDL-C concentration makes the prevalence
of dyslipidemia (and diagnostic yield) difficult to interpret. The
thresholds may over- or under-identify subjects, depending on
age and gender. However, for trans sexualism, which gender of
these should be classified?

Additionally, based on the publication of the European
Society of Cardiology/European Atherosclerosis Society 2019
lipid guidelines as well as the 2017 Taiwan lipid guidelines,!>!?
evidence is strong to support the targeted levels of LDL-C as
less than 55 mg/dL or even lower than 40 mg/dL, especially for
very high-risk patients. However, the certain differences have
been existed between western countries and Taiwan.!* Of most
importance, the discrepancy of targeted serum level of LDL-C
between western countries and Taiwan is not only limited to
high-risk patients but also involved in general population. In
fact, there is still absent of concept whether “intensity-driven”
or “target-driven” approach to reduce the risk of atherosclerotic
CVD should be to follow. Many causes have been supposed to
explain the above-mentioned controversies. Cost is probably
not a major contributor to these differences.” The overlooked
risk of high serum levels of LDL-C, poor compliance, nonad-
herence/intolerance of lipid-lowering agents, and occurrence of
adverse events, regardless lipid-lowering agents-related or -unre-
lated may partly play a much more critical role of the enlarged
gap between lowering LDL-C levels and decreased risk of ath-
erosclerotic CVD.

Second, as shown above, it is hard to convince these transmen
or even general population to accept that they with the trend of
the increased LDL-C will be vulnerable to risk of atherosclerotic
CVD. According to the results of their study,' the statistically sig-
nificant increase of LDL-C in transmen from baseline with absence
of transgender HT to the end (between 12 and 24 months after
transgender HT) by 124.3+3.7mg/dL to 131.3+3.9mg/dL and
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median difference between two was only 7mg/dL. Does this little
difference contribute to any deterioration in their global health?
It is difficult to reflect this statistical significance to the clinical
significance, if no evidence was found for an effect of treatment
on health outcomes in the transgenders. In addition, as shown
before, we should keep in mind that interpretation of results from
any study should be taken into consideration by looking at the
actual clinical significance and should not be missed by statistical
significance.'®!

The well-known positive correlation between higher LDL-C
concentrations and higher atherosclerotic CVD risks has been
definitively demonstrated to be an important issue for trans sexu-
alism subjects, especially transmen when clinicians face these
transgenders. According to their report, increasing recognition is
given to the modulating lifetime exposure to LDL-C when this
androgenic hormone is given. It is clear that these trends are all in
the right direction, but the there is still a big challenge to deal with
these transgenders, not only on an involvement of physiological
changes but also on consideration of psychological supports. We
are looking forward to seeing more studies focusing on this topic
to enhance the global health in this transgender population.

ACKNOWLEDGMENTS

This article was supported by grants from the Ministry of
Science and Technology, Executive Yuan, Taiwan (MOST
109-2314-B-075B-014-MY2 and MOST 109-2314-B-075-
056), and Taipei Veterans General Hospital (V110C-082, and
VGH109E-005-5). The authors appreciate the support from
Female Cancer Foundation, Taipei, Taiwan.

REFERENCES

1. Liu YH, Wu TH, Chu CH, Lin YC, Lin LY. Metabolic effects of cross-
sex hormone therapy in transgender individuals in Taiwan. | Chin Med
Assoc 2021;84:267-72.

2. Huang BS, Lee WL, Wang PH. The slowing down of renal deteriora-
tion but acceleration of cardiac hypertrophy: is the estrogen receptor-o
a hero or villain? Am | Physiol Renal Physiol 2014;307:F1352-4.

458

10.

11.

12.

13.

14.

15.

J Chin Med Assoc

. Lee WL, Cheng MH, Tarng DC, Yang WC, Lee FK, Wang PH. The ben-

efits of estrogen or selective estrogen receptor modulator on kidney and
its related disease-chronic kidney disease-mineral and bone disorder:
osteoporosis. | Chin Med Assoc 2013;76:365-71.

. Lee YL, Hsu TF, Jiang LY, Chao HT, Wang PH, Chen Y]J. Transvaginal

natural orifice transluminal endoscopic surgery for female-to-male
transgender men. | Minim Invasive Gynecol 2019;26:135-42.

. Seow KM, Chang YW, Chen KH, Juan CC, Huang CY, Lin LT, et al.

Molecular mechanisms of laparoscopic ovarian drilling and its thera-
peutic effects in polycystic ovary syndrome. Int ] Mol Sci 2020;21:8147.

. Cabus U, Kabukcu C, Fenkci S, Caner V, Oztekin O, Fenkci V, et al.

Serum Caspase-1 levels in women with polycystic ovary syndrome.
Taiwan | Obstet Gynecol 2020;59:207-10.

. Simsir C, Pekcan MK, Aksoy RT, Ecemis T, Coskun B, Kilic SH, et al.

The ratio of anterior anogenital distance to posterior anogenital dis-
tance: a novel-biomarker for polycystic ovary syndrome. | Chin Med
Assoc 2019;82:782-6.

. Li E Hu Y, Zeng ], Zheng L, Ye P, Wei D, et al. Analysis of risk fac-

tors related to gestational diabetes mellitus. Taiwan | Obstet Gynecol
2020;59:718-22.

. Banach M, Penson PE. Statins and LDL-C in secondary prevention-so

much progress, so far to go. JAMA Netw Open 2020;3:¢2025675.

Yao X, Shah ND, Gersh BJ, Lopez-Jimenez F, Noseworthy PA. Assessment
of trends in statin therapy for secondary prevention of atherosclerotic
cardiovascular disease in US adults from 2007 to 2016. JAMA Netw
Open 2020;3:¢2025505.

Lozano P, Henrikson NB, Morrison CC, Dunn J, Nguyen M, Blasi P, et
al. Lipid screening in childhood for detection of multifactorial dyslipi-
demia: a systematic evidence review for the U.S. Preventive Services Task
Force [Internet]. Rockville, MD: Agency for Healthcare Research and
Quality (US); 2016. Report No.: 14-05204-EF-1. PMID: 27559550.
Mach F Baigent C, Catapano AL, Koskinas KC, Casula M, Badimon L,
et al; ESC Scientific Document Group. 2019 ESC/EAS Guidelines for the
management of dyslipidaemias: lipid modification to reduce cardiovas-
cular risk. Eur Heart ] 2020;41:111-88.

Li YH, Yeh HI, Jeng JS, Charng MJ. Comparison of the 2017 Taiwan
lipid guidelines and the Western lipid guidelines for high risk patients. |
Chin Med Assoc 2018;81:853-9.

Lee WL, Lee FK, Wang PH. The predictors of sepsis-related acute kidney
injury. | Chin Med Assoc 2021;84:243-4.

Lee FK, Huang HY, Wang PH. Can the simple parameter of peripheral
hematological examination predict the outcome in patients with septic
acute kidney injury? | Chin Med Assoc 2021;84:336-7.

Www.ejcma.org





