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Table S1. The characteristics of the included RCTs.  
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RCT 

Mild 
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15 35.

53 

± 
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28 

9/6 30 mg 

capsule 

/day 

(TDS) for 
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.5

3 

± 
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10 

8/

7 

Imipramin

e capsule 
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week 
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(N=3), 
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Fluoxetine 
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S 
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effecti

ve 
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to 
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20 37.
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9/1

1 

30 mg 

capsule 

/day (BD)-
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20 35

.2

5 
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6.

12 

9/

11 
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capsule 

(BD)-6 

week 

Anxiety 

(N=3), 
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in 

appetite 

(N=7), 

Sedatio

n 

(N=1), 
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(N=2), 
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(N=3), 
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r 
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± 
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12 
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capsule 
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(N=4), 
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in 
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he 
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ng 
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S 
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capsule + 
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fluoxetine 
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R 
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20 mg of 

fluoxetine 
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profil

e  
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severi
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MDD 
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anxio
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ss 
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± 
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56 

15/

15 

Saffron 30 

mg 

capsule 
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30 34

.1

7 

± 
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.4

1 
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/1

1 
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Capsule 

50 mg 

BD-12 

weeks 
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drowsin

ess 

(N=1), 

Constip

ation 

(N=2), 

Sweatin

g (N=1) 
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3
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8 
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F 

Saffron 

tablet 
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.1 
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l 

F 

An 
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dose of 
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Oversle
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R 
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0
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2

1 
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24 
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3 
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20 66
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± 

5.

34 
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16 
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T 
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h 

mil

d to 
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te 

dep

ress
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2

7 

3

7 

± 

1

0.

3 

All 

F 

Saffron 15 

mg 

capsule -

BD-12 

weeks 

25 39

.8 

± 

9.

2 

Al

l 

F 

1 placebo 

capsule -

BD-12 

weeks 

One 

subject 

in the 

saffron 

group 
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effect 

“hives” 

BDI Mean 

depres

sion 

scores 
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2019 
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a 
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e-

bli

nd, 

pla

ceb

o 
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ntr

oll

ed 

RC

T 

Adu

lts 

wit

h 

pers

iste

nt 

dep

ress

ion 

6

8 

4

0.

4 

± 

1.

4

4 

57/

23 

Saffron 14 

mg tablet-

BD-8 

weeks 

65 39

.6

5 

± 

1.

31 

56

/2

4 

Placebo 

tablet -8 

weeks 

No 

signific

ant 

adverse 

events  

MAD

RS, 

MAD

RS-S, 

ASE

C, 

SF-36 

subsc

ale 

scores 

AImp

rovem

ent 

sympt

oms 

in 

MAD

RS 

but 

not in 

MAD

RS-S. 

Lavandula angustifolia 
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2016 
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rm
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y 

Do

ubl

e-

bli

nd, 
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ceb

o 
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ntr

oll

ed 
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T 

MA

DD 

1

4

1 

4

7.

7 

± 

1

2.

6 

1

0

5

/ 

5

4 

Silexan 

(an active 

substance 

produced 

from 

Lavandula 

angustifoli

a) 80 mg 

capsule/da

y-10 

weeks 

128 47

.9 

±   

12

.6 

11

3 / 

43 

Capsule 

placebo -

10 weeks 

Eructati

on 
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he 

(n=4), 

Nasoph

aryngiti
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ents 
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ng 
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am. 

4

0 

4

0.

6 

1

3

/

1

7 

2 cups of 
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angustifili

a infusion 

+ tablet 

Citalopra

m 20 mg 

(BD)-8 

week 

40 40 24

/1

6 

Citalopra

m 20 mg 

tablet 

(BD)-8 

week 

In the 

experi

mental 

group 

were 

nausea 

and 

confusi

on. In 

the 

control  

group 
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mouth  

and 

confusi

on   

HDR
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mean 

depres
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scores  
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n 
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blin

d 
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to 

mode

rate 

depre

ssion 

Gr

oup 

A: 

15 

Gr

oup 

B: 

15 

Gr

ou

p 

A: 

33.

53 

± 

8.8

1 

Gr

ou

p 

B: 

31.

53 

± 

10.

22  

G

r

o

u

p 

A

: 

7

/

8 

 

G

r

o

u

p 

B

: 

6

/

9  

Group A: 

Lavandul

a 

tincture-

60 

drops/da

y-4 

weeks 

 

Group B: 

Imiprami

ne 100 

tablet 

mg/day+ 

tincture-

4 weeks 

15 33

.9

3 

± 

11

.3

8 

8/

7 

Imipramin

e100 mg 

tablet /day 

+ placebo 

drop - 4 

weeks 

In the 

imipra

mine 

group, 

antichol

inergic 

effects 

such as 

dry 

mouth 

and 

urinary 

retentio

n 

 

headac

he  in 
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la 

tincture 

group 

HDR

S 
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nt 
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khoda
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ubl

e-

bli

nd 
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T 
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d to 

mo

dera

te 

dep

ress
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G

ro

u

p 

A

: 

1

5 

G
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u

p 

B

: 

1

5 

G

r

o

u

p 

A

: 

3

7.

9 

± 

2.

4 

G

r

o

u

p 

B

: 

3

7.

4 

± 

3.

3 

G

r

o

u

p 

A

: 

1

1

/

4 

Gr

ou

p 

B: 

10/

5 

Group A: 

L. 

angustifoli

a 1g 

capsule-

BD-8 

weeks 

Group B: 

M. 

officinalis 

1g capsule 

-BD-8 

weeks 

15 33

.4 

± 

2.

7 

11

/4 

Fluoxetine 

10mg 

capsule – 

BD - 8 

weeks 

 

diarrhe

a in 

placebo 

group 

(N=1) 

drowsin

ess in 

group A 

(N=1) 

HDR

S 

The 

effect 

is 

simila

r to 

Fluox

etine  

Safari 

2023 

 

Iran Do
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e-

bli

nd 
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T 
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e 2 

diab

etes 

pati

ents 

wit

h 

dep

ress

ion 

2

3 

5

2.

6

5 

± 

6.

1

4 

1

4

/

9 

700 

mg/day M. 

officinalis 

hydroalco

holic 

extract - 

12 weeks 

21 54

.1

9 

± 

5.

99 

11

/1

0 

700 

mg/day 

toasted 

flour - 12 

weeks 

- BDI-

II, 

BAI, 

PSQI 

 

signifi

cant 
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se in 

depres

sion 

and 

anxiet

y 

severi

ty  
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Iran Do

ubl

e-

bli

nd, 

par

all

el-

gro

up 

RC

T 

Mil

d to 

mo

dera

te 

MD

D 

1

9 

2

9.

5 

± 

1

0.

1 

7/1

2 

E. 

amoenum 

375 mg 

capsule/da

y-4 weeks 

16 34

.7 

± 

13

.6 

7/

9 

Placebo 

capsule-4 

week 

Headac

he 

(N=9), 

Nausea 

(N=3), 

Dry 

mouth 

(N=7), 

Blurred 

vision 

(N=2), 

Constip

ation 

(N=2) 

HDR

S 

Signif

icant 

in 

reduci

ng 

depres

sive 

sympt

oms 

Abbreviations (In alphabetical order): 

Adverse event (A/E); Antidepressant Side-Effect Checklist (ASEC); Anxiety and Depression Scale (RCADS); Beck anxiety 

inventory (BAI); Bis in die, twice per day (BID) Beck Depression Inventory (BDI); Hamilton Anxiety Rating Scale (HAMA); 

Hamilton depression rating scale (HDRS); Montgomery Asberg Depression Rating scale (MADRS); Mixed anxiety and 

depressive disorder (MADD); Mood disorder questionnaire (MDQ); Pittsburgh Sleep Quality Index (PSQI); Randomized 

controlled trial (RCT); Short Form-36 Health Survey (SF-36); Ter die sumendum, three times per day (TDS) 

 


