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A randomized double blind placebo controlled clinical trail

Efficacy and Safety of Honey based Formulation of Nigella sativa Seed Oil in
Functional Dyspepsia: A Double Blind Randomized Controlled Clinical Trial

A Double-Blind, Randomized Controlled Trial

Principles in Designing Traditional Medicine Education Programs

post percutaneous coronary Intervention patients
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Pharmacovigilance of herbal medicine

\ and Alternative Medicine in Urmia, Iran
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Nepeta menthoides Boiss. & Buhse freeze-dried aqueous extract versus sertraline
in the treatment of major depression: A double blind randomized controlled trial
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Topical Citrullus colocynthis (bitter apple) extract oil in painful diabetic neuropa-
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Effect of traditional syrup from Citrus medica L. fruit juice on migraine headache:
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The Effect of Viola odorata Flower Syrup on the Cough of Children with Asthma:
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A randomized, double-blind, clinical trial comparing the efficacy and safety of
Crocus sativos L. with fluoxetine for improving mild to moderate depression in
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Assessed for eligibility (n=103)
from April 2015 to
September 2015

Excluded (n=31)
+ Not meeting inclusion criteria (n= 25)

* , Declined to participate (n=6)

Randomized (n=72)

}

Nepeta menthoides
+ Received allocated intervention (n=36 )
+ Did not receive allocated intervention (n=0 )

h 4

Lost to follow-up during the intervention
(n=3)

(1 drug intolerance, 2personal causes)

Analysed (n=33)

Sertraline
+ Received allocated intervention (n=36 )
+ Did not receive allocated intervention (n=0)

Lost to follow-up during the intervention
(n=3)

(1 personal causes, 2 drug intolerance during
the intervention)

Lost to follow up after the intervention: 1
due to personal causes but did not exclude

Analysed (n= 33)

Fig. 1. Consort flowchart of the study inclusion, allocation and follow-up.
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Fig. 2. Mean Depression scores in 0, 2, 4 and & weeks of intervention in N menthoides and sertraling groups,

Table 1
Baseline demographic and clinical characteristics.
Criteria N. menthoides Sertraline group P value
group (n=33) (n=33)

Age (mean +5D) 3542 +9.40 35.12 £ 10.06 0.90

BMI (mean +£SD) 2432 +478 2479+3.63 0.66

BDI score’ 2742 +8.77 24.51 £8.55 0.18

Sexn (%)
Male 8(24.2) 8(24.2) 1.00
Female 25(75.8) 25(75.8)

Marital status n (%)
Single 11(33.3) 9(27.3) 0.86
Married 22(66.7) 24(72.7)

Educational level n (%)
Under diploma 8(24.2) 15(45.5) 0.15
Diploma 13(39.4) 7(21.2)
Upper diploma 12(364) 11(33.3)

Inhabitant n (%)
Shiraz 24(72.7) 21(63.6) 0.43
Others 9(27.3) 12 (36.4)

Jobn (%)
Unemployed 19(57.6) 25(75.7) 0.29
Employed 14 (42.4) 8(24.3)

Occupational stress n (%)
Yes 12 (36.4) 8(24.2) 0.30
No 21(63.6) 25(75.8)

Income® n (%)
=10 million R 21(63.6) 17(51.5) 0.32
>10 million R 12(36.4) 16 (48.5)

2 Beck Depression Inventory score.

b 3500R=~18.
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Table 2 Sy e 4o S N. menthoides

Mean depression scores in 0, 2, 4 and 6 weeks of intervention in N. menthoides and oLaLf S50 s L) wﬁy’-}w‘
sertraline groups. ) T

(ngJ‘i‘JJ’—’)Y fL—:LJU‘ﬂ“ &5—{--’)‘;

Time N. menthoides Sertraline P value from ANOVA <,

& N o o
Baseline (mean+SD)  27.424+877 2451+855  <0.001 S91> B Oy 0355 (o 0l
2nd week (mean+5D) 21.85+10.71 21.73+9.89 1S ! dode 55 Ol gy S Lol
4th week (mean+5D) 14.15+9.46 18.39+11.80 . )
6th week (mean£5SD) 14.18+10.72 20.25+£13.12 SISl s b ol aed s
P value from ANOVA <0.001 <0.001

< . . & .
- _ _ BRI K B PP PUJE RN A PR
p value of treatment-group interaction between two groups.

' pvalue of treatment-time interaction in each group. Sl ol i o iS Sl sl Jte
})}MC)‘}‘L ?"‘—’& .|JL§“A3L5M. 5

Table 3 . | e . 5 .
Mean differences of BDI score in 6th week and 4th week between N. menthoid: PR o u;fu“j Al s
group and sertraline group. Sl 0T 5 Yl es S uf‘)‘jf ;
Group N. menthoides Sertraline P value J;J‘Jé) ;_’JM&‘ Ols asl 5 JoL.?JI

BDI score 6th week-BDI score 4th week —13.27+8.62 —-6.12+7.56 0.001 L J-“}F ‘\‘bi‘“‘ R DY g;!"é‘ﬂ‘

3355 sl 5l Sl A ol
Table 4 o . _ S 3 bl e Ol ys 53 ol Sas

Mean differences of complications before and 4 weeks after intervention.

Lo (55,03 &5 Dl gie 4 oS pl il

Complications N. menthoides group Sertraline group P value _
Mean + SD Mean + SD Al adls [y Led e lis S5l
Restlessness -0.97 £ 098 —-0.54+1.31 0.13 S s /g PRI
[ >
Drowsiness 088 £ 108 044130 <0.001° g ST
Insomnia ~1.03 + 0.92 ~0.20+0.96 <0,001° S oslmas sysT il 5 S Aas
Headache -0.63 + 1.09 —-0.28+1.08 0.18
Decrease appetite -0.31 + 1.08 —0.11+0.95 0.40 S5~ b wﬁ-’?')b‘ u—'K-H
Increase appetite ~0.11 +£ 0.90 -0.19+1.21 0.75 -l 7. losls 5lis s &
Dry mouth ~0.09 + 0.85 0.14+1.25 038 g o
Decrease sexual desire -0.46 + 1.09 028+1.16 0.01 HICE f sl s les
2 = O = J
Blurred vision —-0.43 + 0.85 -0.22+0.72 0.27 _ "A; “; _ )
Constipation -0.37 + 0.77 0.03+0.88 0.046 5o O Ll Sl ST 2T cdles
Urinary retention -0.17 £ 0.57 0.11+£0.98 0.14 Lz .. W o et il
Nausea, vomiting ~034 + 091 ~0.0640.95 0.20 GBS L N ULJ:L .
Sknqrashes 011 +0.72 -0.17 £0.81 0.13 ! L’u - L>" 8
Itching -0.06 + 0.97 —-0.31+092 0.27 :
Thirst ~0.09 + 1.12 ~0.03+1.40 0.85 il oy ,,4“,_. i o 3\_ e
Respiratory complaints —0.09 + 0.37 ~0.06+0.53 0.78
: — . — ; Sl Sas ‘w;s’- = Lﬂy
p = 0.05: significant decreasing of the complications in N. menthoides group. F
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Assesment for eligibility
criteria 73 patients

Excluded (n=13)
10 ineligble —
3 refused participation

| 1
All d to Citrullus Col Allocated to placebo group
o [Received allocated intervention
Received allocated intervention (n=30)
{ ) Did not receive placebo (n=0)
Did not recelve drug (n=0)

Lost to follow-up (n=2) Lost to follow-up (n=3)

(1 no contact response, (Personal cause)

1 pesrsonal cause)

not fully adhere to the
=t not fully adhere to the protocol protocol
(n=1) (n=2)
(Taking other medication) (Taking other medication)

Include in analysis
(n=27)

Include in analysis
(n=28)

Figure 1 Flowchart of study inclusion, allocation and follow-up.
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Table 1 Baseline characteristics of patients in the Citrullus colocynthis and placebo treatment groups

Citrullus colocynthis Placebo
mean + SD mean + SD Pvalue

% Men 38.29% 55.56% 0.22
Mean age (years) 57.36+ 10.00 52.70£10.53 0.07
Mean duration of diabetes (years) 11.57+£6.70 10.89 £6.07 0.67
Mean duration of neuropathy (years) 1.49+1.31 1.68+1.45 0.78
Mean body mass index (kg/m?) 26.01 +2.42 25.06 £2.03 0.13
Glycemic control status (baseling)

HbAle (%) 6.67 £0.47 6.71 £0.51 0.36

Fasting plasma glucose (mg/dL) 109.86 + 15.16 113.43£11.28 0.13
Other diabetic complications (no. patients)

None 19 19 0.75

Nephropathy 6 3

Retinopathy 4 2

Coronary 2 3
Risk factors for neuropathy (other than diabetes; no.

patients)

No other risk factor 4 1 0.045

Hypertension 16 5

Hypercholesterolemia 20 12

Smoking 3 3
Treatments (no. patients)

Oral hypoglycemic 20 20 0.74

Insulin 2 3

Both oral and insulin 6 4

Statin 19 14 1.68
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Table2 Mean changes in nerve conduction study scores before and after 3-months treatment with a topical formulation of Citrullus
colocynthis (intervention) or placebo (sesame oil)

Mean ANCS values

(after—before) 95% ClI Pvalue
Nerve conduction velogity {m/s)
Common peroneal nerve
Intervention 198 118, 2.77 0.79
Placebo 1.76 0.86, 2.66
Tibial nerve
Intervention 2.74 192, 3.56 <0.0001
Placebo 0.36 -0,13, 0.85
Distal latency (msec)
Superficial peroneal nerve
Intervention -0.08 -0.12, -0.04 0.001
Placebo 0.00 -0.03, 0.02
Sural nerve
Intervention -0.17 -0.23, -0.11 <0.0001
Placebo 0.05 -0.0g, 0.18
Sensory amplitude (uV)
Superficial peroneal nerve
Intervention 1.34 0.49, 2.19 0.37
Placebo 1.33 0.16, 2.49
Sural nerve
Intervention 3.04 1.77, 4.30 <0.0001
Placebo 0.57 -0.57, 1.7
Motor amplitude (uV)
Common peroneal nerve
Intervention 0.34 0.22, 0.46 0.92
Placebo 0.21 -0.09, 0.52
Tibial nerve
Intervention 0.40 0.25, 0.54 0.09
Placebo 0.13 -0.08, 0.34

MNCS, nerve conduction studies; Cl, confidence interval.

Table 3 Mean changes in World Health Organization Biomedical S5 n58 5N 53 ST il — B
i i i i - é. . \ . . .
Research and Education Foundation (BREF) quality of Infe_(WHOQC_JL Gls S5yl s 4> Ls)
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oil) BER R odalice Q:J‘j‘ C,..n‘&guc“(;.m| ol .\:.ITS
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I -
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Fig. 1. The Rowchart of study inclusion, allocation and follow-up.
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Table 1
Demographic data, basic characteristics of patients in Citron syrup, propranolol and
placebo groups.

Baseline Citron juice Placebo syrup  Propranolol P-value

characteristics syrup (n=30) (n=30) {n=286)

Age, years (mean, 34304815  41.73+£1192  3774+1239 0035
S0D)

Gender 0.940

Male (n, %) 5 (16.7%) 5 (16.7%) 3 (11.5%)

Female (n, %) 25 (83.3%) 25 (83.3%) 23 (B8.5%)

Duration of disease  7.83 + 6.81 1.10 +.8.85 14.0435 0.067
(years) +11.23

Migraine attacks 7304+ 215 717+ 198 735 +192 0.941
pain intensity
(VAS, 0-10)

Migraine attacks 10.83 + 871 10.73 + 9.56 10.81 +£2.12 0.552

frequency (pain
episodes/
month)

Domingues)s,ls —elusls, Slas 5 oab s S4)
o—! (et al.,2009; Martin and Macleod 2009
NS el s o 5 S50 s Sole Olge 4 (Sole
s ol S g b s 00y Julo i 4 bp e 0SS5 0 50
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Table 2

The mean reductions in pain intensity, duration and frequency of migraine headache attacks after the intervention.

Outcomes (post-pre-intervention) Groups Mean reduction 95% Confidence interval for mean  P-value Groups P-value
Lower bound  Upper bound
Migraine attacks pain intensity (VAS, 0-10) Citron syrup 2,97 2.0707 3.8626 0.002 Citron syrup-placebo 0,003
Propranolol 258 1.59 3.57 Citron syrup- 0.99
propranolol
Placebo 0.83 0.028 1.69 Propranolol-placebo 0.028
Headache attacks duration (h) Citron syrup  10.72 483 16.59 < 0.0001 Citron syrup-placebo = 0.0001
Propranolol  13.23 513 2130 Citron syrup- 099
propranolol
Placebo 2.70 3.00 840 Propranolol-placebo 0.001
Headache attacks frequency (pain episodes/ Citron syrup  2.80 0.99 4.60 0.036 Citron syrup-placebo 0301
month) Propranolol 5.00 119 8.81 Citron syrup- 0.99
propranolol
Placebo 0.47 -1.69 262 Propranolol-placebo 0.034

" P-value from Kruskal Wallis test.
Pairwise comparison.
P-value from Post-Hoc test in pairwise comparison.
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(Mean difference £ SEM)

Score of migrain attacks pain intensity
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(Mean difference = SEM (h))

Number of pain episodes per month
(Mean difference + SEM)

Fig. 2. The comparison of headache parameters in study groups presented as
post-pre- mean diff es -+ SEM. “P-value < 0,05, " P-value < 0.01, and
"P-value < 0.0001.
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Table 1

The phenols content (mg/1000 g) of N. sativa oil (HPLC method).

Phenols mg/1000 g oil
Total polyphenols 825.51
Hydroxytyrosol 0.65

Tyrosol 32.84
Vanillic acid 0.27
Para-coumaric acid 5.93
o-coumaric acid 12.00
Decarboxymethyl oleuropein aglycone 2112

Tyrosyl acetate 9.09

Ethyl vanillin 5.58

Table 2
The fatty acids content (%) of N. sativa oil (gas-li-
quid chromatography method).

Fatty acids Percentage

Myristic acid 0.2090
Palmitic acid 12.48

Palmitoleic acid 0.2812
Heptadecanoic acid 0.1047
Stearic acid 3.3884
Oleic acid 22,5836
Linoleic acid 58.2370
Arachidic acid 0.2250
Eicosenoic acid 0.3839
Behenic acid 0.0356
Lignoceric acid 0.0414
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Table 3
Chemical compositions of volatile oil component of
N. sativa oil.

Compound Percentage
a-Thujene 13.95
a-Pinene 3.74
2,410, Thujaden 0.08
Camphene 0.05
2-Heptenal(z) 0.18
Sabinene 1.52
f-Pinene 3.27
p-Cymene 51.62
Limonene 1.95
1,8-Cineole 0.07
Y-Terpinene 017
cis-Thujon 0.06
(—)-cis-Sabinol 0.11
4-pl-Terpineol 0.27
Dodecane (n) 0.07
Thymoquinone 14.48
Isobornyl acetate 0.09
Carvacrol 0.96
a-Longipinene 0.28
p-Longipinene 0.82
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Assesment for eligibility
criteria 105 patients

Excluded (n=35)
26 ineligble

9 refused participation
| ]
Nigella sativa placebo
+famotidine +famotidine
Received allocated intervention Received allocated intervention
(n=35) (n=35)
Did not receive drug (n=0) Did not receive drug (n=0)
Not fully adhere to the Not fully adhere to the
protocol protocol
(n=2) (n=3)
(Taking other medication) (Taking other medication)
Include in analysis | Include in analysis
(n=35) (n=35)

Fig. 1. Flowchart of the study's inclusion, allocation and follow-up.
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Table 4

Basic characteristics of patients in the N. sativa and placebo groups.
Basic characteristics Groups (Mean + 5D) Dift 95% C1 P value

N, sativa Placebo Lower Upper

Age 4231 + 13.85 36.31 + 13.64 6 0.558 12,558 007"
Sex (female) 18 (51%) 17 (48%) ~4.62 0.057"
Marital status (married) 30 (85%) 24 (68%) -7.54 0.08"
BMI 26.26 + 3.80 2464 + 434 1.62 -0.322 3.574 o1
H. pylori {positive) 23 (65%) 21 (60%) - 10.51 0.62"

* Independent sample t-test.
b Chi-square test.

Table 5
Hong Kong index of dyspepsia severity in the N. sativa and placebo groups before
and after 2, 4 and 8 weeks of the intervention.

Functional  Groups (Mean + SD) Diff a5% Cl P value®
dyspepsia
score —_———
N. sative Placebo Lower Upper
Base score 28.08 +8.11 29.74+805 -165 -5.51 219 0.394

After 2W  2340+747 2802+759 -462 -822 -1.03 0.012
After 4W 1948 +5.19 2702+835 -7.54 -1085 -422 <0.001
After 8W 1611 +3.71 2662+846 -1051 -1363 -739 <0.001
P-Within = 0.001 0.006

groups”

* Independent sample t-test.
® paired sample t-test (0-8 weeks).

Table 6
Short form (SF-36) health survey scores in the N. sativa and placebo groups before
and after the intervention.

SF-36 domains Groups (Mean + SD) P value”
N. sative Placebo
Vitality Before 47.86 +20.61 50.21 +17.90 0.611

After 62.49+19.41 5235+ 16.60 0.022
General health perceptions Before 53.25+19.74 52,00+ 1750 0.780
After 6743 +18.08 5214 +17.25 0.001
Physical functioning Before 76.14+22.07 7543+ 2545 0.901
After  87.71+1750 75.86+ 23.53 0.020
Physical role functioning Before 58.93 +25.51 57.32+23.80 0.786
After 7204 + 2244 5714+ 2334 0.008
Emotional role functioning Before 57.62+ 2882 53,57+ 2316 0.519
After  72.62+2219 5357+2113 =000

Social role functioning Before 585742532 54.29+23.86 0.469
After 75.00+ 1893 5543+2285 <=0.001
Bodily pain Before 54.14 +24.29 48.93 +23.43 0.364
After 7457 + 2061 5071+ 2147 <0001
Mental health Before 52.29+19.79 51.86 + 16.76 0.922

After  64.86+1797 5214 +16.68 0.003

* Independent sample t-test.

Table 7
Comparison of side effect complaints of patients b the N. sativa and placebo groups during the study.
Absent Mild Moderate Severe Very severe
Number Percent Number Percent Number Percent MNumber Percent Number Percent
Placebo 32 91.4% 3 8.6% 0 154 0 (153 o 0%
N. sativa 30 85.7% 5 14.2% 0 0% 0 0% 0 0%
Total 62 8 1] 1] o

P=0,452, using chi square test,
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Table |. Basic Demographic Characteristics of Participants Included

in the Trial.
Total Viola Flower Placebo P Value
Age (years) 32 + 2.1 32+ 19 33 +22 914
Sex
Female 75 (41.2%) 34 (37.4%) 41 (45.1%) 292
Male 107 (58.8%) 57 (62.6%) 50 (54.9%)
Place of living
Urban 13 (7.1%) 6 (6.6%) 7 (7.7%) 773
City 169 (92.9%) 85 (93.4%) 84 (92.3%)

Table 2. Duration Lasting to Yield More Than 50% and 100% Cough
Suppression in the Violet Syrup and Placebo Group.

Outcome Measures Violet Syrup Placebo P Value
>50% cough reduction .001
1-3 days 55 (60.4%) 33 (36.2%)
4-5 days 23 (253%) 30 (33.0%)
Not achieved in 5 days 13 (14.3%) 28 (30.8%)
100% cough suppression <.001
1-3 days 30 (33.0%) 12 (13.2%)
4-5 days 27 (297%) 17 (18.7%)
Not achieved in 5 days 34 (37.3%) 62 (68.1%)
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Table 1: Technical Capabilities

Dimension of capability:
Technical Capability

Underpinning abilities
and skills

Enabling knowledge

Ability to understand the
principles of Chinese
medicine and its diagnosis
and treatment fordiseases

| Skill in taking a case history

| according to both Chinese
medicine and western medicine
principles

| Skill in performing the diagnostic
|technigues

Ability to formulate a herbal
prescription based on an
understamding of the
components, indications and
contraindications, individual
patients' conditions, and to
prepare and dispense a
Chinese herbal prescription

| Skills in interpreting Chinese herbal
prescriptions

Skills in synthesizing information
|from Chinese diagnostic and
| western diagnostic assessments

Ability to diagnose and
differentiate diseases/
disorders according to both
western and Chinese
medicine principles and
technigues

Clinical decision making skills with
respect to determining when to treat
|and when to refer

Skills of First aid.

Skills to identify Chinese herbs
accurately and differentiate them
from similar herbs

Ability to formulate a
treatment plan including time-
lines, and review and monitor

he health of th i
Mpfeatth of e pationt Skill in preparing and processing of

herbs

” Vyglat
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Understanding of evidence-based medical paradigm and its

|applicability to Chinese medicine

Knowledge of philosophies, principles of Chinese medicine
including theoretical framework, eticlogy, pathogenesis, including
knowledge of 'Classic Literature' of Chinese medicine.

Knowledge of actions of Chinese herbs and western medications
in terms of Chinese medicine and western medical science

Knowledge of chemistry and of plant science of Chinese herbs,
and knowledge of methods and standards for identifying,
processing Chinese herbs

Understanding of the multi-dimensional nature of wellness and
illness (physical, emotional, social and spiritual) and the factors
affecting the patient including familial, social and physical
environments and their impact in terms of their illness and healing

Knowledge of common diseases of internal medicine,
dermatology, pediatrics, gynecology, traumatology and
ENT/ophthalmology including etiology, pathology, differential
diagnoses (syndromes), treatment principles and representative
formulae for treatment of disease according to different Chinese
medicine theories, as well as knowledg e of their standard western
diagnosis and treatments.

Knowledge of the limitations of Chinese herbal medicine.




Table 2: Communication Capabilities

Dimension of
capability:
Communication

Underpinning abilities and skills

Enabling knowledge

Ability to
communicate
effectively with
patients, other health
professionals,
regulatory bodies,
herbal suppliers and
the general public

herbal suppliers

including dispensers, GPs

Skills in communicating with patients, practitioners, regulatory bodies, and
Skills in interpreting and critique written and verbal works
Ability to discuss disease and treatment in terms of Chinese medicine

understanding and western medicine with other health professionals

Presentation skills for different audiences (contexts)

Knowledge in professional and ethical
behavior that respects the patient and
the rights of the patient

Understanding of communication in a
cross-cultural context

Understanding of the factors affecting
communications

Knowledge of formats for written and
verbal communication in clinical/
professional / academic contexts e.g,
Chinese Medicine Registration Board

Table 3: Responsible and Sustainable Practice Capabilities

Dimension of ca pability:
Responsible and
Sustainable Practice

Underpinning abilities and skills

Enabling knowledge

Ability to practise within
regulatory/ ethical/ safety
frameworks

Ability to identify key
business issues and draw on
appropriate professional
resources

support/advice

selffother employees
Ability to continue to learn

Skills in implementing appropriate record
keeping, financial management, and
identifying source relevant business

Risk management skills with respect to
safety of premises, practice, patient and

Skills in reporting adverse events according
to formal reporting systems

Knowledge of requlatory and legal frameworks (including regulatory
Acts), particularly those related to patient privacy, and possession, use anc
dispensing of therapeutic goods.

Understanding of the responsibility of providing appropriate
information and advice and the responsibility to facilitate referral if
necessary, and protocol for referring to medical practitioners in the
event of an adverse event

Knowledge of workplace/ occupational health and safety
requirements, regulations and practices

Knowledge of key components of small business including ethical
and legal responsibilities

Table 4: Research and Information Management Capabilities

Dimension of capability:
Research and Information
Management

Underpinning abilities and skills

Enabling knowledge

Ability to remain informed
about advances in
knowledge and apply it in
clinical practice where
appropriate

Ability to critically review
research publications
relevant to Chinese
medicine

methodology

medicines

Skills in literature research and critical review

Skills in interpreting bio-statistics and research

Skills in conduct quality clinical trials in evaluation
of safety, quality, and efficacy of Chinese herbal

Skills to human and animal ethics approval

Ability to plan the steps
involved in research into
Chinese herbal medicine
within an ethical framework, | peer reviewed journals, etc)
and to conduct a research

project

procedures for research projects

Skills for publication (including public government,

7]

” Vyglat

Knowledge of key resources of information on Chinese
medicine, western medicine and evidence-based medicine
Understanding difference in research methodologies,
including biostatistics.

Knowledge of ethical issues and frameworks for research,
including the ethical requirements for using animals, the
rights of patients participating in clinical trials and
responsibilities of researchers to patients.

Understanding issues such as potential conflicts of interest
or pecuniary interests with respect to research

Knowledge of requirements of research funding sources
and grant application
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75 patients screened

31 excluded before runin:

15 Not meeting inclusion criteria

L 4

9 Meeting exclusion criteria
7 Refused to participate

44 randomized

:

22 assigned to saffron group

!

22 assigned to fluoxetine group

2 discontinued:

h A

1 withdrawn consent (week 1)
1 withdrawn consent (week 3)

2 discontinued:

1 severe anxiety (week 1)
1 suicidal ideation (week 2)

L 4

20 completed the trial

h 4
20 completed the trial

Fig. 1. Flow diagram of the trial.
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Table 1
Baseline data of the patients in both study groups.
Variable Saffron group Fluoxetine group
Age, years, mean (SD) 52,05 (8.92) 53.10 (8.47)
Gender (n)
Female 11 14
Male a9 5]
Marital status (n)
Married 20 17
Divorced - 1
Widow - 2
Level of education (n)
literate 1 2
Primary School 10 12
High school diploma 4 3
University degree 5 3
Smoking (n)
Former 2 G
Current G 4
Angiography (n)
1-Vessel disease 7 10
2-Vessel disease 8 3
3-Vessel disease 5 7
Gensini score, mean (50 45.65 (33.22) 56.60 (35.62)
Baseline EF, mean (SD) 50,71 (7.81) 46.33 (12.02)
Baseline HDRS score 17.00 (1.77) 16.80 (1.79)

EF: Ejection fraction; HDRS: Hamilton depression rating scale.
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Table 2
Clinical characteristics of the patients in both study groups.

Variable Saffron group Fluoxetine group
Past medical history (n)
Hyperlipidemia 17 14
Hypertension 16 10
Diabetes mellitus 6 8
Myocardial Infarction 5 2
Chronic heart failure 3 2
Valvular heart disease 2 2
Chronic lung disease 1 2
Cerebrovascular disease 1 -
History of interventions (n)
Maore than one PCI 3
CABG 1 1
CPR -
Presentation before PCI (n)
Stable angina 3 8
Unstable angina 9 5
NSTEMI 4 -
STEMI 4 7
Baseline lab data, mean (SD)
FBS (mg/dl) 117.06 (57.90) 11030 (50.59)

167.05 (52.95)
105.89 (47.66)

Total cholesterol {mg/dl)
LDL cholesterol (mg/dl)

155,80 (42.55)
95,30 [36.76)

HDL. cholesteral (mg/dl) 36.16 (6.07) 35.95 (8.46)
Triglycerides (mg/dl) 180.63 (98.85) 173.20 (118.422)
Creatinine (mg/dl) 0.82 (0.16) 093 (0.24)
Hemoglobin (g/dl} 15.59 (5.67) 14.05 (1.95)
Hematocrit (%) 4141 (799) 41.66 (5.10)

PCI: Percutaneous coronary intervention; CABG: Coronary artery bypass graft; CPR:
Cardiopulmonary resuscitation; NSTEMI: Non ST elevation myocardial infarction;
STEMI: ST elevation myocardial infarction; FBS: Fasting blood sugar; LDL: Low
density lipoprotein; HDL: High density lipoprotein.
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Table 3

Comparison of Hamilton depression rating scale (HDRS) score changes between the two study groups.
HDRS score change Saffron group [mean (SD)]  Fluoxetine group [mean (SD)]  Mean difference (95% CI) ¢ (38) Pvalue Cohen'sd (r)
Decline from baseline to week 3 8.10 (5.51) 9.25 (4.08) 1.15 ( - 1.95 to 4.25) 0.74 0.45 0.23 (0.11)
Decline from baseline to week 6  11.65 (4.39) 12.30 (3.94) 0.65 (-2.02 to 3.32) 0.49 062 0.16 (0.08)

n

Hamilton Depression Rating Scale Score
=

=

—&— Saffron group
—7— Fluoxetine group

3 6
Trial Week

Fig. 2. Comparison of Hamilton depression rating scale (HDRS) scores [mean
(SEM)] over time between the two study groups.
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Frequency of reported adverse events between the two study groups.

Side effect Saffron group Fluoxetine group P value
Daytime drowsiness (n) 0 1 1.00
Morning drowsiness (n) 1 1 1.00
Constipation (n) 1 3 0.60
Nervousness (1) 0 1 1.00
Decreased appetite (n) 4 2 0.66
Dry mouth (n) 1 1 0.34
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Table |. Knowledge of the Medical Students About Different Types
of Alternative Medicine.

Evaluated Students With Correct Students With Incorrect
Category Answers, n (%) Answers, n (%)
Acupuncture 90 (90) 10 (10)
Homeaopathy 12 (12) 88 (88)
Osteopathy 60 (60) 40 (40)
Chiropractic 39 (39) 61 (61)

Iranian traditional 51 (51) 49 (49)
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Table 2. Medical Students’ Attitudes Toward Alternative Medicine.

Agree, No Opinion, Disagree,

Questions Asked for Attitudes Evaluation n (%) n (%) n (%)
| Complementary and alternative medicine principles can be used for better clinical care 82 (82) 15 (15) 3(3)
2 Complementary and alternative medicine therapies are similar to placebo 25 (25) 40 (40) 35 (35)
3 lItis necessary to instruct complementary and alternative medicine subjects in medical curriculum 55 (55) 27 (27) 18 (18)
4 Most traditional therapies stimulate body’s natural therapeutic powers 76 (76) 23 (23) (1)
5 Limitation of Evidence-based medicine in treatment of some diseases is the main reason that people 39 (39) 32 (32) 29 (29)

choose complementary and alternative medicine

6 Decision about complementary and alternative medicine use should be based on Evidence-based research 63 (63) 28 (28) 9(9)
7 Use of traditional medicine by physicians must be licensed 87 (87) 12 (12) (1)
8 Traditional medicine practices performed by non-physicians are acceptable 15 (15) 21 (21) 64 (64)
9 Traditional medicine services should be under supervision of the Ministry of Health T7(77) 20 (20) 2(2)
10 Some traditional medicine therapies should be covered by insurance services 54 (54) 36 (36) 10 (10)
Il Using traditional medicine for patients is more cost effective than conventional medicine 39 (39) 45 (45) 16 (16)
12 Traditional medicine has fewer complications than conventional medicine 34 (34) 45 (45) 21 (21)
13 Patients’ tendency toward traditional medicine is due to the failure of conventional medicine 42 (42) 32 (32) 26 (26)
|4 Alternative medicine is a threat to community health 8(8) 29 (29) 63 (63)
I5 Tendency of patients toward alternative medicine is due to its higher availability 33(33)  35(35) 32 (32)
16 Tendency of people toward traditional medicine is due to its historical and cultural features 57 (57)  32(32) 11 (1)
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