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Does antihypertensive treatment, reduce ischaemic or haemorrhagic strokes
(1.1), cognitive decline or dementia (1.2), dependency (1.3), death (1.4), MACE
(1.5), mobility (1.6), or mood disorders (1.7)

BaselineBaseline Change inChange in

Study neme Statistics for cach study WM WM WM WM Std ciff in means and 95% CI Comperiecn
B S e S W ovme pvatee b i B

SPRINTMIND 0300 0097 0009 0480 0111 3103 0002 440 457 1.45 0.90 —_— Intensive lowering vs standard lowering
EV i d e n C e - b INFINITY 0370 0142 0020 0648 .0092.2606 0009 1850 2050 7.40 420 ——,—— Intensive lowering vs standard lowenng

ACCORD MINDD470 0114 0013 0694 023564110 o000 130 204 118 0.67 —_— Intensive loweding vs standard lowering

SCOPE 0190 0206 0043 -0595 02150821 0357 1240 1130 186 131 BP lowering drug vs Placebo

Zhang2019 0010 0076 0006 0160 0140 0131 ggog 509 535 1.40 124 BP lowenng drug vs Placebo

— 40/90

We recomir 0262 0095 0010 -0454 0070 2672 0.008
mmHg), to |

SPRINTMIND 0300 0097 0009 -0489 01113103 0002 440 457 145 092

-1.00 €0.50 0.00 0.50 1.00

Intensive lowerng vs standard lowenng

—_—
Q u al |ty Of e\ INFINITY 0370 0142 0020 D648 .0092.2606 0009 1350 2050 7.40 420 A Inlensive loweding vs standard lowering
ACCORDMINDD 470 0114 0013 D694 0246410 0000 130 204 1.16 067 Intensive lowenng vs standard lowernng

Strength Of 0371 0066 0004 0458 02425656 0000

-1.00 -0.50 0.00 0.50 1.00
SCOPE 0190 0206 0043 0595 0215 0821 0357 3240 1130 186 131 BP loweding drug vs Placebo
Zhang2019 0010 0076 0006 0160 0.140 0131 0396 509 535 g4 124 n S —
0032 0072 0005 0172 0.109 0442 0658
-1.00 0.50 0.00 0.50 1.00

Fav ourdnterv ention Fav oursControl




EQO ESO Guideline on covert cerebral small
A S : \
vessel disease

ORGANISATION

Does antiplatelet treatment, reduce ischaemic or haemorrhagic strokes (2.1),
cognitive decline or dementia (2.2), dependency (2.3), death (2.4), MACE (2.5),
mobility (2.6), or mood disorders (2.7)?

Evidence-based Recommendation

We suggest against antiplatelet treatment in patients with ccSVD as a means to
reduce the clinical outcome events of ischaemic or haemorrhagic strokes,
cognitive decline or dementia, dependency, death, MACE, mobility, or mood
disorders.

Quality of evidence: Very low@®

Strength of recommendation:

We advise against use of antiplatelet drugs to prevent clinical outcomes in subjects with ccSVD when no other
indication for this treatment exists and it may be harmful in older patients (=70 years of age)
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Lipid lowering treatment

Evidence-based Recommendation

We did not find enough evidence of high enough
guality on prevention of clinical outcomes in
ccSVD to make a definitive recommendation on
lipid lowering. However we recognise that lipid
lowering is effective in primary prevention in
those at high risk of vascular events.

Quality of evidence — Very low &

Strength of recommendation -

ESO Guideline on covert cerebral small
vessel disease

Lifestyle interventions

Evidence-based Recommendation

In patients with ccSVD, we suggest that physical
exercise has beneficial effects on cognition and
possibly also on mobility, incidence of
cerebrovascular events and all-cause mortality,
and therefore, recommend regular physical
activity in general. However, we cannot make
recommendations on a specific physical
intervention based on current evidence.

Quality of evidence: Very Low @

Strength of recommendation:
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Do drugs which reduce plasma glucose levels reduce ischaemic or
haemorrhagic strokes (2.1), cognitive decline or dementia (2.2), dependency (2.3),
death (2.4), MACE (2.5), mobility (2.6), or mood disorders (2.7)?

Evidence-based Recommendation

In patients with diabetes who may also have ccSVD, we recommend the use of current guideline-based
glucose lowering therapies, including recommended glucose and HbA1C targets, as appropriate to the
management of the individual patient’s diabetes. There is no justification for recommending any particular

glucose-lowering therapy for this purpose.

We suggest against glucose lowering in patients with ccSVD who do not have any indication for glucose
control. Quality of evidence: Very low @

Strength of recommendation: No recommendation
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Does thrombolytic treatment (including at extended time window and wake-up
stroke), reduce recurrent ischaemic stroke, dependency, death, cognitive
Impairment or dementia, haemorrhagic stroke, MACE, mobility or gait disorder,

and mood disorders?

We suggest that patients with suspected acute lacunar ischaemic stroke
should be assessed for and receive treatment with 0.9 mg/kg alteplase
according to current guidelines for the treatment of acute ischaemic
stroke, since the limited data available suggest that the outcomes for
patients with lacunar ischaemic stroke are consistent with the overall
results of alteplase trials.

Quality of evidence:

Strength of recommendation:

Alteplase Placebo Ddds Ratio Odds Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Randam, 95% Cl M-H, Random, 95% CI
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ity: = iT= 4.9 = = = | 4 } 4
Heterogeneity: Tau®= 018, Chi"= 4 92, df= 2 (P=0.09), F= 59% 001 01 10 100

Testfor oweral | effect Z2=097 (P=0.33) Favors Placebo Favors Alleplase

Twelve of twelve MWG members agreed that in patients with
suspected acute lacunar ischaemic stroke, with no contraindication
to thrombolytic treatment according to current clinical guidelines
for thrombolytic treatment (including wake up stroke), there is no
evidence for withholding thrombeolytic treatment. Therefore these
patients should receive intravenous alteplase at standard dose (0.9
mglkg) as quickly as possible according to current clinical guidelines.
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Does acute treatment with antiplatelets (considering single/dual & duration),
reduce recurrent ischaemic stroke, dependency, death, cognitive impairment or
dementia, haemorrhagic stroke, MACE, mobility or gait disorder, and mood

disorders?

In patients suspected acute lacunar ischaemic stroke, there is continued
uncertainty about a specific combination of antiplatelet therapy over

monotherapy.
Quality of evidence:

Strength of recommendation: -
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Does immediate antihypertensive treatment, reduce recurrent ischaemic
stroke, dependency, death, cognitive impairment or dementia, haemorrhagic
stroke, MACE, mobility or gait disorder, and mood disorders?

2. In patients with suspected acute lacunar ischaemic stroke
undergoing intravenous thrombolysis we suggest following the same
guideline as in acute ischaemic stroke at large, that is, maintaining B

below 185/110 mmHg before bolus and below 180/105 mmHg after

bolus, and for 24 hours after alteplase infusion.

|. In hospitalised patients with suspected acute lacunar ischaemic
stroke and BP <220/1 10 mmHg, not treated with intravenous
thrombolysis, we suggest against the routine use of blood pressure
BP lowering agents in the hyperacute phase, unless this is necessary
for a specific comorbid condition.

Quality of evidence:
Quality of evidence: Moderate EE
‘ . ‘ Strength of recommendation:
Strength of recommendation: Weak against intervention +/

Antihypertensives Placebo Odds Ratio Odds Ratia
Study or Subgroup Events Total Fvents Total Weight M-H, Random, 95% C1 M-H, Random, 95% CI
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VENTLIRE, 2015 2 T7 1 83 63% 245 [0.22, 27.58)

Total (85% C1) I 358 100.0% 1.33 [0.73, 2.44) -
Total everds 25 M
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Does immediate other treatments, reduce recurrent ischaemic stroke,
dependency, death, cognitive impairment or dementia, haemorrhagic stroke,
MACE, mobility or gait disorder, and mood disorders?

No evidence for acute treatment with:

v Cilostazol

\/ M n l m 4. In patients with acute lacunar ischaemic stroke, we recommend
aghestiu against the use of therapeutic LMWV heparin/heparinoid to reduce

v Anti-inflammatory ag¢  dependeno.
. Quality of evidence: Moderate SHD
v' Anticoagulants

Strength of recommendation: Weak against intervention !
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Does long term antiplatelet treatment, reduce recurrent ischaemic stroke,
dependency, death, cognitive impairment or dementia, haemorrhagic stroke,
MACE, mobility or gait disorder, and mood disorders?

In patic
Preven Bspirin + Dipyridamole n
single : I. In patients with suspected lacunar ischaemic stroke twelve of 12
after st T —— MWG members recommend against the use of long-term* dual or
_ triple antiplatelet therapy. Instead, single antiplatelet therapy should

Quality S 2R be used as per the Evidence Based Recommendation, unless other
Streng! conditions warrant a combination of these medications.

— »w  *Defined as more than 2—4 weeks

Sarpogrela

2. In patients with suspected lacunar ischaemic stroke, eleven of 12
MWG members agreed that the current evidence was inadequate

to recommend routine use of cilostazol to prevent adverse long
term outcomes.

Clopidogrel + Aspirin
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Does antihypertensive

== PREVENCION

treatment,
dependency, death, cognitive impairment or dementia, haemorrhagic stroke,
MACE, mobility or gait disorder, and mood disorders?

In patients with suspected lacunar ischaemic stroke we recommend

the use of antihypertensive treatment to prevent recurrent stroke and

MACE.
Quality of evidence:

Strength of recommendation:

<130 mmHg 130 -149 mmHg Risk Ratio
Study or Subgroup Events Total FEvenls Total Waight M-H, Random, 55% CIl

Risk Ratio

M-H, Random, 35% CI
I

European stroke organisation (ESO)
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disease, part 2, lacunar ischaemic stroke

reduce recurrent ischaemic stroke,

Twelve of twelve MWG members suggest that: BP should be
appropriately monitored and well controlled, when possible
through use of out of office blood pressure measurements. We
cannot advise any specific antihypertensive treatment.

PRESERVE 2011 3 56 3 55 4% 0.98 021, 4686]
SP83 20132 112 150 11 1518 97 6% 087 068, 1.10]

Total {95% CI) 1557 1574 100.00% 0.87 [0.68, 1.10]
Tolal evants 15 134

Heteroganeity Tau®= 000, Thit= 002, df= 1P =087, F=0%

Testfor ovarall effect Z=1.16(F = 0.25)

0.05

Eleven of twelve MWG members agree that aiming for BP < 130/80
mmHg as generally recommended for patients with previous
ischaemic stroke or TIA may be reasonable, but that drastic BP
reductions and important BP variability should be avoided, probably
targeting SBP between 125 and 130 mmHg and DBP between 70

and 80 mmHg.
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Does lipid lowering, reduce recurrent ischaemic stroke, dependency, death,
cognitive impairment or dementia, haemorrhagic stroke, MACE, mobility or gait
disorder, and mood disorders?

Statins ) Placebo Risk Ratio Risk Rato
There is continued uncertainty regarding the effect of lipid lowering A Pravasin 0y e fnom e RS
" " s w . J-BTARS 2015 49 802 47 S04 249% 1.0810.72,1.53]
specific to lacunar stroke. However we recognise that lipid lowering Sublotal (95% C) 502 S04 2485 1051072153
Total evants 449 A7

Haterogenaity: Not applicabla
Testfor overall effect 2= 024 (P=081)

is effective in reducing clinically adverse outcomes in patients with
undifferentiated ischaemic stroke.

1.1.2 Atorvastatin 80 mg

SPARCL 2008 124 708 138 701 7a1% 0.8910.71,1.11) —-
Subtotal {95% CI) o8 01 75.1% 0.89 [0.71, 1.11] -
Tofal events 124 138

Quality of evidence:

Heterogeneity. Not applicable
Tasi for ovarall effect Z=1.05 (P = 0.30)

StI'EI'I h I:I'F recommendaﬁon' N Total (95% CI) 1210 1205 100.0% 0.83 [0.77,1.12] .
- Tokal events 173 185
Heterogeneity. Tau®= 0.00; Chi*= 053, df=1(P=047),F=0% inz nis 2 5:
Tesi for overall effect Z= 079 (P=043) Favours Staling  Favours Placebo

Test for subaroup diferences: Ch= 0,53, d¢f=1(F= 0,470 F= 0%

. Twelve of 12 MWG members agreed that patients with lacunar
ischaemic stroke should receive lipid lowering therapy given there
is some evidence of benefit and no clear evidence of harm.
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Does lifestyle interventions, reduce recurrent ischaemic stroke, dependency,
death, cognitive impairment or dementia, haemorrhagic stroke, MACE, mobility or

gait disorder, and mood disorders?

In patients with lacunar stroke, there is continued uncertainty to

indicate that any specific lifestyle interventions prevent adverse clinical | Despite lack of direct evidence, twelve of 12 MWG members
outcomes. suggest that it is advisable to promote healthy lifestyle
: : modifications in patients with lacunar stroke as recommended in
Quality of evidence: _ ,
secondary prevention for stroke and VCI. These include regular

physical exercise, maintaining healthy body weight, avoiding
smoking and excess alcohol, and eating a healthy balanced diet with
low sodium intake.

Strength of recommendation: -
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Covert SVD:

e Lifestyle interventions: No
direct evidence of any
specific lifestyle
interventions prevent
clinical outcomes 1in
patients with ccSVD

* Glucose lowering treatments
who do not have any
indication for glucose
control

“Guidelilnes

Acute and prevention SVD:

e Combination of antiplatelet

therapy over monotherapy
e Stopping vs continuing BP
lowering therapy
* Acute stroke treatments
(anticoagulants, anti-
inflammatory,...)

e Consensus definition for
progressive symptoms & no
evidence to recommend any
particular

e Prevention with: lipid
lowering therapies,
lifestyle interventions,
other therapies (nitrix
oxide donors,
anticoagulants,
phosphodiestersase-5 inh,

cilostazol,

o)



