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Plasma serotonin precursors and metabolites as
diagnostic and therapeutic biomarkers for
osteoporosis in postmenopausal women
Peiying Li ∗ , Shuyi Wu , Wenshan Chen , and Minjuan Liu

This study aims to evaluate the diagnostic and therapeutic potential of plasma 5-hydroxytryptamine (5-HT) precursors and metabolites
in postmenopausal osteoporosis (PMOP). A total of 287 consecutive postmenopausal women were retrospectively enrolled. Data
including age, body mass index (BMI), serum calcium, serum phosphorus, menopausal duration, and bone mineral density (BMD) of the
lumbar spine and femoral neck, as well as serum and plasma samples were collected. Based on BMDmeasurements, participants were
categorized into normal, osteopenia, and osteoporosis (OP) groups. Serum β-C-terminal telopeptide of type I collagen and procollagen
type I N-propeptide, along with plasma levels of 5-HT precursors andmetabolites, were measured using Enzyme-linked immunosorbent
assay. Receiver operating characteristic curve analysis, multivariate analysis, and Kaplan–Meier curves were employed to assess the
predictive value of 5-HT precursors and metabolites in PMOP and to evaluate the association between their expression levels and
PMOP risk. Plasma levels of 5-hydroxytryptophan, 5-HT, and 5-hydroxyindoleacetic acid were elevated in PMOP patients and showed
correlations with bone turnover markers and BMD. These biomarkers were identi�ed as independent risk factors for PMOP. Combined
analysis of the three biomarkers demonstrated greater predictive value than individual markers. Elevated levels were particularly
pronounced in women with≥12 years since menopause (YSM), and were associated with a higher risk of developing PMOP.
In summary, 5-HT precursors and metabolites are signi�cantly associated with bone turnover and BMD in postmenopausal women.
They serve as independent risk factors and show strong predictive value for PMOP, suggesting their potential as plasma biomarkers for
diagnosis and treatment. Furthermore, their relationship with YSM highlights their promise as therapeutic targets to delay the onset of
OP in postmenopausal women.

Keywords: Postmenopausal women, plasma, 5-hydroxytryptophan, 5-HTP, 5-hydroxytryptamine, 5-HT, 5-hydroxyindoleacetic
acid, 5-HIAA, osteoporosis, diagnosis, target.

Introduction
Osteoporosis (OP) is a metabolic bone disorder characterized
by reduced bone strength and an increased risk of fracture,
particularly in postmenopausal women [1]. Factors such as hor-
monal changes, aging, genetic susceptibility, and the immune
microenvironment play critical roles in the development of
postmenopausal OP (PMOP), with estrogen deficiency long
recognized as the primary cause [2–4]. Fragility fractures—
especially hip fractures—are the most common and severe
complications of PMOP, resulting in significant pain and sub-
stantial economic burden for patients [5]. As the global pop-
ulation continues to age, the incidence of PMOP has risen
markedly [6]. Therefore, identifying novel therapeutic targets
is crucial for developing more effective treatment strategies.
5-hydroxytryptamine (5-HT), a key monoamine neurotrans-
mitter, can be classified into peripheral and central 5-HT based
on its site of production [7]. In recent years, accumulating

evidence has shown that peripheral 5-HT negatively affects
bone formation by inhibiting osteogenesis and promoting bone
resorption [8–10]. Earlier studies primarily focused on the
role of peripheral 5-HT in respiratory function, vascular tone,
gastrointestinal inflammation, and hemostasis until a break-
through emerged in the study of OP-pseudoglioma syndrome
(OPPG) [11]. OPPG, a condition characterized by blindness
and OP, is caused by mutations in the low-density lipopro-
tein receptor-related protein 5 (LRP5) gene [12]. Conversely,
gain-of-function mutations in LRP5 lead to increased bone
mass [13]. These opposing skeletal phenotypes underscore the
critical role of LRP5 in bonemetabolism regulation [14]. Animal
studies have demonstrated that LRP5 loss-of-function muta-
tions result in OP through elevated peripheral 5-HT levels.
In mice lacking both alleles of LRP5, tryptophan hydroxy-
lase 1 expression in intestinal tissue is upregulated, leading to
increased peripheral 5-HT levels. This, in turn, is associated
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with reduced bone mineral density (BMD), disrupted bone
microarchitecture, and decreased proliferation and differenti-
ation of primary osteoblasts [15]. These findings suggest that
peripheral 5-HT may act directly on its receptors in bone
tissue to inhibit osteogenesis and promote bone resorption.
5-HT signaling exerts dual effects on osteoblasts: centrally,
brain-derived 5-HT functions as a neurotransmitter that stim-
ulates bone formation and inhibits bone resorption; periph-
erally, 5-HT acts hormonally to enhance bone remodeling
while suppressing bone formation [16]. In particular, periph-
eral 5-HT inhibits osteoblast proliferation in mice via activa-
tion of the 5-HT receptor 1B and the transcription factor cyclic
adenosine monophosphate response element-binding protein
(CREB) [17]. 5-hydroxytryptophan (5-HTP), the immediate pre-
cursor of 5-HT, is synthesized from the essential amino acid
L-tryptophan by tryptophan hydroxylase [18]. 5-HTP is widely
used as a dietary supplement to increase 5-HT levels [19].
Meanwhile, 5-hydroxyindoleacetic acid (5-HIAA), the primary
metabolite of 5-HT [20], has been found to negatively correlate
with femur stiffness in rats with chronic kidney disease [21].
However, no studies to date have investigated the roles of 5-HT
precursors and metabolites in PMOP.This study included post-
menopausal women with normal bone mass, osteopenia, and
OP, aiming to evaluate plasma levels of 5-HT precursors and
metabolites across these groups. Additionally, we examined
their associations with bone turnover markers and assessed
their potential diagnostic value in PMOP.

Materials andmethods
Sample size estimation
The sample size estimation was performed using G*Power
3.0.10 software (Düsseldorf University, Düsseldorf, Germany).
The following parameters were used: power = 0.80, α = 0.05,
effect size = 0.25, and number of groups = 3. F-tests
(analysis of variance [ANOVA]: fixed effects, omnibus, one-
way) were used to calculate the sample size. The results
indicated that the minimum required sample size was 159
(Figure S1).

Study subjects
This single-center, retrospective cohort study included329con-
secutive PM women admitted to the Tenth Affiliated Hospital
of Southern Medical University (Dongguan People’s Hospital)
between June 2020 andApril 2024. After applying the inclusion
andexclusion criteria, 287PMwomenwereultimately enrolled.
Based on BMD measurements, participants were categorized
into three groups: normal (n= 79), osteopenia (n= 93), and OP
(n = 115). A BMD T-score of ≥ −1.0 was considered normal, a
score between−2.5 and−1.0 indicated osteopenia, and a score
of≤ −2.5 defined OP [22].

Inclusion and exclusion criteria
Inclusion criteria were as below: 1) diagnosed as PM women;
2)meetingOP-associated diagnostic criteria [23] and diagnosed
withOP for the first time [based on the results of BMDmeasure-
ment by dual-energy X-ray absorptiometry (DXA), where the

T-value/Z-value of the BMD determined by DXA was ≤ −2.5];
3) complete clinical data.

Exclusion criteria were as follows: 1) comorbidities of other
chronic disorders or endocrine disorders influencing bone
metabolism, comprising malignant tumors, hyperthyroidism
anddiabetesmellitus; 2) receiving relevant treatments affecting
bone turnover within 3 months; 3) administration of medica-
tions influencing bonemetabolism, such as calcium-containing
medications, bisphosphonates, androgen, estrogen, vitamin D
and glucocorticosteroids; 4) dysfunctions of important organs
such as the kidney and liver.

Clinical data collection
The basic characteristics of the enrolled subjectswere collected,
including age, serum calcium levels, body mass index (BMI),
years since menopause (YSM), serum phosphoruslevels, and
BMD of the femoral neck and lumbar spine, assessed using DXA
(Discovery W, Hologic, Waltham, MA, USA). Menopause was
defined as the permanent cessation of menstruation (unrelated
to pregnancy) due to ovarian failure. Menopausal status was
determined based on self-report, medical records, or both, and
defined as the absence of menstruation for at least 12 consec-
utive months in women over 40 years of age. A 6 mL fasting
venous blood sample was collected from the antecubital vein of
each eligible subject upon admission and divided equally into
two parts. One portionwas placed into collection tubes without
anticoagulant and left to stand at room temperature for 30 min
to allow clotting. It was then centrifuged at 2000 r/min for
20min, and the resulting serumwas stored at−80°C. The other
portion was placed into tubes containing anticoagulant, gently
mixed, and left to stand for 1 hour. Following centrifugation, the
supernatant (plasma) was collected and stored at−80°C.

Enzyme-linked immunosorbent assay (ELISA)
Serum levels of procollagen type I N-propeptide (PINP) and
β-C-terminal telopeptide of type I collagen (β-CTX) were mea-
sured using ELISA with an FK-SY96S multifunctional ELISA
analyzer (Fangke Instruments Co., Ltd., Weifang, Shandong,
China). The ELISA kits were provided by Mlbio (Shanghai,
China). Plasma levels of Trp, 5-HIAA, 5-HT, and 5-HTP
were determined using corresponding ELISA kits from Camilo
(Nanjing, Jiangsu, China) and Jianglaibio (Shanghai, China),
following the manufacturers’ instructions.

Ethical statement
This study was approved by the Ethics Committee of The Tenth
Affiliated Hospital, Southern Medical University (Dongguan
People’sHospital) and conducted in accordancewith the princi-
ples of theDeclarationofHelsinki. It involved theuse of existing
data from medical records, for which informed consent had
been exempted during the original data collection. In line with
ethical guidelines and the approval of the Institutional Review
Board (IRB) at The Tenth Affiliated Hospital, Southern Medical
University (Dongguan People’s Hospital), informed consent for
the current study was waived.
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Table 1. Comparisons of baseline characteristics of patients in the normal, osteopenia and OP groups

Clinical data Normal group (n= 79) Osteopenia group (n= 93) OP group (n= 115) P

Age (years) 61.80± 4.38 62.09± 5.09 62.43± 6.04 0.715

BMI (kg/m2) 24.09± 2.53 23.68± 2.47 23.54± 2.96 0.372

YSM (years) 10.58± 3.07 11.00 (2.00, 23.00) 14.09± 3.56aabb < 0.001

Lumbar spine BMD (g/cm2) 1.03± 0.15 0.87± 0.14aa 0.80± 0.10aabb < 0.001

Femoral neck BMD (g/cm2) 0.95± 0.11 0.86± 0.11aa 0.78± 0.09aabb < 0.001

Serum phosphorus (mmol/L) 1.05± 0.12 1.04± 0.14 1.02± 0.11 0.262

Serum calcium (mmol/L) 2.35± 0.16 2.33± 0.11 2.32± 0.14 0.329

β-CTX (ng/mL) 0.34± 0.11 0.37 (0.06, 0.59) 0.46± 0.13aabb < 0.001

PINP (ng/mL) 33.25± 5.36 36.89± 6.45aa 47.51± 8.05aabb < 0.001

Measurement data conforming to a normal distribution were depicted as mean ± standard deviation. One-way ANOVA was employed for analyzing
inter-group comparisons, followed by Tukey’s multiple comparison test. Measurement data that did not display normal distribution were presented as
median (minimum value-maximum value) and compared by the Kruskal–Wallis with Dunn’s multiple comparison test. aP< 0.05, aaP< 0.01, vs the normal
group. bP<0.05, bbP<0.01, vs the osteopenia group. BMI: Bodymass index; BMD: Bonemineral density; YSM: Years sincemenopause; β-CTX: β-C-terminal
telopeptide of type 1 collagen; PINP: Procollagen type I N-propeptide.

Statistical analysis
Statistical analyses and data visualization were performed
using SPSS version 27.0 (IBM Corp., Armonk, NY, USA) and
GraphPad Prism version 9.5 (GraphPad Software, San Diego,
CA, USA). Measurement data with normal distribution, as ver-
ified by the Kolmogorov–Smirnov test, were expressed asmean
± standard deviation. One-way ANOVA followed by Tukey’s
post hoc test was used for multiple group comparisons. Pear-
son correlation analysis was conducted to assess the relation-
ships between 5-HTP, Trp, 5-HIAA, and 5-HT levels and PINP,
β-CTX, femoral neck BMD, and lumbar spine BMD in PMOP
patients. A multivariate logistic regression model was used to
identify independent risk factors for PMOP. Receiver operat-
ing characteristic (ROC) curves were generated to evaluate the
predictive value of 5-HTP, 5-HT, and 5-HIAA, individually and
in combination, for PMOP. Diagnostic accuracy was assessed
using MedCalc statistical software (version 20.0.15; MedCalc
Software Ltd., Ostend, Belgium), and differences in the areas
under the ROC curves (AUCs) were compared using the DeLong
test. Kaplan–Meier curveswere employed to analyze the impact
of expressiondifferences in5-HTprecursors andmetabolites on
the risk of PMOP. A two-tailed P value < 0.05 was considered
statistically significant.

Results
Comparisons of the baseline characteristics of patients in the
normal, OP and osteopenia groups
The enrolled PMwomenwere grouped into the normal, OP and
osteopenia groups based on the results of BMD measurements.
In terms of BMI, age, and serum calcium and serum phospho-
rus levels, the three groups represented no statistically notice-
able variations (all P > 0.05); by contrast, YSM, and PINP and
β-CTX levels were higher while femoral neck BMD, and lumbar
spine BMD were lower in the OP group than in the normal and
osteopenia groups (all P< 0.01) (Table 1).

Trp, 5-HT, 5-HTP and 5-HIAA levels were augmented in the
plasma of PMOP patients, and prominently correlated with
bone turnover markers (****BTMs)
We then compared the plasma levels of 5-HTP, Trp, 5-HT and
5-HIAA among the three groups and unveiled enhancements
in the levels of these indicators in the OP group relative to the
osteopenia and normal groups, with the former showing higher
levels than the latter (all P<0.05, Figure 1A–1D). Further, Pear-
son’s correlation analysis implied that plasma 5-HT, Trp, 5-HTP
and 5-HIAA had positive correlations with PINP and β-CTX in
patients with PMOP, and negative correlations with femoral
neck BMD and lumbar spine BMD (all P< 0.05, Table 2).

Elevated levels of 5-HT precursors and metabolites were
independent risk factors for the occurrence of OP** **in PM
women
To precisely assess the impact of 5-HT precursors and metabo-
lites on the occurrence of OP in PM women, we conducted
multivariate logistic regressionanalyses.ThepresenceofPMOP
(0=no, 1=yes)wasusedas thedependentvariable,whileYSM,
5-HIAA,5-HTP, Trp, 5-HT, PINP, β-CTX, femoral neck BMD,
and lumbar spineBMDwere included as independent variables.
The results indicated that increased YSM and elevated levels of
β-CTX, PINP, 5-HIAA, 5-HTP, and 5-HT were independent risk
factors for PMOP. In contrast, higher lumbar spine and femoral
neck BMDvalueswere identified as protective factors (Table 3).

5-HT precursors and metabolites provided diagnostic value for
PMOP
Subsequently, we further investigated the predictive value of
5-HT precursors and metabolites in diagnosing PMOP. ROC
curve analysis showed that the AUCs for 5-HTP, 5-HT, and
5-HIAA were 0.800 (95% CI: 0.749–0.845), 0.864 (95% CI:
0.819–0.902), and 0.827 (95% CI: 0.778–0.869), respectively.
Their correspondingcut-offvalueswere 76.02, 73.03, and26.68,
with sensitivities of 89.57%, 86.09%, and 90.43%, and speci-
ficities of 55.81%, 72.67%, and 63.37% (Table 4, Figure 2A–2C).
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Figure 1. Plasma levels of 5-HT, Trp, 5-HTP and 5-HIAA in PM women among the normal, osteopenia and OP groups. Levels of Trp, 5-HT, 5-HTP and
5-HIAA were assessed by ELISA and the di
erences in plasma levels of Trp (A), 5-HTP (B), 5-HT (C) and 5-HIAA (D) were compared among the
normal, osteopenia and OP groups. Data were presented as mean ± standard deviation, and compared by one-way ANOVA with Tukey’s post
hoc test. *** P < 0.001. 5-HTP: 5-hydroxytryptophane; 5-HT: 5-hydroxytryptamineserotonin; 5-HIAA: 5-hydroxyindoleacetic acid; OP: Osteoporosis;
ELISA: Enzyme-linked immunosorbent assay.

Table 2. Analyses on the correlations of plasma 5-HT precursors and metabolites with BTMs and BMD in patients with PMOP

Indicators Trp 5-HTP 5-HT 5-HIAA

r value P value r value P value r value P value r value P value

Lumbar spine BMD −0.418 <0.001 −0.429 <0.001 −0.533 <0.001 −0.477 <0.001

Femoral neck BMD −0.208 0.026 −0.422 <0.001 −0.323 <0.001 −0.398 <0.001

β-CTX 0.477 <0.001 0.343 <0.001 0.565 <0.001 0.422 <0.001

PINP 0.499 <0.001 0.562 <0.001 0.766 <0.001 0.631 <0.001

5-HT: 5-hydroxytryptamine; BMD: Bone mineral density; PINP: Procollagen type I N-propeptide; β-CTX: β-C-terminal telopeptide of type 1 collagen;
Trp: Tryptophan; 5-HTP: 5-hydroxytryptophane; 5-HIAA: 5-hydroxyindoleacetic acid; PMOP: Postmenopausal osteoporosis.

Table 3. Multivariate logistic regression analyses on the OP
occurrence in PMwomen

Independent variable P value OR value 95% CI

YSM <0.001 1.426 1.242∼1.637

Trp 0.795 1.012 0.926∼1.105

5-HTP 0.046 1.057 1.001∼1.116

5-HT 0.039 1.046 1.002∼1.092

5-HIAA 0.029 1.049 1.005∼1.095

β-CTX 0.045 25.441 1.074∼602.398

PINP 0.001 1.132 1.049∼1.222

Lumbar spine BMD 0.043 0.026 0.001∼0.894

Femoral neck BMD 0.041 0.014 0.000∼0.839

YSM: Years since menopause; BMD: Bone mineral density; PINP:
Procollagen type I N-propeptide; β-CTX: β-C-terminal telopeptide of
type 1 collagen; Trp: Tryptophan; 5-HTP: 5-hydroxytryptophane; 5-HT:
5-hydroxytryptamineserotonin; 5-HIAA: 5-hydroxyindoleacetic acid; OP:
Osteoporosis.

Notably, the combined analysis of 5-HTprecursors andmetabo-
lites yielded a higher AUC than any individual marker (all
P < 0.05; Table 4, Figure 2D–2E). These findings indicate that

5-HT precursors and metabolites possess strong diagnostic
value for PMOP, and that their combineduse enhances diagnos-
tic accuracy compared to using either group alone.

High levels of 5-HT precursors and metabolites increased the
risk of PMOP
Finally, we categorized patients into two groups based on the
median value of YSM: the YSM ≥ 12 years group (n = 168)
and the YSM < 12 years group (n = 119). We then compared
their plasma levels of 5-HTP, 5-HT, and 5-HIAA. The results
showed significantly higher plasma levels of 5-HTP, 5-HT,
and 5-HIAA in the YSM ≥ 12 years group compared to the
YSM < 12 years group (all P < 0.05, Table 5). In addition,
patients were divided into high and low expression groups
based on the ROC-derived cut-off values for 5-HT precur-
sors and metabolites (76.02 ng/mL for 5-HTP, 73.03 ng/mL
for 5-HT, and 26.68 ng/mL for 5-HIAA). Kaplan–Meier curves
were used to analyze the risk of PMOP occurrence in patients
withdifferent expressionpatternsof thesebiomarkers. Patients
with plasma 5-HTP ≥ 76.02 ng/mL, 5-HT ≥ 73.03 ng/mL, or
5-HIAA ≥ 26.68 ng/mL exhibited survival curves that shifted
to the left compared to those with lower levels (all P < 0.001,
Figure 3A–3C). These findings suggest that levels of 5-HTP,
5-HT, and 5-HIAA increase with YSM, and their elevated levels
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Table 4. Comparative analyses on AUCs of the 5-HT precursors and metabolites alone and joint detection
for predicting PMOP

Items AUC 95% CI Sensitivity Speci�city

5-HTP 0.800 0.749∼0.845 89.57 55.81

5-HT 0.864 0.819∼0.902 86.09 72.67

5-HIAA 0.827 0.778∼0.869 90.43 63.37

Combination 0.903 0.862∼0.934 66.96 94.19

5-HTP vs combination P< 0.001

5-HT vs combination P< 0.001

5-HIAA vs combination P< 0.001

The di
erences of AUC of multiple ROC curves were compared using the DeLong test in MedCalc 20.0.15 soft-
ware (MedCalc software, Ostend, Belgium). Combination represented the combined analysis of of 5-HTP,
5-HT, and 5-HIAA. 5-HTP: 5-hydroxytryptophane; 5-HIAA: 5-hydroxyindoleacetic acid; PMOP: Postmenopausal
osteoporosis.

Figure 2. Predictive values of 5-HT precursors andmetabolites alone or in combination for PMOP occurrence. ROC curves were plotted for analyzing
the predictive value of plasma 5-HTP (A), 5-HT (B), 5-HIAA (C) levels, and the combined assay (D) for PMOP. The AUCs of these indicators (E) were
compared. 5-HTP: 5-hydroxytryptophane; 5-HT: 5-hydroxytryptamineserotonin; 5-HIAA: 5-hydroxyindoleacetic acid; PMOP: Postmenopausal osteoporosis;
ROC: Receiver operating characteristic.

(5-HTP: HR = 2.898; 5-HT: HR = 3.349; 5-HIAA: HR = 3.195)
significantly shorten the time to PMOP occurrence, thereby
increasing PMOP risk. Overall, these results indicate that tar-
geting thesebiomarkersmayofferapotential strategy fordelay-
ing the onset of PMOP.

Discussion
PMOP imposes significant financial and physical burdens on
aging women, with approximately one-third of women over

50 years of age experiencing osteoporotic fractures [24].
Emerging evidence suggests that 5-HT plays a role in the onset
and progression of OP by modulating bone mass [25, 26]. In
this study, we demonstrated that changes in plasma levels
of 5-HT precursors and metabolites can aid in the diagno-
sis of OP. BMD—defined as the amount of mineral per unit
of bone—is a key determinant of bone strength and a pri-
mary indicator of osteopenia or OP [27]. Patients with OP typ-
ically exhibit reduced BMD and bone strength, which increases
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Table 5. Comparison of 5-HTP, 5-HT, and 5-HIAA levels in the YSM≥12 years group and the YSM<12 years group

Item YSM≥ 12 years group (n= 168) YSM< 12 years group (n= 119) P value

5-HTP (ng/mL) 81.02± 10.08 77.30± 10.93 0.0031

5-HT (ng/mL) 75.74± 13.12 72.41± 12.65 0.0325

5-HIAA (ng/mL) 31.48± 10.30 21.79 (2.56, 52.23) <0.0001

Measurement data conforming to normal distribution were expressed as mean ± standard deviation. Comparison
between two groups was performed using unpaired t test. Measurement data that do not display normal distribution
are presented as median (minimum value-maximum value) and compared by Mann–Whitney test. YSM: Years since
menopause; 5-HTP: 5-hydroxytryptophane; 5-HT: 5-hydroxytryptamineserotonin; 5-HIAA: 5-hydroxyindoleacetic acid.

Figure 3. In�uence of plasma levels of 5-HT precursors andmetabolites on the occurrence of PMOP analyzed by Kapan–Meier curves. The in�uence
of plasma 5-HTP (A), 5-HT (B) and 5-HIAA (C) levels on the risk of PMOP occurrence analyzed by Kapan–Meier curves. 5-HTP: 5-hydroxytryptophane; 5-HT:
5-hydroxytryptamineserotonin; 5-HIAA: 5-hydroxyindoleacetic acid; PMOP: Postmenopausal osteoporosis.

fracture risk from low-energy injuries [28]. Additionally, bio-
chemical BTMs, including β-CTX and PINP, are elevated in
women with OP-related fractures [29]. Specifically, serum β-
CTX is a recognized marker of bone resorption, while PINP
and BALP are associated with bone formation and osteoblast
activity [30, 31]. OP patients often present with elevated PINP
and β-CTX levels, indicating high bone turnover [32]. In our
study, PMOP patients exhibited significantly higher levels of β-
CTX,PINP, andYSM,alongwith lower femoral neckand lumbar
spine BMD, compared to individuals with normal bone mass
or osteopenia. However, no statistically significant differences
were observed among the groups in terms of BMI, age, serum
calcium, or serum phosphorus levels. PMOP is characterized
by reduced bone mass and mineral density, largely driven by
estrogen deficiency, as well as genetic factors, smoking, diet,
exercise, alcohol use, advanced age, weight loss, impaired cal-
cium absorption [2, 3], and immune alterations [4]. Impor-
tantly, BMD is not directly associated with BMI, age, or serum
calcium and phosphorus levels [33]. Rather, changes in bone
mass in postmenopausal women are primarily influenced by
estrogen levels, osteogenic differentiation, osteoclast activity,
and related factors [2, 34, 35]. The lack of significant differences
in BMI, age, and serum calcium and phosphorus among the
groups may reflect the fact that these variables are not direct
determinants of osteopenia or OP.Moreover, our retrospective,
single-center studywith a relatively small sample sizemayhave
influenced the statistical power of our findings. Notably, we
observed significantly elevated plasma levels of 5-HTP, Trp,
5-HIAA, and 5-HT in PMOP patients compared to those with

normal bone mass or osteopenia. To our knowledge, this is the
first study to report significant alterations in 5-HT precursors
and metabolites in PMOP. BTMs are sensitive indicators of
bone formationandresorption, and their elevation is commonly
linked to increased fracture risk [36, 37]. 5-HT is recognized as
a key regulator of bone turnover [38]. Previous studies have
reported that elevated 5-HT, 5-HIAA, and5-HTP levels in PMOP
patients are associated with increased PINP and β-CTX levels.
These metabolites show a negative correlation with BMD and
a positive correlation with BTMs [39]. Furthermore, selective
inhibition of 5-HT has been shown to reduce BTMs and fracture
risk [39–44]. Thesefindings alignwithour results, showingpos-
itive associations of 5-HT, 5-HIAA, and 5-HTP with β-CTX and
PINP, and negative associations with lumbar spine and femoral
neck BMD in PMOP patients.

Ourmultivariate regression analysis revealed that increased
YSM, elevated levels of 5-HT precursors and metabolites, as
well as higher β-CTX and PINP levels, were independent risk
factors for PMOP. In contrast, higher BMD at the lumbar spine
and femoral neck served as protective factors.Notably, elevated
plasma levels of 5-HT precursors and metabolites were associ-
ated with a shorter YSM before PMOP onset and an increased
risk of OP in postmenopausal women. Previous studies have
reported that postmenopausal subjects with OP, osteopenia, or
normal bone mass exhibit different YSM durations [45]. YSM
has also been closely linked to the risk of osteoporotic fractures
in postmenopausal women [46]. Furthermore, low total hip and
lumbar spine BMD have been identified as risk factors for both
primary and recurrent fractures in women with PMOP [47].
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In both men and women with OP, serum levels of PINP and
β-CTX have been shown to be independent risk factors [48].
However, few studies have investigated the predictive value
of 5-HT precursors and metabolites in diagnosing PMOP. To
our knowledge, this is the first study to identify 5-HT pre-
cursors and metabolites as independent risk factors associated
with PMOP occurrence. In future research, these markers—
especially when used in combination—may aid in more accu-
rately assessing PMOP risk.

Conclusion
This study found that 5-HT precursors and metabolites were
significantly correlated with bone turnover markers and BMD.
They were identified as independent risk factors for the devel-
opment of PMOP. Elevated plasma levels of 5-HT precursors
and metabolites were strongly associated with a shorter YSM
period before the onset of PMOP and an increased risk of OP
in postmenopausal women. These findings suggest the clin-
ical potential of 5-HT precursors and metabolites as plasma
biomarkers for the diagnosis and treatment of PMOP. Addition-
ally, the study offers potential targets for delaying the onset of
OP in postmenopausal women, particularly in relation to YSM.
However, the study has several limitations. First, it was a retro-
spective, single-center studywith a relatively small sample size.
Therefore, future research should involve multiple centers and
larger cohorts. Second, although YSM is a possible influencing
factor for PMOP, we were unable to investigate the impact of
menopause duration due to limited time and work constraints.
Lastly, the cellular and molecular mechanisms of 5-HT precur-
sors andmetabolites were not explored in this study because of
time and funding limitations, but theywill be the focus of future
research.

Conflicts of interest: Authors declare no conflicts of interest.

Funding: Authors received no specific funding for this work.

Data availability: The data supporting the findings of this
studyare available fromthe correspondingauthorupon reason-
able request.

Submitted: 22 October 2024
Accepted: 29 January 2025
Published online: 11 June 2025

References
[1] Subarajan P, Arceo-Mendoza RM, Camacho PM. Postmenopausal

osteoporosis: a review of latest guidelines. Endocrinol Metab Clin
North Am 2024;53(4):497–512. https://doi.org/10.1016/j.ecl.2024.08.
008.

[2] Management of osteoporosis in postmenopausal women: the 2021
position statement of The North American Menopause Society.
Menopause 2021;28(9):973–97. https://doi.org/10.1097/GME.
0000000000001831.

[3] Baccaro LF, Conde DM, Costa-Paiva L, Pinto-Neto AM. The epidemi-
ology and management of postmenopausal osteoporosis: a viewpoint
fromBrazil. Clin IntervAging 2015;10:583–91. https://doi.org/10.2147/
CIA.S54614.

[4] Fischer V, Haffner-Luntzer M. Interaction between bone and immune
cells: Implications for postmenopausal osteoporosis. Semin Cell Dev
Biol 2022;123:14–21. https://doi.org/10.1016/j.semcdb.2021.05.014.

[5] Madrasi K, Li F, Kim MJ, Samant S, Voss S, Kehoe T, et al. Regulatory
perspectives in pharmacometric models of osteoporosis. J Clin Phar-
macol 2018;58(5):572–85. https://doi.org/10.1002/jcph.1071.

[6] Rachner TD, Khosla S, Hofbauer LC. Osteoporosis: now and the
future. Lancet 2011;377(9773):1276–87. https://doi.org/10.1016/S0140-
6736(10)62349-5.

[7] Li K, Jiang Y, Wang N, Lai L, Xu S, Xia T, et al. Traditional Chi-
nese medicine in osteoporosis intervention and the related regulatory
mechanism of gut microbiome. Am J Chin Med 2023;51(8):1957–81.
https://doi.org/10.1142/S0192415X23500866.

[8] Chabbi-AchengliY,CoudertAE,Callebert J,GeoffroyV,CoteF,ColletC,
et al. Decreased osteoclastogenesis in serotonin-deficient mice. Proc
Natl Acad Sci U SA 2012;109(7):2567–72. https://doi.org/10.1073/pnas.
1117792109.

[9] Nam SS, Lee JC, Kim HJ, Park JW, Lee JM, Suh JY, et al. Sero-
tonin inhibits osteoblast differentiation and bone regeneration in
rats. J Periodontol 2016;87(4):461–9. https://doi.org/10.1902/jop.2015.
150302.

[10] Yun HM, Park KR, Hong JT, Kim EC. Peripheral serotonin-mediated
systemsuppresses bonedevelopment and regeneration via serotonin 6
G-protein-coupled receptor. Sci Rep 2016;6:30985. https://doi.org/10.
1038/srep30985.

[11] MartinAM,YoungRL, Leong L, RogersGB, SpencerNJ, JessupCF, et al.
The diverse metabolic roles of peripheral serotonin. Endocrinology
2017;158(5):1049–63. https://doi.org/10.1210/en.2016-1839.

[12] Karakilic-Ozturan E, Altunoglu U, Ozturk AP, Kardelen Al AD, Yavas
Abali Z, Avci S, et al. Evaluation of growth, puberty, osteoporo-
sis, and the response to long-term bisphosphonate therapy in four
patients with osteoporosis-pseudoglioma syndrome. Am J Med Genet
A 2022;188(7):2061–70. https://doi.org/10.1002/ajmg.a.62742.

[13] Utreja A, Motevasel H, Bain C, Holland R, Robling A. The effect
of overexpression of Lrp5 on the temporomandibular joint.
Cartilage 2021;13(2_Suppl):419S–26S. https://doi.org/10.1177/
1947603520968875.

[14] Ren N, Lv S, Li X, Shao C, Wang Z, Mei Y, et al. Clinical features, treat-
ment, and follow-up of OPPG and high-bone-mass disorders: LRP5 is
a key regulator of bone mass. Osteoporos Int 2024;35(8):1395–406.
https://doi.org/10.1007/s00198-024-07080-x.

[15] Yadav VK, Ryu JH, Suda N, Tanaka KF, Gingrich JA, Schutz G, et al.
Lrp5 controls bone formation by inhibiting serotonin synthesis in
the duodenum. Cell 2008;135(5):825–37. https://doi.org/10.1016/j.cell.
2008.09.059.

[16] Ducy P, Karsenty G. The two faces of serotonin in bone biology. J Cell
Biol 2010;191(1):7–13. https://doi.org/10.1083/jcb.201006123.

[17] Yadav VK, Ducy P. Lrp5 and bone formation: a serotonin-dependent
pathway. Ann N Y Acad Sci 2010;1192:103–9. https://doi.org/10.1111/j.
1749-6632.2009.05312.x.

[18] MaffeiME. 5-hydroxytryptophan (5-HTP): natural occurrence, analy-
sis, biosynthesis, biotechnology, physiology and toxicology. Int J Mol
Sci 2020;22(1):181. https://doi.org/10.3390/ijms22010181.

[19] Li X, Wu X, Ma Y, Hao Z, Chen S, Fu T, et al. Oral administration of
5-hydroxytryptophan aggravated periodontitis-induced alveolar bone
loss in rats. Arch Oral Biol 2015;60(5):789–98. https://doi.org/10.1016/
j.archoralbio.2015.01.015.

[20] Chen Y, Palm F, Lesch KP, Gerlach M, Moessner R, Sommer C. 5-
hydroxyindolacetic acid (5-HIAA), a main metabolite of serotonin, is
responsible for complete Freund’s adjuvant-induced thermal hyperal-
gesia in mice. Mol Pain 2011;7:21. https://doi.org/10.1186/1744-8069-
7-21.

[21] Pawlak D, Oksztulska-Kolanek E, Znorko B, Domaniewski T,
Rogalska J, RoszczenkoA, et al. Theassociationbetweenelevated levels
of peripheral serotonin and its metabolite - 5-hydroxyindoleacetic
acid and bone strength and metabolism in growing rats with mild
experimental chronic kidney disease. PLoS One 2016;11(10):e0163526.
https://doi.org/10.1371/journal.pone.0163526.

[22] Kanis JA, Melton LJ, III,Christiansen C, Johnston CC, Khaltaev N. The
diagnosis of osteoporosis. J Bone Miner Res 1994;9(8):1137–41. https://
doi.org/10.1002/jbmr.5650090802.

[23] Yong EL, Logan S. Menopausal osteoporosis: screening, prevention
and treatment. SingaporeMed J 2021;62(4):159–66. https://doi.org/10.
11622/smedj.2021036.

[24] Brown JP. Long-term treatment of postmenopausal osteoporosis.
EndocrinolMetab (Seoul) 2021;36(3):544–52.https://doi.org/10.3803/
EnM.2021.301.

[25] Clarke BL, Khosla S. Physiology of bone loss. Radiol Clin North Am
2010;48(3):483–95. https://doi.org/10.1016/j.rcl.2010.02.014.

Li et al.

Diagnostic value of 5-HT precursors for PMOP 7 www.biomolbiomed.com

https://www.biomolbiomed.com
https://doi.org/10.1016/j.ecl.2024.08.008
https://doi.org/10.1016/j.ecl.2024.08.008
https://doi.org/10.1097/GME.0000000000001831
https://doi.org/10.1097/GME.0000000000001831
https://doi.org/10.2147/CIA.S54614
https://doi.org/10.2147/CIA.S54614
https://doi.org/10.1016/j.semcdb.2021.05.014
https://doi.org/10.1002/jcph.1071
https://doi.org/10.1016/S0140-6736(10)62349-5
https://doi.org/10.1016/S0140-6736(10)62349-5
https://doi.org/10.1142/S0192415X23500866
https://doi.org/10.1073/pnas.1117792109
https://doi.org/10.1073/pnas.1117792109
https://doi.org/10.1902/jop.2015.150302
https://doi.org/10.1902/jop.2015.150302
https://doi.org/10.1038/srep30985
https://doi.org/10.1038/srep30985
https://doi.org/10.1210/en.2016-1839
https://doi.org/10.1002/ajmg.a.62742
https://doi.org/10.1177/1947603520968875
https://doi.org/10.1177/1947603520968875
https://doi.org/10.1007/s00198-024-07080-x
https://doi.org/10.1016/j.cell.2008.09.059
https://doi.org/10.1016/j.cell.2008.09.059
https://doi.org/10.1083/jcb.201006123
https://doi.org/10.1111/j.1749-6632.2009.05312.x
https://doi.org/10.1111/j.1749-6632.2009.05312.x
https://doi.org/10.3390/ijms22010181
https://doi.org/10.1016/j.archoralbio.2015.01.015
https://doi.org/10.1016/j.archoralbio.2015.01.015
https://doi.org/10.1186/1744-8069-7-21
https://doi.org/10.1186/1744-8069-7-21
https://doi.org/10.1371/journal.pone.0163526
https://doi.org/10.1002/jbmr.5650090802
https://doi.org/10.1002/jbmr.5650090802
https://doi.org/10.11622/smedj.2021036
https://doi.org/10.11622/smedj.2021036
https://doi.org/10.3803/EnM.2021.301
https://doi.org/10.3803/EnM.2021.301
https://doi.org/10.1016/j.rcl.2010.02.014
https://www.biomolbiomed.com


[26] Sun K, Wang Y, Du J, Wang Y, Liu B, Li X, et al. Exploring
the mechanism of traditional Chinese medicine in regu-
lating gut-derived 5-HT for osteoporosis treatment. Front
Endocrinol (Lausanne) 2023;14:1234683. https://doi.org/10.3389/
fendo.2023.1234683.

[27] Anupama DS, Norohna JA, Acharya KK, Ravishankar,George A. Effect
of exercise on bone mineral density and quality of life among post-
menopausal women with osteoporosis without fracture: a systematic
review. Int J Orthop TraumaNurs 2020;39:100796. https://doi.org/10.
1016/j.ijotn.2020.100796.

[28] Lim HJ, Park EJ, Won YS, Bak SG, Cheong SH, Lee SW, et al.
Anti-osteoporotic effects of n-trans-hibiscusamide and its deriva-
tive alleviate ovariectomy-induced bone loss in mice by regulating
RANKL-induced signaling. Molecules 2021;26(22):6820. https://doi.
org/10.3390/molecules26226820.

[29] Qu XL, Zheng B, Chen TY, Cao ZR, Qu B, Jiang T. Bone turnover
markers and bone mineral density to predict osteoporotic fractures
in older women: a retrospective comparative study. Orthop Surg
2020;12(1):116–23. https://doi.org/10.1111/os.12596.

[30] Rastogi D, Gautam N, Ara Z, Waliullah S, Srivastava RN. Prevalence
of abnormal bone-specific alkaline phosphatase in orthopaedic trauma
patients: a cross-sectional study from a tertiary trauma centre. Cureus
2022;14(4):e24264. https://doi.org/10.7759/cureus.24264.

[31] Tebas P, Kumar P, Hicks C, Granier C, Wynne B, Min
S, et al. Greater change in bone turnover markers for
efavirenz/emtricitabine/tenofovir disoproxil fumarate versus
dolutegravir + abacavir/lamivudine in antiretroviral therapy-naive
adults over 144 weeks. AIDS 2015;29(18):2459–64. https://doi.org/10.
1097/QAD.0000000000000863.

[32] Ma X, Tang L, Wang H, Chi N, Wang Y, Wang X. Correlation of
serumanti-Mullerian hormone and Inhibin-B levelswith osteoporosis
of menopausal woman in Chinese Daur ethnic group. J Orthop Surg
(Hong Kong) 2024;32(1):10225536241248707. https://doi.org/10.1177/
10225536241248707.

[33] Malluche HH, Davenport DL, Cantor T, Monier-Faugere MC. Bone
mineral density and serum biochemical predictors of bone loss in
patients with CKD on dialysis. Clin J Am Soc Nephrol 2014;9(7):1254–
62. https://doi.org/10.2215/CJN.09470913.

[34] Zhang L, Zheng YL, Wang R, Wang XQ, Zhang H. Exercise for
osteoporosis: a literature review of pathology and mechanism. Front
Immunol 2022;13:1005665. https://doi.org/10.3389/fimmu.2022.
1005665.

[35] Zhao Q, Feng J, Liu F, Liang Q, Xie M, Dong J, et al. Rhizoma
Drynariae-derived nanovesicles reverse osteoporosis by potentiat-
ing osteogenic differentiation of human bone marrow mesenchy-
mal stem cells via targeting ERalpha signaling. Acta Pharm Sin B
2024;14(5):2210–27. https://doi.org/10.1016/j.apsb.2024.02.005.

[36] Guo Y, Liu Y, Shi C, Wu T, Cui Y, Wang S, et al. Remote-
controllable bone-targeted delivery of estradiol for the treatment

of ovariectomy-induced osteoporosis in rats. J Nanobiotechnol
2021;19(1):248. https://doi.org/10.1186/s12951-021-00976-4.

[37] Greenblatt MB, Tsai JN, Wein MN. Bone turnover markers in the
diagnosis and monitoring of metabolic bone disease. Clin Chem
2017;63(2):464–74. https://doi.org/10.1373/clinchem.2016.259085.

[38] Laporta J, Peters TL, Weaver SR, Merriman KE, Hernandez LL.
Feeding 5-hydroxy-l-tryptophan during the transition from preg-
nancy to lactation increases calcium mobilization from bone in rats.
Domest Anim Endocrinol 2013;44(4):176–84. https://doi.org/10.1016/
j.domaniend.2013.01.005.

[39] Feng Q, Song X, Liu L, Zhou X, Chen Z. Plasma serotonin precursors
and metabolite are correlated with bone mineral density and bone
turnover markers in patients with postmenopausal osteoporosis. J
Orthop Surg (Hong Kong) 2024;32(1):10225536231187181. https://doi.
org/10.1177/10225536231187181.

[40] Williams LJ, Berk M, Hodge JM, Kotowicz MA, Stuart AL,
Chandrasekaran V, et al. Selective serotonin reuptake inhibitors
(SSRIs) and markers of bone turnover in men. Calcif Tissue Int
2018;103(2):125–30. https://doi.org/10.1007/s00223-018-0398-0.

[41] Ducy P. 5-HT and bone biology. Curr Opin Pharmacol 2011;11(1):34–8.
https://doi.org/10.1016/j.coph.2011.01.007.

[42] Lavoie B, Roberts JA, Haag MM, Spohn SN, Margolis KG, Sharkey
KA, et al. Gut-derived serotonin contributes to bone deficits in colitis.
Pharmacol Res 2019;140:75–84. https://doi.org/10.1016/j.phrs.2018.
07.018.

[43] Xiao HH, Zhu YX, Lu L, Zhou LP, Poon CC, Chan CO, et al. The
lignan-rich fraction from sambucus williamsii hance exerts bone pro-
tective effects via altering circulating serotonin and gut microbiota in
rats. Nutrients 2022;14(22):4718. https://doi.org/10.3390/nu14224718.

[44] Anaya JM, Bollag WB, Hamrick MW, Isales CM. The role of trypto-
phan metabolites in musculoskeletal stem cell aging. Int J Mol Sci
2020;21(18):6670. https://doi.org/10.3390/ijms21186670.

[45] Ang SB, Xia JY, Cheng SJ, ChuaMT, Goh L, Dhaliwal SS. A pilot screen-
ing study for low bone mass in Singaporean women using years since
menopauseandBMI.Climacteric 2022;25(2):163–9.https://doi.org/10.
1080/13697137.2021.1908989.

[46] Jia L, Cheng M. Correlation analysis between risk factors, BMD
and serum osteocalcin, CatheK, PINP, beta-crosslaps, TRAP, lipid
metabolismandBMI in 128patientswithpostmenopausal osteoporotic
fractures. Eur RevMed Pharmacol Sci 2022;26(21):7955–9. https://doi.
org/10.26355/eurrev_202211_30147.

[47] Zhu X, Chen L, Pan L, Zeng Y, Fu Q, Liu Y, et al. Risk factors of
primary and recurrent fractures in postmenopausal osteoporotic Chi-
nese patients: a retrospective analysis study. BMC Womens Health
2022;22(1):465. https://doi.org/10.1186/s12905-022-02034-z.

[48] Lin X, Guo H, Lian Y, Kou J, Wang G, Chen Y, et al. Osteoporosis and
related health status among the elderly urban residents in elderly-care
inns in beijing, a multicenter DXA survey. Front Endocrinol (Lau-
sanne) 2022;13:875678. https://doi.org/10.3389/fendo.2022.875678.

Related article

1. Puerarin alleviates osteoporosis in rats by targeting the JAK2/STAT3 signaling pathway

Xinlei Zhao et al., Biomol Biomed, 2024

Li et al.

Diagnostic value of 5-HT precursors for PMOP 8 www.biomolbiomed.com

https://www.biomolbiomed.com
https://doi.org/10.3389/fendo.2023.1234683
https://doi.org/10.3389/fendo.2023.1234683
https://doi.org/10.1016/j.ijotn.2020.100796
https://doi.org/10.1016/j.ijotn.2020.100796
https://doi.org/10.3390/molecules26226820
https://doi.org/10.3390/molecules26226820
https://doi.org/10.1111/os.12596
https://doi.org/10.7759/cureus.24264
https://doi.org/10.1097/QAD.0000000000000863
https://doi.org/10.1097/QAD.0000000000000863
https://doi.org/10.1177/10225536241248707
https://doi.org/10.1177/10225536241248707
https://doi.org/10.2215/CJN.09470913
https://doi.org/10.3389/fimmu.2022.1005665
https://doi.org/10.3389/fimmu.2022.1005665
https://doi.org/10.1016/j.apsb.2024.02.005
https://doi.org/10.1186/s12951-021-00976-4
https://doi.org/10.1373/clinchem.2016.259085
https://doi.org/10.1016/j.domaniend.2013.01.005
https://doi.org/10.1016/j.domaniend.2013.01.005
https://doi.org/10.1177/10225536231187181
https://doi.org/10.1177/10225536231187181
https://doi.org/10.1007/s00223-018-0398-0
https://doi.org/10.1016/j.coph.2011.01.007
https://doi.org/10.1016/j.phrs.2018.07.018
https://doi.org/10.1016/j.phrs.2018.07.018
https://doi.org/10.3390/nu14224718
https://doi.org/10.3390/ijms21186670
https://doi.org/10.1080/13697137.2021.1908989
https://doi.org/10.1080/13697137.2021.1908989
https://doi.org/10.26355/eurrev_202211_30147
https://doi.org/10.26355/eurrev_202211_30147
https://doi.org/10.1186/s12905-022-02034-z
https://doi.org/10.3389/fendo.2022.875678
https://www.bjbms.org/ojs/index.php/bjbms/article/view/10500
https://www.biomolbiomed.com


Supplemental data

Figure S1. Sample size estimation by G*Power.
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