LETTER TO THE EDITOR

Late complications after
allogeneic hematopoietic cell
transplant

I read with interest the excellent article by Granat
et al' on long-term management after allogeneic
hematopoietic cell transplant. As the authors not-
ed, most patients will experience premature ovarian
insufficiency (POI) after treatment. Premature (be-
fore age 40) and early (before 45) loss of estrogen
are associated with multiple negative consequences,
including adverse cardiovascular, neurologic, mor-
tality, bone, quality-of-life, and sexual-health out-
comes.” There is agreement that POl management
should include menopausal hormone therapy (MHT)
at higher doses to correct the physiologic deficiency
until at least the age of natural menopause (age 51 or
52).2 The notable exceptions are the small percent-
age of women who would require antiestrogen ther-
apies to treat their condition. Yet in clinical practice
young individuals are frequently asked to discontinue
MHT based on misinterpretation of risks that apply
to women who start hormones in their 60s or later.
Thus, clarification of MHT risks is critical to the care
of young cancer survivors with POI.

The authors caution about endometrial cancer risk
with MHT, but this is only a concern when estrogen
is used unopposed (without adequate progestin) in
individuals with a uterus. Appropriately dosed MHT
has been associated with a neutral to decreased risk
of endometrial cancer and hyperplasia.’” To ensure
endometrial safety, progestin should be offered for no
less than 12 days of each month, at a dose to match
the higher estrogen doses typically required to reach
physiologic premenopausal ranges.

CLEVELAND CLINIC JOURNAL OF MEDICINE ~ VOLUME 91 ¢ NUMBER 1

The authors also note the importance of assessing
fracture risk and discuss treatment options such as
bisphosphonates. MHT has been associated with pres-
ervation of bone density and fracture reduction at all
sites (including the hip). In contrast to other osteopo-
rosis therapies mentioned in the article, MHT has not
been associated with risks of long-term suppression of
bone turnover, such as osteonecrosis of the jaw or atyp-
ical femoral hip fractures. Given that women under
age 50 have relatively lower fracture risk, MHT is an
important option to postpone the need for other bone
agents in those with POI, thereby limiting the dura-
tion of exposure and the rare risks of long-term bone
suppression. Women who have undergone hemato-
poietic cell transplant and who suffer from POI should
be reassured that MHT at physiologic dosing offers a
favorable risk-benefit ratio, including protection from
bone loss, without increased risk of endometrial cancer
when correct formulations are chosen.
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