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Metabolite identification (ESI+) Metabolite identification (ESI-)
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Characteristics

Acupuncture+ clomiphene

(n = 43)

Clomiphene

(n = 43)

Age (years), mean (SD) 26.95 (3.8) 27.28 (2.74) 0.65
Body mass index (kg/mz), mean (SD) 27.43 (1.94) 27.17 (1.36) 0.47
Irregular menstruation (years), 0.99
mean (SD) 8.44 (5.78) 847 (5.78)

Infertility (years), mean (SD) 1.14 (1.23) 0.91 (0.95) 033
Antidiabetic, n (%) 8 (18.6%) 9 (20.9%) 0.78
Endometrial thickness (mm), 0.96
mean (SD) 598 (1.74) 6(2.17)

Follicular diameter (mm), mean (SD) 8.86 (1.55) 8.58 (1.74) 0.43
LH (mIU/mL), mean (SD) 12.75 (5.16) 12.28 (5.64) 0.68
FSH (mIU/mL), mean (SD) 5.98 (1.06) 5.8 (1.35) 0.51
LH/FSH, mean (SD) 2.17 (0.85) 2.13 (0.95) 0.86
T (ng/dL), mean (SD) 4345 (1332) 40.71 (16.87) 0.40
E2 (pg/mL), mean (SD) 42.37 (14.81) 41.17 (20.52) 0.76
PRL (ulU/mL), mean (SD) 282.03 (60.68) 280.3 (63.41) 0.90
P (ng/mL), mean (SD) 0.31 (0.14) 0.28 (0.16) 0.28
Fasting blood glucose (mmol/L), 0.11
mean (SD) 5.3 (0.35) 5.16 (0.43)

Fasting insulin (mIU/L), mean (SD) 13.73 (6.1) 13.06 (6.05) 0.61
HOMA IR, mean (SD) 3.26 (1.53) 2.98 (1.38) 0.38
C Peptide (nmol/L), mean (SD) 2.07 (0.87) 1.86 (0.83) 0.24
Triglyceride (mmol/L), mean (SD) 2.53 (1.05) 2.35 (1.05) 0.45
Total cholesterol (mmol/L), mean (SD) 4.68 (0.8) 4.45 (0.75) 0.16
HDL (mmol/L), mean (SD) 1.46 (0.4) 1.33 (0.47) 0.18
LDL (mmol/L), mean (SD) 331 (0.63) 3.12(0.77) 0.19
C reaction (mg/L), mean (SD) 5.57 (1.98) 4.75 (1.94) 0.06
SAS, mean (SD) 61.4 (7.82) 58.14 (11.16) 0.12
SDS, mean (SD) 58.09 (9.75) 60.53 (8.9) 0.23
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Clomiphene (n = 39)

Acupuncture + Clomiphene
(n =42)

Adjusted difference
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Change (0-three menstrual cycles)
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At three menstrual cycles

Change (0-three menstrual cycles)
Fasting insulin, mIU/L

At three menstrual cycles

Change (0-three menstrual cycles)
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At three menstrual cycles

Change (0-three menstrual cycles)
C Peptide, nmol/L

At three menstrual cycles

Change (0-three menstrual cycles)
Triglyceride, mmol/L

At three menstrual cycles

Change (0-three menstrual cycles)
Total cholesterol, mmol/L

At three menstrual cycles

Change (0-three menstrual cycles)
HDL, mmol/L

At three menstrual cycles

Change (0-three menstrual cycles)
LDL, mmol/L

At three menstrual cycles

Change (0-three menstrual cycles)
C reaction, mg/L
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Change (0-three menstrual cycles)
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Bold values represent p < 0.05, indicating statistical significance.
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Excluded (screening) (n = 87)

Not meeting eligibility criteria (n = 81)
Not meeting diagnostic criteria (n = 19)
Not between 20-40 years old (n = 11)
Other cause hyperandrogenism (n = 8)

Assessed for eligibility (n = 173)

Enrollment Organic abnormalities of reproductive
system (n = 12)
Endometrial changes (n = 9)
Other systemic serious diseases (n = 6)
Any allergic condition (n = 8)
Randomized (n = 86) Participating in other clinical trials (n = 8)
Declined to participate (n = 6)
’
Allocation : _ —
Clomiphene group (n = 43) group (n =43)
Completed 3 menstrual cycle (n =42) Completed 3 menstrual cycle (n = 39)
5 Discontinued at 1menstrual cycle (n= 1) Discontinued at 1menstrual cycle (n=1)
Intervention Discontinued at 2menstrual cycle (n = 0) Discontinued at 2menstrual cycle (n = 2)
Discontinued at 3 menstrual cycle (n = 0) Discontinued at 3 menstrual cycle (n = 1)
b Analyzed (n =42) Analyzed (n = 39)
nalysts Excluded from analysis (n = 0) Excluded from analysis (n = 0)
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Patients with OPCOS

Inclusion criteria:

(1) had a diagnosis, at least two of the three symptoms of hypersecretion of androgen, ovulatory dysfunction (Olig ovulation or anovulation), and polycystic ovary
morphology, based on ultrasound based on the Revised 2003 Consensus on Diagnostic Criteria and Long-Term Health Risks related to Polycystic Ovary Syndrome
established by the Rotterdam ESHRE/ASRM-Sponsored PCOS Consensus Workshop Group35;

(2) BMI = 25 kg/m%

(3) were aged between 20 and 40 years;

(4) suitable for administration of clomiphene as an ovulation induction treatment;

(5) voluntarily provided written informed consent prior to randomization.

Exclusion criteria:

1) with hyperandrogenism due to hyperprolactinemia, thyroid disease, congenital adrenal hyperplasia, or Cushing syndrome;
2) with genital tract malformation, gonadal dysgenesis, and fallopian tube blockage;

3) with pathological endometrial changes, such as uterine malformation and hysteromyoma;

4) with severe heart, liver, renal, pulmonary, hematological, or mental discase;

5) with any allergic condition;

6) patient has participating in other clinical trials;

(7) with inflammatory bowel disease, irritable bowel syndrome, autoimmune diseases, chronic inflammatory diseases, or cancer;
(8) with gastrointestinal surgery history;

(9) with smoking history, alcohol use history;

(10) with history of taking antibiotics or probiotics in the past 3 months.

Note: Items from (1) to (6) are suitable for clinical observation. Items from (1) to (10) are suitable for metagenomic analysis.

HCs

Inclusion criteria:

(1) female aged 20 to 40 years;

(2) BMI = 18.5 kg/m” and < 25 kg/m%

(3) with regular menstruation;

(4) no primary dysmenorrhea history in the past years;
(5) normal blood/stool/urine test;

(6) voluntarily provided written informed consent.

Exclusion criteria:

(1) with antibiotics taking history in the past 3 months;

(2) with probiotics taking history within 1 month;

(3) with smoking history and/or alcohol use;

(4) with inflammatory bowel disease, irritable bowel syndrome, autoimmune diseases, cancer, or other diseases that may influence the gut microbiome;
(5) with gastrointestinal surgery history;

(6) with uncontrolled disease(s) that cause inflammation;

(7) HCs is pregnant or lactating;

(8) with mental disorders, cognitive disorders, or allergic conditions;

(9) HCs has participated in other clinical trials.
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