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Clinical trial of semaglutide in combination with letrozole for the treatment of

polycystic ovary syndrome in patients with insulin resistance
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E2WA: ?ﬁﬁgi(%;gﬁs )ﬁw Shes S Abstract: Objective  To observe the efficacy of semaglutide injection

= xIJ S EE(1991 - ) A, BERE, combined with letrozole tablet in the treatment of obese polycystic ovary
TENTEI 7 2 R A 2 B} D 1T Y syndrome with insulin resistance ( PCOS — IR) patients. Methods
LA Patients with PCOS — IR were divided into treatment group and control
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for 14 days to induce withdrawal bleeding. Starting from the Sth day of withdrawal bleeding, letrozole tablets were given
orally at a dose of 2.5 mg per day for 5 consecutive days. Two days after drug withdrawal, transvaginal ultrasound
monitoring was performed. When the dominant follicle reached or exceeded 18 mm in diameter, human chorionic
gonadotropin for injection (1.0 x 10* U) was intramuscularly injected to induce ovulation. If ovulation did not occur,
the dose of letrozole tablets was increased to 7. 5 mg per day in the next menstrual cycle. The treatment group received
subcutaneous injections of semaglutide (0.25 mg per dose, once weekly for 4 consecutive weeks; starting from the 5th
week , the dose was adjusted to 0. 5 mg per dose, once weekly for another 8 consecutive weeks). After a 1 — week drug
withdrawal period (washout period) , the same ovulation induction protocol as that for the control group was adopted.
Both groups received treatment for 3 to 6 menstrual cycles, and the medication was discontinued immediately once
ovulation or pregnancy was achieved. Clinical efficacy, clinical manifestations, reproductive hormone levels, insulin
resistance , inflammatory marker levels, follicular development, and the adverse drug reactions were compared between
the two groups. Results A total of 93 cases were included, with 48 cases in the control group and 45 cases in the
treatment group. After treatment, the total effective rates of the control group and the treatment group were 70. 83%
(34 cases/48 cases) and 88.89% (40 cases/45 cases) , respectively; the Rosenfield acne scores were (1. 56 £0. 62)
and (1.29 £0.59) points, respectively; the Ferriman — Gallwey hair scores were (13.31 £3.25) and (11.89 +2.85)
points, respectively; the follicle — stimulating hormone was (6.86 +1.24) and (7.50 +1.13) TU - L™, respectively; the
levels of luteinizing hormone were (8. 18 +1.52) and (7.48 £1.63) IU - L', respectively; the levels of fasting
blood glucose (FPG) levels were (4.86 +0.97) and (4.36 +0.69) mmol - L'
(FINS) levels were (9.25 +1.96) and (8.41 £1.87) pIU « mL™", respectively; the insulin resistance indexes were
1.83 £0.39 and 1.63 +0.27, respectively; the vascular endothelial growth factors were (92.17 £10.82) and
(87.45£10.36) ng - L', respectively; the levels of interleukin — 6 were (6.74 +0.93) and (6.32 +0.99)
pg » mL ™", respectively; the number of follicles were (8.44 +1.35) and (7.93 £1.01), respectively; the maximum

, respectively; the fasting insulin

follicle diameters were (11.68 £2.44) and (13.05 £2.69) mm, respectively; the above indicators in the treatment
group were compared with those in the control group and it showed statistically significant differences (all P < 0.05).
The total incidences of adverse drug reactions in the experimental group and the control group were 8.89% (4 cases/
45 cases) and 10.42% (5 cases/48 cases) (P >0.05). Conclusion Semaglutide injection combined with letrozole
tablets has significant efficacy in the treatment of PCOS - IR patients, can effectively improve insulin resistance, and
has relatively good safety in non — pregnant or non — lactating women.

Key words: semaglutide injection;letrozole tablet; polycystic ovary syndrome ;insulin resistance
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Table 1 Comparison of general data between two groups

Item Control(n =48) Treatment(n =45)
Age(years, x +5) 35.04 £6.97 35.71 £6. 44
Body mass index(kg - m™%, x+s) 31.86+2.70 32.25+2.46
Duration of illness ( years, x £s) 1.58 £0. 54 1.56 £0. 59
Location (n, % )

Unilateral 33(68.75) 29(64. 44)

Bilateral 15(31.25) 16(35.56)
Ovarian volume(em?® | x +5) 13.79 £2. 14 14.03 +2. 65
Duration of menstruation(d, x +s) 6.31 £1.09 6.42 +0.92
History of pregnancy (n, % )

Yes 40(83.33) 40(88.89)

No 8(16.67) 5(11.11)
Heart rate(beats + min ™', x +5) 83.83+6.73 85.78 +6.93
Systolic blood pressure(mmHg, x+s) 123.90 £11.23 125.40 +£9.72
Diastolic blood pressure(mmHg, x+s) 78.31 £7.23 79.24 £5.08

Control group: Oral administration of letrozole tablets; Treatment group:
Subcutaneous injection of semaglutide in the abdominal region based on the

control group.

Table 2 Comparison of clinical characterization between two groups (x *s)

Control(n =48)

Treatment(n =45)

Ttem
Before treatment

After treatment

Before treatment After treatment

Waist circumference ( cm) 87.69 +5. 84
Rosenfield acne score (points) 3.69 +0.72
Ferriman - Gallwey hair score( points) 21.58 £4.20

85. 15 6. 02* 86. 18 6. 54 82.52 5, 73%*
1.56 0. 62%# 3.62 +0. 89 1.29 +0. 59##*
13.31 +3, 25" 22.60 +4.21 11.89 +2, 85"

Compared with control group at the same time,

K3 2HBEAMFAKFIILE (2 5)

* P <0. 05 ; Compared with before treatment in the same group,*P <0.05,*P <0. 01, P <0. 001.

Table 3 Comparison of reproductive hormone levels between two groups(x +s)

Control (n =48)

Treatment(n =45)

Item
Before treatment

After treatment

Before treatment After treatment

FSH(IU - L7") 5.37 £1.08 6.86 £ 1. 24" 5.42 +1.06 7.50 £ 1. 13%##~
LH(TU - L") 14.52 £2.30 8.18 +1. 52" 14.32 £2.28 7.48 +1. 63%##*
T(nmol - L™1) 4.32£0.72 2.02 0. 39%## 4.16 0. 77 1.84 (. 28~
AMH(ng - mL™") 10.42 +2.35 8.24 +2 12%# 10.26 +2. 53 7.36 £1. 81%#~

FSH :Follicle stimulating hormone ; LH ; Luteinizing hormone ; T'; Testosterone ; AMH ; Anti

* P <0. 05 ; Compared with before treatment in the same group, **P <0. 001.

- Miillerianhormone ; Compared with control group at the same time,
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Table 4 Comparison of insulin resistance between two groups(x +s)

7 2 ABREWIGKTROTEN

WE BT EARRREF /T X R4
(P<0.05), W57,
8 ZEMITEM

e W IR TS R W IR R TR 7 N S
PN S A A # 8. 89% (4 19l/45 {5i]) 5 %k B 2H 3K 3 491
PPEFAZE 1 ]G 1 B, 2590 RO R R AR R
10.42% (5 51/48 ) ,2 LHZ5W)AS B L b e A 3R AE
it RS IG#EX(P>0.05)

Control (n =48)

Treatment(n =45)

Ttem
Before treatment

After treatment

Before treatment After treatment

FPG(mmol - L") 5.66 +0. 84 4.86 +0. 97" 5.38 +0.94 4.36 +0. 69" =
FINS(pIU - mL™") 16.82 £1.78 9.25 +1. 96" 16.93 +1.84 8.41 £1. 87"+
HOMA - IR 3.43 +0. 80 1. 83 +0. 39%* 3.37+0.72 1.63 0. 27" *

FPG : Fasting plasma glucose ; FINS : Fasting insulin; HOMA — IR ; Homeostatic model assessment of insulin resistance ; Compared with control group at the same

time, * P <0.05, * * P <0. 01 ; Compared with before treatment in the same group,**P <0. 001.

RS 2 HBHIIEARIRCF I HEE (% £5)

Table 5 Comparison of the levels of inflammatory indicators between two groups(x +s)

Control (n =48)

Treatment(n =45)

Ttem
Before treatment

After treatment

Before treatment After treatment

VEGF(ng - L")
IL-6(pg-mL™")

149.78 +£19. 41
8.23 +£1.08

92. 17 +10. 82*#
6.74 £0. 93###

153.16 £19. 59
8.44 +1.11

87.45 £10. 36"+
6.32 £(). 99###*

VEGF ; Vascular endothelial growth factor;IL - 6 : Interleukin — 6 ; Compared with control group at the same time, * P <0. 05 ; Compared with before treatment in

the same group ,** P <0. 001.

F6 2AURHINMERE I (x £5)

Table 6 Comparison of follicular development between two groups(x +s)

Control (n =48)

Treatment(n =45)

Item
Before treatment

After treatment

Before treatment After treatment

12.60 3. 56
6.44 £1.21

Number of follicles( count)

Maximum follicle diameter( mm)

8.44 +1. 35"
11. 68 +2. 44%##

12.40 =3. 60
6.51 +0.96

7.93 £1. 01 %=
13. 05 £2. 69*#

Compared with control group at the same time, * P <0. 05 ; Compared with before treatment in same group,** P <0. 001.

RT 2HBHEWGBTHALLE (n,%)

Table 7  Comparison of clinical outcomes between two groups
(n, %)

Item Control(n =48) Treatment(n =45)
Significant 12(25.00) 25(55.56)
Effective 22(45.83) 15(33.33)
Ineffective 14(29.17) S5(11.11)

Total effective rate 34(70.83) 40(88.89) ~

Compared with control group, * P <0. 05.

5 I
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