S2 Table. Data extraction tables with detailed study characteristics, participant demographics, intervention details, and outcome data
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Leukocyte counts:
Patient
7300£1927/mm? vs
Control
9700£803/mm? (t=-
2.74, P<0.05).
Lymphocyte %:
Patient 16.09+4.43%
vs Control
22.26+2.40% (t=-
2.59, P<0.05).
Normal serum zinc
range: 70-150 pg/dl;
patient group below
normal. Parallel
decrease in
lymphocyte ratio
with zinc deficiency
noted.
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ms of
vulvova
ginal
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Sexually
active women
aged 18-37
years
presenting
with
vulvovaginal
candidiasis
symptoms,
with Group I
having a mean
age of 25.87 +
5.30 years and
Group II
having a mean
age of 24.61 +
6.44 years.

Pregnancy,
age outside
18-37 years,
chronic
systemic
diseases,
and use of
oral
contraceptiv
es or other

medications.
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s
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days,
30
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days)

The study enrolled
68 women with
vulvovaginal
candidiasis
randomized to either
flucanazole 150
mg/day alone (Group
I, n=33) or
flucanazole 150
mg/day plus zinc
sulfate 50 mg for 30
days (Group II,
n=35), with follow-
up at 10, 30, and 90
days. At 10 days
(baseline),
reinfection rates
were similar between
groups (Group I:
15.15%, Group II:
14.28%) with
comparable KOH
and culture
negativity rates. At
30-35 days follow-
up, Group II showed
superior outcomes
with a reinfection
rate of 6.66%
compared to 21.42%
in Group I, though
this difference was
not statistically
significant. At 90
days, reinfection
rates were 22.72% in
Group I versus
10.71% in Group II.
Most importantly,
the total reinfection
rates across the
entire study period
demonstrated a
highly significant
difference (p<0.005),
with Group I
experiencing a
48.48% total
reinfection rate
compared to only
28.57% in the zinc
supplementation
group (Group II),
indicating that zinc
supplementation
significantly reduces
recurrence of
vulvovaginal
candidiasis when
added to standard
antifungal therapy.
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RVVC
patients: age
range 17-51
years (mean
31.7);
Controls: age
range 21-44
years (mean
33.7). All
RVVC
patients had
primary
idiopathic
form with no
known causes.
No pregnant
women or
patients with
proven
immunoalterat
ion included.
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RVVC patients'
values clustered near
the lower limits
(approximately 75%
of zinc values were
just above lower
normal limit).

Calcium: Attack
2.21£0.35 mmol/L,
Remission 2.23+0.36
mmol/L, Control
2.38+0.47 mmol/L
(both P<0.001 vs
control, attack vs
remission n.s.).
Magnesium: Attack
0.79+0.14 mmol/L,
Remission 0.82+0.14
mmol/L, Control
0.87+0.17 mmol/L
(P<0.001 for attack
vs control and
remission vs control;
P<0.01 for attack vs
remission). Iron:
Attack 17.53+8.74
umol/L, Remission
17.22+7.78 pmol/L,
Control 13.68+5.14
umol/L (all
comparisons n.s., but
trend toward
elevation in
patients). All
measured metals
were within normal
reference ranges
despite significant
differences.
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Study concluded that
zinc deficiency
might play a role in
susceptibility to
recurrent
vulvovaginal
candidiasis. The
control group
showed no
significant difference
between case and
control group (p >
0.05). 88% of
control group and
94% of patient group
showed no
significant
differences in zinc
concentrations (p >
0.05). Mean plasma
zinc concentrations
were 57.33 pg/dl in
patient group vs
93.38 pg/dl in
control group.
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Women aged
18-46 years
suffering from
burning,
itching,
malodorous
and cheesy
vaginal
secretions
with
confirmed
vvC
diagnosis.
Samples
collected from
married
women.
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RNA
extract
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reagent
.RT-
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1 gene.
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This
study
tested
zinc
oxide
nanopa
rticles
(ZnO-
np) as
an
antifun
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in vitro

Rest
softw
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for
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gene
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SPSS
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ZnO nanoparticles
synthesized by sol-
gel method, tested at
sub-MIC
concentrations
ranging 0.02-12
pg/mL (later
specified as 2-18.1
ug/mL for gene
expression studies).
MIC range: 0.02-269
png/mL; MIC50: 5
pg/mL; MIC90: 11.3
pg/mL. Sub-MIC
concentration used:
11.1 pg/mL
(concentration
allowing >50% cell
viability). Final
concentration for
gene expression
studies: 3+1.7 pg/mL
(also reported as
5+1.3 pg/mL).
Fluconazole
susceptibility:
10/196 (5%)
resistant, 18/196
(9.13%) SDD,
168/196 (85.71%)
susceptible. ERG11
gene: Detected in all
10 fluconazole-
resistant isolates
(397 bp band), not in
susceptible isolates.
SAP gene expression
in untreated isolates:
SAP1: 10/10 (100%)
resistant strains,
18/18 (100%) SDD,
148/168 (88%)
susceptible; SAP2:
9/10 (90%) resistant,
15/18 (83%) SDD,
148/168 (88%)
susceptible; SAP3:
6/10 (60%) resistant,
12/18 (67%) SDD,
118/168 (70%)
susceptible. Mean
SAP1-3 expression
significantly higher
in resistant vs
susceptible strains
(P<0.001). Nystatin
MIC: Range 0.6-32
ug/mL; MIC50: 3
png/mL; MIC90: 8
ug/mL; Sub-MIC: 4
pg/mL;
concentration for
gene studies: 3+1.3
pg/mL. Gene




downregulation after
ZnO-np treatment:
SAP1 decreased
2.44-fold (P<0.02),
SAP2 decreased
5.55-fold (P<0.03),
SAP3 decreased 2.6-
fold (P<0.05). Gene
downregulation after
Nystatin treatment:
SAP1 decreased
4.16-fold (P<0.01),
SAP2 decreased
3.12-fold (P<0.03),
SAP3 decreased 4.8-
fold (P<0.05). Both
treatments
significantly reduced
SAPI1-3 expression;
overall reduction
significant for ZnO
(P=0.01) and
Nystatin (P=0.07).
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Women
with
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192 completed
the trial (97 in
Group 1
receiving
clotrimazole
2% vaginal
cream plus
acid pH
thymol and
zinc-
containing
cleansing
wash, and 95
in Group 2
receiving
clotrimazole
alone). Both
groups had
comparable
baseline
characteristics
: Group | had
mean age
27.546.3
years, BMI
21.545.2
kg/m?, and
Sobel score
8.2+1.1, while
Group 2 had
mean age
27.3£6.3
years, BMI
22.3+4.8
kg/m?, and
Sobel score
8.3+1.1

Pregnant,
lactating,
postmenopa
usal women;
trichomonas
vaginitis;
history of
repeated
vaginal
candidiasis;
taking
contraceptiv
e pills,
broad-
spectrum
antibiotics,
or oral
vaginal-
related
vaginitis
drugs in past
two weeks
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a
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trial
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m
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15+

days

Not
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zinc
was not
measur
edin
this
study
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; Chi-
squar
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Stude
nt's t-
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red);
p<0.0
5
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Not
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tion
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asu
red

Not
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No
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The study measured
two primary
symptom outcomes
using patient self-
reported Visual
Analogue Scale
(VAS) scores:
pruritus (itching) and
burning sensation.
Participants were
provided with daily
diaries at Visit 1
(baseline) and
instructed to mark
the severity of
pruritus and burning
ona 10 cm VAS
ranging from 0 (no
pruritus/burning) to
10 (highest
pruritus/burning)
each day until the
final visit. These
self-reported VAS
scores were collected
at baseline and
assessed at three
timepoints: Day 6
(end of clotrimazole
treatment), Day 10,
and Day 15 (final
visit, 15£3 days after
baseline). The
diaries were returned
at Visit 2, and data
were analyzed using
GraphPad StatMate
version 2.00 with
Student's t-tests
(paired and
unpaired) for
between-group
comparisons of
continuous VAS
data, with p<0.05
considered
statistically
significant.
Additionally, VVC
diagnosis was
confirmed at
baseline through
clinical assessment
using the Sobel
scoring system
(semiquantitative
measure scoring
pruritus, erythema,
edema, and
excoriation from 0-3
each, with total score
>2 required for
enrollment) and
microbiological




confirmation via
microscopic
examination for
blastospores/hyphae
or positive vaginal
culture for Candida
species. Physical
examinations were
conducted at both
visits, and adverse
events were
systematically
recorded throughout
the 15-day treatment
period through
patient reporting,
investigator
questioning, and
clinical observation.
Primary outcomes:
Pruritus VAS score
significantly lower in
Group 1 vs Group 2
at Day 10 and Day
15 (p<0.005 at both
timepoints). Burning
VAS scores
improved in both
groups but no
significant difference
between groups.
Safety: 2 patients in
Group 1 reported
mild burning that
resolved in 2-3 days.
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Women
with
recurren
t vaginal
infectio
ns
(RVVC
or RBV)

enroll
ed, 8
compl
eted

Women with
history of
recurrent
vaginal
infections
attending
outpatient
clinic.
Demographics
recorded: age,
BMLI, previous
pregnancies,
deliveries,
operations,
menstruation
cycle,
hormonal
therapy,
relationship
status, sexual
partners in last
12 months,
episodes of
vaginitis over
previous 12
months

Postmenopa
usal state
=12
consecutive
months
amenorrhea
or FSH >30
mIU/mL),
local or
systemic
hormone
therapy
within past
6 months,
cytological
atypia, prior
radiation
treatment,
history of
breast/ovari
an/other
gynecologic
al cancer,
pelvic organ
prolapse
>stage 2,
recent use (3
months) of
any vaginal
product or
douching
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enien
ce
sampl
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ient
clinic
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ed
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in the
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study
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Zinc
admini
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as
interve
ntion
(not
measur
ed).
Zinc-
contain
ing
vaginal
hydrog
el
JuVI
A
vaginal
gel;
Femph
arma,
LLC)
contain
ing 20
uM
zinc
sulphat
e
heptah
ydrate
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soft
Excel
2019;
Paire
dt-
test;
P<0.0
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gel
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- no
contr
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N/A

N/
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not
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Zinc Gel
Intervention
Protocol: Self-
applied 2 ml intra-
vaginally via vaginal
applicator nightly for
2 consecutive weeks,
then twice per week.
Gel composition:
Water, hydroxyethyl
cellulose, 20 uM
zinc sulphate, lactic
acid. Primary
Outcome
(Reinfection within 3
months): RVVC
group: 5/6 women
(83%) had NO
reinfection. RBV
group: 0/2 women
(0%) showed
improvement - both
had reinfection.
Treatment failure
definition:
Reoccurrence within
first 3 months.
Follow-up: Women
asked to return to
clinic if symptoms
appeared. Detailed
gynecological exam
at enrollment and
follow-up visit.
Conclusion: Zinc gel
effectively prevented
reinfection in 83% of
women with RVVC
but had no effect on
recurrent bacterial
vaginosis, supporting
the specificity of
zinc's mechanism
against fungal (not
bacterial) infections.
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al-Din
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Hospital

120
clinic
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Women aged
20-50 years
with vaginal
candidiasis.
Initial
diagnosis and
follow-up
examinations
conducted
with
assistance of
female
gynecologist

Not
explicitly
stated

Conse
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Swabs
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Not
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study
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Garlic-synthesized
zinc oxide
nanoparticles (ZnO
NPs) at
concentrations of
250 ppm and 500
ppm tested against
Candida isolates in
vitro. Molecular
findings: 9/10 (90%)
isolates had ALS1
gene (Cq: 24.402-
29.437), 10/10
(100%) had HWP1
gene (Cq: 14.748-
29.562), 7/10 (70%)
had ACT1 gene (Cq:
23.699-28.23).
Antifungal activity:
Garlic-synthesized
AgNPs showed
inhibition zones of
8.04+3.47 mm at 250
ppm and 21.2543.18
mm at 500 ppm.
Garlic-synthesized
ZnO NPs showed
inhibition zones of
8.99+2.24 mm at 250
ppm and 19.57+2.54
mm at 500 ppm.
Silver nanoparticles
were slightly more
effective than zinc
nanoparticles at the
higher concentration
(500 ppm). Both
nanoparticle types
demonstrated
concentration-
dependent antifungal
activity against
Candida albicans,
with AgNPs showing
slightly superior
efficacy at 500 ppm
concentration




