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Three Chinese Cases of Familial Male-limited Precocious Puberty (FMPP) Caused by a
Heterozygous Mutation (M398T ) in Luteinizing Hormone/choriogonadotropin Receptor
(LHCGR) Gene

SU Zhe, MA Hua-mei*, LI Yan-hong, DU Min-lian
(Department of Pediatrics, The First Affiliated Hospital, Sun Yat-Sen University, Guangzhou 510080, China)

Abstract: [Objective] To provide a descriptive analysis of familial male-limited precocious puberty (FMPP), which is a rare
inherited disease caused by heterozygous constitutively activating mutations of the luteinizing hormone/choriogonadotropin receptor
gene (LHCGR) and is not well characterized in China. [Methods] We reported 3 cases of FMPP who had undergone LHCGR gene
analysis and made a review of the literatures. [Results] The patient 1 and patient 3 were both 5-year-old boys who started to develop
penile enlargement and accelerated height velocity at the age of 4 years. They were diagnosed with peripheral precocious puberty.
There were 6 males in 4 generations of patient 1, including patient 2 (the father of patient 1), were reported to have similar history.
Their reported adult heights ranged from 155 c¢m to 164.5 ¢cm. All the three patients were found to carry the same heterozygous c.
1193T>C (M398T) mutation in LHCGR gene exon 11, which was not found from the mother of patient 1 and father of patient 3.
Patient 1 presented stable size of penile with no erection and slowed down growth velocity with no side effect on the combined
treatment of letrozole and spironolactone. [ Conclusion] Genetic analysis can be a useful diagnostic tool especially for sporadic FMPP
cases. Combined treatment with aromatase inhibitor and anti-androgen agent can relief the symptoms and improve adult height.
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Table 1 Basal serum hormone levels and gonadotropins levels response to GnRHa stimulation

FSH/(1U/L) LH/(IU/L) T/(ng/mL) E2/(pg/mL) P/(ng/mL) 17-OH-P/(ng/mL) DHEAS/(jmol/L) A*A/(nmol/L)

Patient 1 Baseline 0.14 0.15 221 / / 0.32 0.41 <1.05
60 min 1.99 1.81

Patient 3 Baseline < 0.07 <0.07 2.39 <10 0.2 0.95 0.35 <1.05
60 min 0.59 0.68

FSH: Follicle-stimulating hormone; LH: Luteinizing hormone; T: testosterone; E2.17 B estradiol; P:progesterone; 17-OH-P.17-

hydroxyprogesterone ; DHEAS: dehydroepiandrosterone sulfate; A*A: androstenedione
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Fig.1 Sequencing results of LHCGR gene exon 11 in the family of patient 1
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Fig.2 Sequencing results of LHCGR gene exon 11 in the
family of patient 3
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