Seven eligible study protocols were identified bl i fincluded di
(568 patients, 55% with SP). Table. Overview of included studies

SP was associated with a reduced risk of MES Study name Country TCD monitoring | Timing of TCD
Scarce data indicate that statin pretreatment detection during TCD-monitoring  (RR=0.60, idiration) from fadex
. . . event
(SP) in patients with acute cerebral ischemia 95%Cl: ~ 0.38-0.95),  with  substantial . : e
(ACI) due to large artery atherosclerosis (LAA) heterogeneity between studies (1*=57%). Figure conece e B
2A (G EH I HEEIPLEER Germany 26 Bilateral (30 min) <2 weeks

may be related to lower risk of recurrent stroke
due to a decreased incidence of micro-embolic
signals (MES) during transcranial Doppler (TCD)
monitoring.

In studies reporting MES burden (n=4), a

significantly lower number of MES were

identified in patients with compared with those

without SP (mean difference = -0.97, 95%Cl: - Liberman et al, 2017 USA 47  Unilateral (60 <7 days
K

Kinsella et al, 2015 Ireland 58 Bilateral (60 min) <4 weeks (early)
>3 months (late)

1.70 to -0.24), with no evidence of heterogeneity min)

across studies (|2=47%) Figure 2B Switzerland 103  Bilateral (60 min) <30 days
reduced the risk of detecting MES (RR=0.23, i)
95%Cl: 0.06-0.88), with no evidence of

Safouris et al, 2017 Multicenter 106  Unilateral (60 <24 hours
min)
A systematic review and meta-analysis of heterogeneity across studies (1>=0%). Figure 2C

available observational studies reporting MES
presence/absence _and/or MES  burden,

categorized according to SP status, in patients A
with ACI due to symptomatic (250%) LAA.

Statin pretreatment (+)  Statin pretreatment (-) Risk Ratio Risk Ratio
. . . . Study or Subgroup Events Total Events Total Weight IV, Random, 95% ClI IV, Random, 95% CI
In studies with partially published data, authors Choi et al 9 25 13 38 15.4% 1.08 [0.54, 2.14] —
were contacted for pre\nously unpubllshed Kerasnoudis et al 3 13 13 13 11.2% 0.26 [0.10, 0.65] . ome
. . Kinsella et al 11 48 4 10 11.1% 0.57 [0.23, 1.44) S——T
information. Liberman et al 10 26 8 21 14.4% 1.01 [0.49, 2.10] S
Muller et al 5 42 14 61  10.8% 0.52 [0.20, 1.33) —_—

e . . ] ] Saedon et al 55 134 31 72 24.3% 0.95 [0.68, 1.33) —
Sensitivity analysis of studies with data on Safouris et al 6 43 23 63 129%  0.38[0.17,0.86] —_—
MES burdel:l .categorlzed according .to- SP St?tus, Total (95% CI) 331 279 100.0% 0.67 [0.45, 0.98] =
and an additional subgroup analysis in patients Total everits 99 106
receiving higher-dose SP (atorvastatin 80mg or Heterogeneity: Tau? = 0.13; Chi? = 12.43, df = 6 (P = 0.05); I = 52% 01 02 05 1 2 5 10
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Statin pretreatment (+) Statin pretreatment (-} Mean Difference Mean Difference

Study or Subgroup Mean SD_ Total Mean SD _ Total Weight IV, Random, 95% CI IV, Random, 95% CI
Kerasnoudis et al 0.3 0.63 13 1.77 0.72 13 47.2% -1.46 [-1.98, -0.94] ——
Muller et al 2056 7.69 42 1.72 6.69 61 5.8% 0.33 [-2.54, 3.20] e
Safouris et al 0.56 1.47 43 1.13 1.8 63 426% -0.57 [-1.19, 0.05) —
Tatal (95% CI) 123 176 100.0%  -0.92 [-1.64, -0.19] e
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Safouris et al 0 g 23 63 24.6% 0.14 [0.01, 2.07] =

- Total (95% CI) 18 86 100.0% 0.23 [0.06, 0.88] i

— Records after duplicates removed (n = 401) Total events 1 40
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I Figure 2. Forest plots on the (A) overall analysis on the presence of MES, (B) burden of MES according to the history
] R epr—T of SP and (C) subgroup analysis on the presence of MES in patients with history of higher dose SP compared to
Semre espieiipbummy patients without history of SP
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