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Supplementary material 1 - Databases and search strategies 

EBM Reviews - Cochrane Central Register of Controlled Trials January 2022, Ovid 

MEDLINE(R) and Epub Ahead of Print, In-Process, In-Data-Review & Other Non-Indexed 

Citations, Daily and Versions(R) 1946 to February 14, 2022 

# Searches 

1 
exp mitral valve 

prolapse/ 

2 (mitral adj4 prolapse).af. 

3 (mitral adj4 floppy).af. 

4 
mitral 

AJD4 myxomatous.af. 

5 1 or 2 or 3 or 4 

6 endocarditis.af. 

7 exp endocarditis/ 

8 6 or 7 

9 5 and 8 

   

Web of Science Core Collection 

Mitral (all fields) and prolapse (all fields) and endocarditis 

  

SciELO Citation Index 

Mitral (topic) and prolapse (topic) and endocarditis (topic) 
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Supplementary material 2 – Main characteristics of the included case-control studies 
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Supplementary material 3 - Main characteristics of the included cohort studies 

 

A
u

th
o

r,
 

ye
ar

 
D

e
m

o
gr

ap
h

ic
 d

at
a

 
C

h
ar

ac
te

ri
st

ic
s 

o
f 

M
V

P
 

co
h

o
rt

 
M

V
P

 c
ri

te
ri

a
 

C
h

ar
ac

te
ri

st
ic

s 
o

f 
IE

 c
as

e
s 

IE
 c

ri
te

ri
a 

C
o

n
fo

u
n

d
in

g 
fa

ct
o

rs
 f

o
r 

IE
 

K
at

an
, 

2
0

1
6

 

O
lm

st
ed

 C
o

u
n

ty
 r

es
id

en
ts

 
w

it
h

 M
V

P
 (

Ja
n

u
ar

y 
1

9
8

9
 –

 
D

ec
em

b
er

 1
9

9
8

) 

3
3

1
 m

en
, 5

6
5

 w
o

m
en

 
M

ea
n

 a
ge

: 5
3

 ±
 2

1
 y

ea
rs

 
Fo

llo
w

-u
p

 p
er

io
d

: 1
1

 ±
 5

 y
ea

rs
 

Sy
st

o
lic

 le
af

le
t 

d
is

p
la

ce
m

en
t 

≥2
m

m
 

3
 m

en
, 5

 w
o

m
en

 
M

ea
n

 a
ge

: 6
2

 ±
 2

2
 

ye
ar

s 
M

o
d

if
ie

d
 D

u
ke

 c
ri

te
ri

a 
N

o
 e

xc
lu

si
o

n
 o

f 
p

at
ie

n
ts

 w
it

h
 H

D
 a

n
te

ce
d

en
ts

, 
p

at
ie

n
ts

 w
it

h
 p

re
vi

o
u

s 
d

en
ta

l w
o

rk
 o

r 
ID

U
s 

H
D

 –
 h

ea
rt

 d
is

ea
se

; I
D

U
s 
– 

in
tr

a
ve

n
o

u
s 

d
ru

g
 u

se
rs

; I
E 
– 

in
fe

ct
iv

e 
en

d
o

ca
rd

it
is

; M
V

P
 –

 m
it

ra
l v

a
lv

e 
p

ro
la

p
se

 



 

6 
 

Supplementary material 4 – Risk of Bias assessment 

 

 

 

 

 

  

Newcastle – 
Ottawa Scale 

Selection Comparability Exposure / Outcome Total 

1 2 3 4 1 1 2 3  

Clemens, 1982 0 1 0 1 1 1 1 1 6 

Danchin, 1989 1 1 1 1 1 1 1 1 8 

Devereux, 1986 1 1 1 1 1 1 1 1 8 

Katan, 2016 1 1 1 1 2 0 1 1 8 

Hickey, 1985 1 1 0 1 1 1 1 1 7 

Strom, 1998 0 1 1 1 2 0 1 0 6 

NEWCASTLE - OTTAWA QUALITY ASSESSMENT SCALE: CASE 
CONTROL STUDIES 

Selection: 

1) Case definition adequate: 1 point if IE diagnosis confirmed 
with echocardiographic or pathologic findings; 0 points if only 
based on medical records 

2) Representativeness of the cases: 1 point if representative 
case series; 0 if potential for selection bias 

3) Selection of controls: 1 point if community controls; 0 points 
if hospital controls or no description 

4) Definition of controls: 1 point if no history of IE 

Comparability: 1 point if study adjusted for age and sex; 1 more 
point if study adjusted for any other important risk factors 

Exposure: 

1) Ascertainment of exposure: 1 point if validation of MVP with 
echocardiography based on current criteria; 0 points if medical 
record only or self report 

2) Same method of ascertainment for cases and controls: 1 
point if yes 

3) Non-response rate: 1 point if same rate for both groups 

NEWCASTLE - OTTAWA QUALITY ASSESSMENT SCALE: COHORT 
STUDIES 

Selection: 

1) Representativeness of exposed cohort: 1 point if study population 
truly or somewhat representative of a community/population-
based study; 0 if study population was sampled from a special 
population or not described 

2) Selection of non-exposed cohort: 1 point if drawn from the same 
community as the exposed cohort; 0 if different community or not 
described 

3) Ascertainment of exposure: 1 point if validation of MVP with 
echocardiography based on current criteria 

4) Demonstration that outcome was not present at start of study: 1 
point if IE diagnosis followed the MVP diagnosis 

Comparability: 1 point if study adjusted for age and sex; 1 more 
point if study adjusted for any other important risk factors 

Outcome: 

1) Assessment of outcome: 1 point if IE diagnosis confirmed by 
echocardiographic or pathologic findings; 0 if only based on medical 
records or self-reported 

2) Was follow-up long enough for outcomes to occur: 1 point if 
duration of follow-up > 5 years 

3) Loss to follow-up rate: 1 point if loss of follow up rate ≤ 20 %; 0 if 
loss of follow up rate ≥ 20% or no description of those lost. 
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Supplementary material 5 – Forest plot for NOS subgroups 

Considering the risk of bias, an analysis based on the NOS scale was conducted. When 

comparing studies with NOS ≤ 7 (OR 8.09, 95% CI 3.98, 19.91; I2 = 37.18%) and NOS > 7 

(OR 7.12, 95% CI 3.98, 12.73; I2 = 0%), there was a small difference on the values 

obtained, as seen below. 

 

  Forest plot with odds ratio and 95% CI for the studies with a NOS > 7 and for the 

studies with a NOS ≤ 7. 
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Supplementary material 6 – Forest plot for study design subgroups 

An analysis was conducted to see possible differences regarding the study design. Both 

the case control (OR 7.73, 95% CI 4.66, 12.83; I2 = 0%) and the cohort (OR 8.10, 95% CI 

3.65, 18.00; I2 = 0%) subgroups obtained a similar OR, as can be seen below. 

 

  
Forest plot with odds ratio and 95% CI for the case-control studies and the 

cohort study 
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Supplementary material 7 – Sensitivity analysis 

Sensitivity analysis revealed that no studies were causing significant changes in the 

obtained OR. Regarding the studies with a higher risk of bias, analysis excluding Clemens 

et. al, revealed an OR 7.92 (95% CI 5.03, 12.48), similar to the values obtained in the 

overall analysis; however, exclusion of Strom et. al revealed an OR 6.67 (95% CI 4.19, 

10.61), slightly inferior to the value obtained. 

 

 

 

 

Supplementary material 8 - Publication bias 

The funnel plot and the Egger test results (p=0.99) do not support publication bias. 

 

 

 

Forest plot with odds ratios and 95% CI obtained in the sensitivity analysis (leave-

one-out analysis) 

Funnel plot of the publication bias analysis 


