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Zuranolone Placeho

Study or Subgroup Mean  SD Total Mean SD_Total Weight
1.1.1 Major Depressive Disorder

AClayton'etal 2023 -125 8411 153 -111 7141 115%
AClayton etal 2023 115 7.3 152 -114 7 141 1286%
Clayton et al 2023 -141 8.031 248 -123 7.921 251 15.0%
Kato'etal 2023 16.16  6.11 80 18.23 543 82 11.4%
Kato etal 2023 16.52 6.07 81 18.23 543 82 11.5%
Subtotal (95% Cl) 714 697 62.0%

Heterogeneity: Tau®= 0.00; Chi*= 2.37, df= 4 (P = 0.67), F= 0%
Test for overall effect: Z= 3.93 (P < 0.0001)

1.1.2 Postpartum Depression

Deligiannidis etal 2021 -178 836 76 -136 8.43 74 63%
Deligiannidis et al 2023 -156 811 98 -116 807 97 82%
Subtotal (95% CI) 174 171 14.5%

Heterogeneity: Tau®= 0.00; Chi*= 0.01, df=1 (P = 0.91), F= 0%
Test for overall effect: Z= 4.61 (P < 0.00001)

1.1.3 Insomnia and Major Depressive Disorder or Postpartum Depression

K Deligiannidis et al 2023 57 344 T4 -6 34176 73 186%

NCT03771664 etal 2023 -78 76 40 -64 653 39 49%
Subtotal (95% CI) 14 112 23.5%

Heterogeneity: Tau*= 0.00; Chi*= 0.22, df=1 (P = 0.64); F= 0%
Test for overall effect: Z=1.48 (P = 0.14)

Total (95% Cl) 1002 980 100.0%
Heterogeneity: Tau®= 0.48; Chi*=12.87, df=8 (P=0.12); F= 38%

Test for overall effect: Z= 4.43 (P < 0.00001)

Test for subaroup differences: Chi*=10.27, df= 2 (P = 0.006), F=80.5%

Mean Difference
IV, Random, 95% CI

-1.40 [-3.16, 0.36)
-0.40 [-2.04,1.24)
-1.80 (-3.20,-0.40)
-2.07 [-3.85,-0.29)
-1.71 [-3.48, 0.06]
-1.48[-2.21,-0.74]

-4.20 [-6.89,-1.51]

-4.00 (6.27,-1.73)
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Zuranolone Placebo
Study or Subgroup Mean SD Total Mean SD
1.4.1 Major Depressive Disorder

AClayton'etal 2023 1.7 136 153 15 118

A Clayton et al 2023 -1.6 135 152 -15 1.18
Clayton etal 2023 -175 1212 248 151 1201
Kato'etal 2023 3343 1439 82 37.04 141
Kato etal 2023 3534 1442 85 37.04 141
Subtotal (95% CI) 720

Heterogeneity: Tau®= 0.07; Chi*= 7.39, df= 4 (P = 0.12); F= 46%
Test for overall effect: Z=1.31 (P=0.19)

1.4.2 Postpartum Depression
Deligiannidis et al 2021 -225 11.7156 76 -17.95 11.7155

Deligiannidis etal 2023 -19.7 1187 98 -146 1191
Subtotal (95% CI) 174

Heterogeneity: Tau®= 0.00; Chi*= 0.05, df=1 (P = 0.83), F= 0%
Test for overall effect: Z= 3.82 (P = 0.0001)

Total (95% C) 894

Heterogeneity: Tau®= 0.31; Chi*= 20.85, df= 6 (P = 0.002); F=71%
Test for overall effect: Z= 2.27 (P = 0.02)

Test for subqroup differences: Chi

Total

141
141
251

82

82
697

74

97
171

868

2.63.df=1(P=0.0004), F=921%

Weight

39.5%
39.5%
8.8%
25%

2.5%
92.7%

3.3%

4.0%
7.3%

100.0%

Mean Difference
IV, Random, 95% CI

-0.20-0.49,0.09]
-0.10[-0.38,0.19]
-2.40[-4.52,-0.28]
-3.61[7.97,0.75)

-1.70 [-6.03, 2.63]
-0.27[-0.69, 0.14]

-4.55[-8.30,-0.80]
-5.10(-8.44,-1.76]
-4.86 [-7.35, -2.36]

-0.82[-1.52,-0.11]
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Zuranolone Placebo Mean Difference Mean Difference

Study or Subgrou| Mean SD_Total Mean  SD Total Weight IV, Random, 95%Cl Year ndom, 95% CI
1.5.1 Major Depressive Disorder

Bruce etal 2019 -13.2 11 45 -86 11 44 220% -4.60(-5.06,-4.14) 2019

Clayton etal 2023 -10.4 6.75 247 -91 679 250 20.6% -1.30[-2.49,-0.11] 2023

Kato' et al 2023 3534 1433 82 3252 1185 82 11.5% 2.82[-1.20,6.84] 2023

Kato etal 2023 3032 1327 85 3252 11.85 82 121% -2.20(-6.01,1.61] 2023

Subtotal (95% CI) 459 458 66.3% -1.73[-4.50, 1.03]

Heterogeneity: Tau®= 6.28; Chi*= 38.15, df= 3 (P < 0.00001); F= 92%
Test for overall effect: Z=1.23 (P=0.22)

1.5.2 Postpartum Depression

Deligiannidis etal 2021  -16.4 87476 76 -125 874 74 154% -3.90(-6.70,-1.10] 2021 =—r—

Deligiannidis etal 2023  -12.8 6.83 98 -106 6.89 97 18.4% 20(-4.13,-0.27) 2023 ———

Subtotal (95% CI) 174 171 33.7% -2.75[-4.33,-1.16] -

Heterogeneity: Tau®= 0.00; Chi*= 0.96, df=1 (P = 0.33), F= 0%

Test for overall effect: Z= 3.39 (P = 0.0007)

Total (95% CI) 633 629 100.0% -2.23[-4.19,-0.26] -
Heterogeneity: Tau®= 4.51; Chi*= 41.63, df= 5 (P < 0.00001); F= 88% '_10 '5 5 %

Test for overall effect: Z=2.22 (P = 0.03)
Test for subaroup differences: Chif=0.39, df=1 (P=0.53), F= 0%

Zuranolone Placebo
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Model Sensitivity Specificity NPV
Random forest 0.7 0.565 0.736 0.681 0.629
Logistic regression 0.712 0.789 0.533 0.628 0.716

Xgboost 0.705 0.770 0.536 0.624 0.700
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Identification

Records identified from
Databases (n = 608)
Registers (n= 16)

Records screened.
(n =421)

Reports sought for retrieval.
(n=62)

Reports assessed for eligibility.
(n=62)

Studies included in review.
(n=28)

Records removed before
screening:

Duplicate records removed.
(n =203)

Records excluded.

(n = 359)

Reason: Not meeting inclusion
criteria

Reports not retrieved.
(n=0)

Reports excluded:
Clinical trial not completed or
published (n = 5)
Pharmacokinetics of drug. (n
= 3)
No main outcome (n = 2)
Article not having relevant
data (n =42)
Conference paper (n = 2)
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ning set Testing set H/y2
Gender 0.136 0.712
Male 1151(56.1%) 389(57%)
Female 899(43.9%) 294(43%)
Hukou 0.402
Non-agricultural 1472(71.8%) 479(70.1%) 0.702
Agricultural 578(28.2%) 204(29.9%)
Education level 0.386
None 310(15.1%) 94(13.8%)
21 1740(84.9%) 589(86.2%)
Marital Status 0.019 0.890
No spouse 223(10.9%) 73(10.7%)
Have a spouse 1827(89.1%) 610(89.3%)
Disabilities 1.091 0.296
No 1406(68.6%) 483(70.3%)
Yes 644(31.4%) 200(29.3%)
Hearing difficulty 3976 0.046
No 1797(87.7%) 618(90.5%)
Yes 253(12.3%) 65(9.5%)
Pain 1.359 0.244
No 899(43.9%) 317(46.4%)
Yes 1151(56.1%) 366(53.6%)
Exercise 0.457 0499
No 129(6.3%) 48(7%)
Yes 1921(93.7%) 635(93%)
Social activities 3921 0.048
No 1110(54.1%) 340(49.8%)
Yes 940(45.9%) 343(50.2%)
Smoke 0.225 0.614
No 1503(73.3%) 494(72.3%)
Yes 547(26.7%) 189(27.7%)
Drink 0.648 0421
No 1234(60.2%) 423(61.9%)
Yes 816(39.8%) 260(38.1%)
Resident 1.918 0.383
Urban 493(24%) 179(26.2%)
Rural-Urban Integration and Special Areas 189(9.2%) 68(10%)
Rural 1368(66.7%) 436(63.8%)
Life satisfication 4.735 0.094
Good 861(42%) 256(37.5%)
Fair 1112(54.2%) 403(59%)
Bad 77(3.8%) 24(3.5%)
Self reported memory 1.631 0.442
Good 303(14.8%) 88(12.9%)
Fair 1267(61.8%) 436(63.8%)
Bad 480(23.4%) 159(23.3%)
Self reported health 0472 0.790
Good 461(22.5%) 156(22.8%)
Fair 1181(57.6%) 384(56.2%)
Bad 408(19.9%) 143(20.9%)
Sleep duration 6.5(2.5) 6.5(3) 1361.52 0.832
Number of chronic diseases 2(2) 2(2) 1360.37 0.438
Age 63(13) 62(13) 1299.68 0.010
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Variables
Gender
‘ Hukou
Pain
Life satisfication
Self-reported health
Self-reported memory

Number of chronic diseases

‘Age

Coef
0.439
-0.706
0.516
0351
0308
0.181
0.072

0.022

0.117

0.095

0.090

0.089

0.033

0.006

Wald
408
-5.47
142
3.68
341
203
216

3.58

<0.001

<0.001

<0.001

<0.001

<0.001

0.043

0.031

<0.001
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Variable Assignment mode

Gender Male=0; Female=1

Hukou Agricultural hukou=1; Non-
agricultural hukou=2

Pain No=0; Yes=1

Life satisfication Good=1; Fair=2; Bad=3
Self-reported health Good=1; Fair=2; Bad=3
Self-reported memory Good=1; Fair=2; Bad=3
Number of Measured value

chronic diseases

Age Measured value
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Experimental

Study or Subarou Mean
2.6.1 depression
Ahmed (2023) 685 21 160
Carter (2015) 238 107 36
Chung (2021) 18.2 62 115
Crews b (2004) 95 95 34
Goldfield a (2015) 2.1 04 73
Goldfield b (2015) 1.7 04 78
Goldfield ¢ (2015) 2.6 04 72
Hughes (2013) 241 58 14
Jeong (2005) 464 102 20

halsa b (2012) -0.59 39 67
Lima a (2022) 173 1.2 308
Lima b (2022) 151 92 251
Lima ¢ (2022) 183 115 289
Melnyk (2015) 4239 11.82 9
Nabkasomn (2006) 141 458 21

Noggle b (2012) 47 49 36
orris d (1992) 914 519 14
orris e (1992) 1186 217 15

Philippot b (2022) 94 45 20

Roshan (2011) 1408 579 12
Subtotal (95% Cl) 1644

Test for overall effect: Z=3.37 (P=0.0008)

2.6.2 anxiety

Crews a (2004) 421 111 34
halsa a (2012) -0.48 38 67

Noggle a (2012) 51 36 36

Narris a (1992) 421 208 14
aorris b (1992) 78 228 15

Philippot a (2022) 107 5.5 20

Subtotal (95% Cl) 186

Heterogeneity Tau®= 0.09; Chi*=10.39, df= 5 (P = 0.06), F= 52%

Test for overall effect: Z=1.66 (P =0.10)
Total (95% ClI) 1830

Test for overall effect: Z=3.50 (P = 0.0005)

Control
SD Total Mean

135
25.7
207
187
2.7
2.7
2.7
283
461
0.03
17.9
17.9
17.9
57.9
174
6.3
1019
1019
6.5
2558

46.3
-0.03
8.3
6.25
6.25
113

SD _Total Weinht

2.3
85
5.2
"
04
04
04
598
8.7
5.7
1.4
1.4
1.4
377
4.76
4.2
415
415
46
9.72

78
47
58
414
414
64

160
28
113
32
78
75
75
12
20
34
218
218
218
9
28
15
16
16
20

12
1394

32
34
15
16
16
20
133

4.2%
39%
4.2%
3.9%
41%
4.0%
4.2%
35%
38%
41%
43%
4.3%
4.3%
29%
38%
38%
36%
36%
38%

3.3%
77.3%

Heterogeneity Tau®= 0.72; Chi*= 44561, df=19 (P <0.00001); F=96%

4.0%
41%
37%
36%
36%
38%
22.7%

1527 100.0%
Heterogeneity: Tau®= 0.65; Chi*= 458.54, df= 25 (P < 0.00001); F=95%

Testfor subaroun differences. Chi*=210.df=1 (P=0.15). F=525%

Std. Mean Difference
IV. Random. 95% CI

-3.01[-3.33,-269)
-019-0.69,0.30]
-0.44-0.70,-0.17]
-0.89[-1.39,-0.38]
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-0.67 [-1.07, -0.28]
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-0110.52,0.30]
-0.95[-1.58,-0.32]
-0.59-1.33,0.14]
0.45[-027,1.16]
-010[0.72,0.52]
-0.29[-0.63, 0.05]

-0.59[-0.92, -0.26]

Std. Mean Difference
IV. Random. 95% CI
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11,923 were excluded due to n
ot having hypertension

18 were excluded due to not ¢
ompleting other variables

303 were excluded for not co
mpleting the depression scale
in 2020

A total of 19,717 respondents
were included in the CHARLS
2018 dataset

A total of 2733 participants
were included in the study

546 were excluded due to ages<
45 years

3865 were excluded due to ha
ving depression or not comple
ting the depression scale

329 excluded for not having a
follow-up visit in 2020
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Recorded 1dentified through database searching (n=3368)
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Embase ( n=635)
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Web of science ( n=406)
EBSCO (n=108)

duplicates Recorded
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* not relevant studies (n1=1882)
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Variables Categories Frequency Percentage
Chronic medical illness | Yes 26 10

No 234 90
History of Yes 55 212
mental illness I

No 205 78.8
Social support Strong 69 264

social support

Intermediate 67 25.8

social support

Poor 124 477

social support
Ever used of substance | Yes 90 34.6

No 170 65.4
Current use Yes 59 22.7
of substance

No 201 773
Severity of the illness Mild 140 53.8
of the patients

Moderate 69 26.4

Severe 51 19.6
Perceived stigma Yes 155 59.6

No 105 40.4
Quality of life Good 161 61.9

Poor 99 38.1
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Variable

Marital status of the caregiver

Educational status

Occupational status

Kinship with the patient

Type of diagnosis of
the patient

Duration of giving care

Medical illness

Severity of illness

Social support

Quality of life

Perceived stigma

Category Depression COR
(95% CI)

Yes
Male 45 94 1.00 1.00
Female 47 74 2.38 (0.43-2.83) 243 (1.42-7.23) 0.003*
Married 61 119 1.00 1.00
Single 20 30 1.41 (0.43-2.94) 1.23 (1.06-3.23) 0.26
Divorced/widowed 11 19 1.21 (0.39 - 1.96) 1.8 (1.32-6.34) 0.001
Cannot read and write 30 38 3.56 (0.17-4.76) 3.12 (1.22-9.90) 0.07*
Primary education 20 59 1.78 (1.02-2.90) 1.93 (1.02-4,97) 0.001**
Secondary education 16 30 1.23 (1.16-2.56) 1.82 (0.82-6.04) 0.036
College diploma % 18 -0.14 (0.80-0.96) 1.43 (1.20, 4.92) 0.76
Degree and above 13 28 1.00 1.00
Government employee 20 55 1.00 1.00
Farmer 40 66 2.78 (1.79-4.67) 2.51 (1.54-5.67) 0.27
Merchant 13 41 1.70 (1.02-3.21) 2.21 (1.05-4.21) 045
Daily labor 4 2 2.50 (1.90-4.20) 2.30 (1.71-5.89) 0.67
Jobless 9 10 3.56 (1.50-7.07) 3.87 (1.60-9.32) 075
Parents 39 75 1.00 1.00
Spouse 16 40 2.66 (0.54-12.50) 236 (0.83, 4.24) 0.881
Children 16 16 2.01 (0.44-10.15) 1.59 (0.30, 2.14) 0.535
Sister/brother 13 30 4.21 (0.86-8.08) 2.01 (0.46, 2.99) 0.457
Other 2 10 216 (0.42-11.30)  2.23 (1.87-1245) 0612
Schizophrenia 42 81 2.21 (0.62-2.46) 2.8 (1.09-7.55) 0.001*
spectrum disorder
Bipolar-related disorder 29 58 1.76 (0.55-2.52) 1.69 (1.07-5.52) 0.024*
Depression-related disorder 15 35 1.00 1.00
6 months up to 1 year 35 89 1.00 1.00
1-5 years 35 66 1.26 (0.54-2.82) 1.33 (0.76-4.43) 0.256
>5 years 15 20 1.33 (0.57-3.07) 1.98 (1.05-5.56) 0.001*
Yes 10 16 2.78 (1.43-14.30) 235 (1.75-13.7) 0.015*
No 76 158 1.00 1.00
Mild 39 101 1.00 1.00
Moderate 26 43 1.50 (0.28-4.07) 1.87 (1.21-3.75) 0.456
Severe 21 30 1.80 (0.42-6.81) 1.6 (1.02-7.45) 0.28
Poor 47 77 2.09 (1.57-3.98) 2.2 (1.9-5.87) 0.001*
Intermediate 20 47 1.85 (1.41-2.75) 1.5 (1.27-5.75) 0457
Strong 13 56 1.00 1.00
Good 51 110 1.00 1.00
Poor | 35 [ 64 1.18 (0.69-4.02) 1.42 (0.87-3.90) 0.489
Yes 74 [ 81 2.82 (0.48-11.32) 233 (0.24-13.22) | 0.001**
No 22 83 1.00 1.00

*p < 0.05; **p < 0.01; Hosmer-Lemeshow test, 0.55.
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Characteristic  Category Frequency Percentage

Sex Male 139 535

Female ‘ 121 ' 46.5
Age 20-30 75 28.8
30-40 80 30.8
40-50 ‘ 69 26.6
=50 ‘ 36 13.8
Residence Rural 106 40.8
Urban 154 59.2
Marital status Married 180 69.2
Single ‘ 50 » 192
Divorced/ 30 11.6
widowed
Religion Orthodox 187 71.9
Muslim 57 V 219
Protestant 14 54
Other ‘ 2 0.8
Ethnicity Ambhara 255 98.1
Oromo 4 1.5
Tigrawi ‘ 1 » 0.4
Educational status Cannot read ‘ 68 26.2
and write
Primary 79 303
education
Secondary ‘ 46 17.7
education
College diploma | 25 9.6
Degree ‘ 42 16.2
and above
Job ‘ Governmental ‘ 75 ' 28.8
employee
Farmer 106 40.8
Merchant 54 20.8
Daily labor 6 23
Job less ‘ 19 ' 7.3
Estimated Poor income ‘ 67 25.8
monthly income (<$51.2)
Medium income | 114 438

($51.2-$87.2)

Good income 79 304

(>$87.2)
Kinship with Parents 114 43.8
the patients [
Spouse 56 215
Children 35 135
Sister/brother 43 16.5

Other 12 4.6
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Characteristic =~ Category Frequency Percentage
Sex Male 7 66.6
Female 4 334
Age <30 1 10
30-45 years 10 90
Residence Rural 2 20
Urban 9 80
Marital status Married 9 80
Single 0 0
Divorced/ 2 20
widowed
Religion Orthodox 11 100
Ethnicity Ambhara 11 100
Educational status Primary 1 10
education
College diploma 10 90
and above
Job Governmental 8 70
employee
Farmer 1 10
Merchant 2 20
Estimated Poor 1 10
monthly income income (<2,981)
Medium income | 8 70
(2,982-5,020)
Good 2 20
income (>5,021)
Kinship with Parents 6 50
the patients
Spouse 2 20
Children 2 20
Sister/brother 1 10
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Variables Categories Frequency Percentage
Sex Female 150 57.7
Male 110 423
Age <30 127 48.8
30-40 77 29.8
>50 56 21.4
Educational status = Cannot write 58 22.3
and read
Primary education 97 37.3
Secondary 65 25
education
Diploma graduate 13 5.0
Degree and above 27 10.4
Marital status Single 117 45
Married 95 36.5
Divorced/widowed 48 185
Type of diagnosis Schizophrenia 123 47.3
spectrum disorder
Bipolar- 87 335
related disorder
Major depression- 50 19.2
related disorder
Duration 6 months up to 124 47.7
of caregiving 1 year
1-5 years 101 38.8
>5 years 35 13.5
Comorbidity of Yes 52 20.0
medical illness
No 208 80.0
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Parameter

Whole group

n=70

Non-depressed
n=52

Depressed
n=18

BMI
Diabetes n, (%)

no
yes

Cccr

1-2 mild

3-4 moderate
>= 5 severe

Dialysis duration (years)
ESRD cause n, (%)

Diabetes

GN

Hypertension

PKD

Ischemic nephropathy
Nephrolithiasis
Reflux nephropathy
Interstitial nephritis
Other

Unknown

Vascular access n, (%)
Arteriovenous fistula

Permanent catheter
Temporary catheter

Hb g/dl
N: F 11.5-16.5,
M 13.0-18.0

WBC G/l
N: 4.0-11.0

Albumin g/l
N: 35-52

CaxPi

KtV
>1,2

MMSE
BDI-II

PSP

269 (4.9)

38 (54.2%)
32 (45.7%)

6(5;8)

4 (5.7%)

9 (12.9%)
57 (81.5%)

3(248)

19 (21.1%)
17 (24.3%)
4(5.7%)
5 (7.1%)
5 (7.1%)
2 (2.8%)
3 (43%)
4(5.7%)
6 (8.6%)
5 (7.1%)

25 (35.7%)

44 (62.9%)
1 (1.4%)

108 (1.3)

6.8 (5.8 8.1)

399 (3.8)

46.6 (13)

1.5 (1.2 1.7)

28 (26; 29)
0 (7 16.5)

60 (46; 84)

27.3 (4.9)

30 (57.7%)
22 (42.3%)

6 (5 8)

3 (5.8%)

6 (11.5%)
43 (82.7%)

3(%4)

12 (23.1%)
12 (23.1%)
3 (5.8%)

3 (5.8%)
4(7.7%)
1(1.9%)

3 (58%)
4(7.7%)

6 (11.5%)
4(7.7%)

17 (32.7%)

34 (65.4%)
1(1.9%)

10.9 (1.4)

6.7 (5.8;79)

39.9 (3.6)

46.8 (11.7)

1.5 (0.3)

28 (25.5; 29)
10 (6; 14)

67.5 (50; 86.2)

25.8 (4.8)

8 (44.4%)
10 (55.6%)

6.5 (5 8.5)
1(5.6%)
3(16.7%)
14 (77.8%)

36 (2.2)

7 (38.9%)
5 (27.8%)
1 (5.5%)

2 (11.1%)
1(5.5%)

1(5.5%)
0 (0.0%)
0 (0.0%)
0 (0.0%)
1(5.5%)

8 (44.4%)

10 (55.6%)
0 (0.0%)

105 (1)
7.3 (5.1582)
39.6 (4.4)

46.1 (16.4)

15 (1.2; 17)

27.5 (26.8; 29)
142 (8.2)

55 (45; 60.2)

0.294813"

0.485198¢

0.684375"

0.489249"

0.097571"

058603

0.164954'

0.869732"

0.806852"

0.857303"

0.967294%

0.961678"
0.208242%

0.013187"*

Samples from normally distributed populations are described using the mean and standard deviation. The remaining values of quantitative variables were described with the median and the first
and third quartiles. n - the number of patients in the group, c - Pearson’s %2 test with Yates’ continuity correction, w - Wilcoxon rank sum test with continuity correction, t - Student’s t-Test, f -
Fisher’s exact test for count data, BMI- body mass index, CCI- Charlson Comorbidity Index, ESRD- end-stage renal disease, PKD- polycystic kidney disease, Hb- hemoglobin, N-normal range,
CaxPi-calcium-phosphate index, Kt/V- dialysis adequacy, MMSE- Mini-Mental State Examination, BDI-II-Beck Depression Inventory II, PSP- Personal and Social Performance Scale

*- statistically significant
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|. Adult patients with acquired Il. Adult patients with acquired
hypothyroidism without L-T, treatment hypothyroidism with L-T, treatment

T.<0.7 ng/dL
T+<1.71 pg/mL

Percentage of patients with overt Percentage of patients with hypothyroidism with L-T,
hypothyroidism diagnosed with depression* treatment diagnosed with depression

. 12.1-66.7%
Depression

Highlights: Highlights:
o 2-fold increased risk of developing depression. e Increased risk of developing depression
o 9-fold increased risk of developing depression in and require treatment with antidepressants.
hypothyroid than euthyroid women. o Depression was from moderate to severe.
e Higher scores vs controls or patients with L-T,
treatment in tests for depression.
Highlights: Highlights:

e 4-fold increased risk of developing anxiety.
e Higher scores vs controls or patients with L-T,
treatment in tests for anxiety.

¢ Increased risk of developing anxiety and
require treatment with anxiolytics.
e Higher scores vs controls in tests for

anxiety.
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Prevalence of depression in patients Population'’s characteristics Psychiatric test Reference

with acquired hypothyroidism

79.2% Female patients with acquired hypothyroidism without ~ Primary care evaluation of Guimaraes
thyroid medication. mental disorders (PRIME MD) etal., 2009 (21)

12.1% (*) Patients with diagnosis of acquired hypothyroidism Diagnostic and statistical Bunevicius
under L-T, treatment. manual of mental disorders etal, 1999 (23)

(DSM-III-R)

33.9% Patients with diagnosis of acquired hypothyroidism Patient health questionnarie-9 Mohammad
under L-T, treatment. (PHQ-9) etal, 2019 (22)

36.7% Patients with diagnosis of acquired hypothyroidism PHQ-9 Usman et al.,
under L-T, treatment. 2023 (1)

66.7% (*) Patients with diagnosis of acquired hypothyroidism Beck depression inventory (BDI) = Talaei et al.,
who had developed euthyroid state after treatment with 2017 (24)
LT5.

54.5% (patients with 1 year of follow-up) Patients with diagnosis of acquired hypothyroidism BDI Gunes,

41.7% (patients with 5 year of follow-up) who had developed euthyroid state after treatment with 2020 (25)

33.3% (patients with 10 years of follow-up) L-Ty.

*These values were calculated employing the article’s data. In Bunevicius et al. (1999), the ratio was 4/33. In Talei et al. (2017), the ratio was 116/174.
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Placeho
Mean SD Total

Zuranolone

Study or Subgroup  Mean SD Total Weight

Mean Difference
IV, Random, 95% CI

Year

Mean Difference
IV, Random, 95% CI

1.6.1 Major Depressive Disorder

Bruce etal 2019 -407 33 45 -257 34 44 349%
Kato'etal 2023 39.72 1571 82 4313 142 82 326%
Kato etal 2023 41.58 16.72 85 4313 142 82 325%
Subtotal (95% CI) 212 208 100.0%

Heterogeneity: Tau®= 72.05; Chi*= 47.53, df= 2 (P < 0.00001); I*= 96%
Test for overall effect: Z=1.36 (P=0.17)

Total (95% CI) 212 208 100.0%
Heterogeneity: Tau®= 72.05; Chi*= 47.53, df= 2 (P < 0.00001), I*= 96%
Test for overall effect Z=1.36 P=0.17)

Test for subaroup differences: Not applicable

-15.00 [-16.39,-13.61]
-3.41[7.99,1.17]
-1.65-6.25, 3.15)

-6.85[-16.70, 3.01]

-6.85[-16.70, 3.01]

2019
2023
2023

+
-50

+ +- +
-25 0 25 50
Zuranolone Placebo
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Zuranolone Placebo Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI
1.2.1 Major Depressive Disorder

Bruce etal 2019 24 45 20 44 56% 117[0.77,1.79)
AClayton etal 2023 108 188 93 190 13.8% 1.10(0.92,1.32)
Clayton etal 2023 161 268 120 269 14.7% 1.35(1.14,1.59)
Kato' et al 2023 45 82 43 82 94% 1.05(0.79,1.39)
Kato et al 2023 46 85 43 82 94% 1.03(0.78,1.37)
AClayton'etal 2023 13 192 93 190 14.0% 1.13[0.94,1.35)
Subtotal (95% CI) 860 857 66.9% 1.16 [1.07,1.27]
Total events 497 424

Heterogeneity: Tau®= 0.00; Chi*= 4.67, df=5 (P = 0.46), F= 0%
Test for overall effect: Z= 3.37 (P = 0.0008)

1.2.2 Postpartum Depression

Deligiannidis et al 2021 47 78 38 73 9.4% 1.16(0.87,1.54)
Deligiannidis et al 2023 65 98 52 98 11.4% 1.25(0.99,1.58)
Subtotal (95% Cl) 176 171 20.8% 1.21[1.01, 1.45]
Total events 112 90

Heterogeneity: Tau®= 0.00; Chi*=0.17, df=1 (P = 0.68), F= 0%
Test for overall effect: Z= 2.09 (P = 0.04)

1.2.3 Insomnia and Major Depressive Disorder or Postpartum Depression

K Deligiannidis et al 2023 44 78 16 73 48% 2.57(1.60,4.14)
NCT03771664 etal 2023 24 43 28 43 75% 0.86 (0.61,1.21)
Subtotal (95% Cl) 121 116 12.3% 1.47 [0.47, 4.58]
Total events 68 44

Heterogeneity: Tau®= 0.63; Chi*= 15.04, df=1 (P = 0.0001); F= 93%
Test for overall effect: Z= 0.66 (P = 0.51)

Total (95% CI) 1157 1144 100.0% 1.18 [1.05, 1.32]
Total events 677 558

Heterogeneity: Tau®= 0.02; Chi*= 18.89, df= 9 (P = 0.03), F= 52%

Test for overall effect: Z= 2.71 (P = 0.007)

Test for subqroup differences: Chif=0.30, df= 2 (P = 0.86), F= 0%

Year

2019
2023
2023
2023
2023
2023

2021
2023

2023
2023

F

Risk Ratio
M-H, Random, 95% CI

-
-

—_—

¢

-

0.1

+
02

-

+ +
05 2
Zuranolone placebo
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Zuranolone Placeho Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI
1.3.1 Major Depressive Disorder

A Clayton etal 2023 2 188 2 190 14.8% 1.01[0.14,7.10)
Clayton etal 2023 2 268 2 269 147% 1.00(0.14,7.07)
A Clayton'etal 2023 4 192 2 190 19.8% 1.980.37,10.68)
Subtotal (95% CI) 648 649  49.3% 1.32[0.45, 3.84]
Total events 8 6

Heterogeneity: Tau®= 0.00; Chi*= 0.37, df= 2 (P = 0.83), = 0%
Test for overall effect: Z= 0.51 (P = 0.61)

1.3.2 Postpartum Depression

Deligiannidis et al 2021 4 78 4 73 309% 0.94[0.24,3.61)
Deligiannidis et al 2023 5 98 1 98 12.4% 5.00(0.59, 42.02)
Subtotal (95% CI) 176 171 43.3% 1.76 [0.35, 8.88]
Total events 9 5

Heterogeneity. Tau®= 0.62; Chi*= 1.75, df=1 (P = 0.19), = 43%
Test for overall effect: Z= 0.69 (P = 0.49)

1.3.3 Insomnia and Major Depressive Disorder or Postpartum Depression

NCT03771664 etal 2023 1 43 1 43 7.5% 1.00[0.06, 15.48)
Subtotal (95% CI) 43 43 7.5% 1.00 [0.06, 15.48]
Total events 1 1

Heterogeneity: Not applicable
Test for overall effect: Z= 0.00 (P = 1.00)

Total (95% CI) 867 863 100.0% 1.37 [0.65, 2.90]
Total events 18 12

Heterogeneity: Tau?= 0.00; Chi*= 2.19, df= 5 (P = 0.82), F= 0%

Test for overall effect: Z= 0.83 (P = 0.41)

Test for subaroup differences: Chif= 0.15, df= 2 (P = 0.93), F= 0%

Year
2023

2023
2023

2021
2023

2023

Risk Ratio

M-H, Random, 95% CI
— " S
—_—

R S
-
+ : : +
0.02 0.1 1 10 50

Zuranolone Placebo
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Gender Baseline HAM-D
Total Population Age (Years) BMI (kg/m2) score (mean

Antidepressants

. Male; Female At baselifie
Patients and sd)
z Z 74 74 Z 74
group Placebo group Placebo aroup Placebo group Placebo group Placebo group Placebo
Gunduz-Bruce etal, | zuranolone 91 300 252
0500 (omp) Major Depressive Disorder 45 4 sl | B3TR2 2028 1430 tes | OS2 | | w7224 12 10
zuranolone 393 239 218
(20-mg) 5 126 o (44 +24 A
Kato et al., 2023 (33) Major Depressive Disorder 8 408106 3547 236 (53) 245 21) NA
zuranolone 388 27 26
(30-mg) & +120 e 0 £22 Na,
zuranolone .- 419 . W 258 ©
Clayton et al, (20-mg) 122 28
i Major Depressive Disorder 19 4122 515106 NA 258431 19
@0 suranolone 23 259
192 45121 NA 7
(30-mg) 18 +29
Clayton et al, zuranolone . " 394 o . 296 268
P Somg) Major Depressive Disorder 268 269 Ll 01126 sxise 103166 tes | mxe2 | L 269x27 183 190
NCT03771664 zuranolone Insomnia and Major 446 20 . g
etal, 2022 (30-mg) Depressive Disorder » » £1250  £1160 1528 12 NA NA NA A NA A
Female
Deligiannidis et al, zuranolone . 23 " " 5 .
gy P Postpartum Depression 7 7 sea | maxs3 76 7 3L1£6 | 303:8 | 284%2 28822 16 18
Deligiannidis et al, zuranolone 300 309 286
9085 50 Somg) Postpartum Depression 98 9 L5y | 0260 98 9% Tes | Mere3 | Do 288223 15 15
Deligiannidis et al, zuranolone Insomnia and
2023 (25) (30-mg) Postpartum Depression 7 7 le£a | 12 < % N Le = = e 3

mg, miligram; NA, not available.
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Parameter No depression Depression p-value
(MADRS (MADRS >10,

<10, CGI<3) Cal >3)

nd 36 7 0.045667°
d 16 11

nd, no depression; d, depression.
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