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NATIONAL INSTITUTE FOR HEALTH AND CARE EXCELLENCE
Centre for Clinical Practice – Surveillance Programme
Surveillance review of CG 68 Stroke: Diagnosis and initial management of acute stroke and transient
ischaemic attack (TIA)

Background information
Guideline issue date: 2008
3 year review: 2011 (no update)
NCC: NCGC

Main conclusions from previous surveillance review
1. CG68 previously underwent a surveillance review in 2011 when the review recommendation was that the guideline should not be
considered for an update.

Current six year surveillance review
2. A literature search for systematic reviews was carried out between August 2011 (the end of the search period for the last review) and
January 2014 and relevant abstracts were assessed. Clinical feedback on the guideline was obtained from 4 members of the GDG through
a questionnaire.
3. No new evidence that may impact on existing recommendations was identified relating to any of the clinical areas within the guideline.
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4. Half of the GDG that responded to the questionnaire felt that the guideline does not require an update at this time. The remaining GDG,
including the Chair, stated the guideline should be updated due to its age. However, no specific evidence applicable to this review time
point was provided that would indicate an impact on guideline recommendations.
5. A GDG member indicated that they thought the scope of the guideline should be extended to include guidance on what ‘high quality stroke
services’ should provide, including topics such as staffing and consultant availability, scanning availability and access to thrombolysis. The 6 year
process does not allow for areas outside the original guideline scope to be considered. Hence these areas will be considered again at the 8
year review.

On-going Research
6. A number of ongoing trials within the scope of the guideline have been identified these include: A NIHR funded trial to look at inter-professional team-work
across stroke care pathways in two centres in UK, (due to complete in 2015), the AVERT3 trial on early mobilisation which is still recruiting, STASH trial
on statin use in acute stroke which is still recruiting, and the NIHR STICH3 on early surgery.

Anti-discrimination and equalities considerations
7. None identified

Implications for other NICE programmes
8. None identified

Conclusion
9. Through the surveillance review of CG68, no new evidence which may potentially change the direction of guideline recommendations was
identified.
10. NICE Technology Appraisal TA246 replaced TA122 which was incorporated within this guideline.
11. The guideline recommendation 1.4.1.1 incorporated which was incorporated from TA122 should be stood down and replaced by cross
referral to the new TA (TA246).
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12. Due to ongoing research identified above this guideline should remain on the active surveillance list.

Surveillance recommendation
13. GE is asked to consider the proposal to not update the guideline at this time. GE are asked to note that as a 6 year surveillance review this
‘no to update’ proposal will not be consulted on.

Mark Baker – Centre Director
Sarah Willett – Associate Director
Katy Harrison– Technical Analyst
Centre for Clinical Practice
April2014
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Appendix- Decision Matrix
Conclusions from previous
review (3 year)

Impact at 3 years

Evidence summary of
clinical area at 6 year
and
GDG/clinical perspective

Impact

5. The rapid recognition of symptoms and diagnosis 1.1.1.1-1.1.2.5
68-01 Are emergency health professionals able to use a clinical assessment tool to accurately identify patients who have a suspected stroke or TIA?
3 year review
No new evidence was identified
One RCT that agreed with
which would invalidate current
1
recommendations was identified .
guideline recommendations.
68-02 Can scoring systems accurately predict those patients with suspected TIA who need urgent referral for specialist assessment, and whether this early
(immediate) assessment improves outcome?
3 year review
Scoring systems
No new evidence was identified
New evidence is consistent with guideline
Early versus late assessment of
which would invalidate current
Two systematic reviews were
recommendations.
people with TIA, and identifying
guideline recommendations.
identified that support current
4,5
those at high risk of stroke
recommendations
One RCT that agreed with
2
recommendations was identified .
Scoring Systems
Two systematic reviews that agreed
with recommendations were identified
3 4
, .

6. Imaging in TIA and non-disabling stroke 1.2.1.1.-1.2.4.3
68-03 Which patients with suspected TIA should undergo brain imaging?
No new evidence identified
No new evidence identified
68-04 Does MR or CT provides the most information to guide treatment in those patients with TIA who require brain imaging?
3 year review
No new evidence was identified
No new evidence identified
One systematic review and a costwhich would invalidate current
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Conclusions from previous
review (3 year)

Impact at 3 years

Evidence summary of
clinical area at 6 year
and
GDG/clinical perspective

effectiveness analysis which were in
guideline recommendations
line with recommendations were
6 7
identified .
68-05 In which patients with suspected stroke/TIA should be referred for urgent carotid imaging?
3 year review
No new evidence was identified
No new evidence identified
8
A Cochrane systematic review , a
which would invalidate current
9
systematic review, a post hoc
guideline recommendations.
10
11
analysis and a meta-analysis that
support guideline recommendations
were identified
68-06 In which patients with symptomatic carotid stenosis should be referred for early interventional procedures?
No new evidence identified
One systematic review was
identified that supports current
12
recommendations .

Impact

New evidence is consistent with guideline
recommendations.

7. Specialist care in acute stroke 1.3.1.1-1.3.2.2
68-07 Do patients who are rapidly admitted to a specialist stroke unit have better clinical outcomes than those admitted through a general ward?
3 year review
No new evidence was identified
One Cochrane systematic
New evidence is consistent with guideline
Two systematic reviews and three
which would invalidate current
reviews and 2 systemic reviews
recommendations.
RCTs were identified that have
guideline recommendations.
were identified that supported
17-19
addressed service delivery for patients
guideline recommendations
.
13 14 1,15 16
with acute stroke
. All agreed
with recommendations
Clinical feedback indicated that
the reorganisation of stroke
services since the publication of
the guideline means that
services are provided in different
ways across the NHS, and some
services inevitably are more
advanced than others. The GDG
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Conclusions from previous
review (3 year)

Impact at 3 years

Evidence summary of
clinical area at 6 year
and
GDG/clinical perspective

Impact

requested that
recommendations about the
principles underlying high quality
stroke services (e.g. 24 hour
specialist availability, availability
of scanning out of hours, access
to thrombolysis) should be made
and indicated that there is a
growing body of published
evidence to support this. This is
currently not covered by the
guideline and hence is beyond
the scope of this current 6 year
review. This area will be looked
at in the next surveillance
review.
68-08 How quickly brain imaging should be performed following an acute stroke?
3 year review
No new evidence was identified
No new evidence identified
A systematic review which compared
which would invalidate current
the diagnostic accuracy of diffusionguideline recommendations.
weighted MRI (DWI) and CT scans for
acute ischaemic stroke and estimated
It is recommended that brain
the diagnostic accuracy of MRI for
imaging should be performed
acute haemorrhagic stroke was
immediately in patients with stroke
6
identified. The authors concluded that that meet specific indications and
DWI appeared to be more sensitive
as soon as possible in those who
than CT for the early detection of
do not meet these criteria.
ischaemic stroke in highly selected
Currently scan type is not detailed
patients. However, the variability in the in the guideline for acute ischaemic
quality of included studies and the
stroke, but MRI (DWI) is
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Conclusions from previous
review (3 year)

Impact at 3 years

presence of spectrum and
incorporation biases render the
reliability and generalisability of
observed results questionable.

recommended for TIA and nondisabling stroke (Section 6, R12).
Limited evidence, which had
methological issues associated
with it, was identified that indicated
that MRI (DWI) was more sensitive
than CT scans for acute ischaemic
stroke. As such, there is currently
insufficient consistent new
evidence in this area of the
guideline.

Evidence summary of
clinical area at 6 year
and
GDG/clinical perspective

Impact

8. Pharmacological treatments for people with acute stroke 1.4.1.1.-1.4.4.2
68-09 TA 122 Alteplase
3 year review
1 Cochrane and 4 systematic
72-76
reviews
were identified that
The pharmacological treatment of
relate to thrombolysis (TA264).
acute stroke by thrombolysis (TA122)
was noted to be in need of update as
various trials (including CLOTs2,
AVERT3 and IST3) had published new
relevant data that may result in
changes to current recommendations.
NICE technology appraisal (TA),
guidance 122. There were 52 studies
20-71
identified
.
68-10 How safe and effective are antiplatelet agents and anticoagulants after an acute ischaemic stroke?
Clinical effectiveness of clopidogrel
No new evidence that was not
Two systematic reviews related
90,91
TA 210 were identified
.
and modified-release dipyridamole.
related to TA210 or TA210 was

CG 68 –Stroke, Surveillance review decision, April 2014

The GDG highlighted the recent
publication of the IST-3 trial which sought
to determine whether a wider range of
patients might benefit up from the use of
tissue plasminogen activator to 6 h from
stroke onset. The authors concluded that
for the types of patient recruited in IST-3,
despite the early hazards, thrombolysis
within 6 h improved functional outcome.
Benefit did not seem to be diminished in
elderly patients. This trial could potentially
impact on the TA264.
New evidence not relating to TA210 or
TA264 is consistent with guideline
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Conclusions from previous
review (3 year)

Impact at 3 years

Evidence summary of
clinical area at 6 year
and
GDG/clinical perspective

NICE technology appraisal guidance
77,78-83
210. There were 7 studies
identified.

identified which would invalidate
current guideline
recommendations.

Thrombolysis
One RCT was identified that agreed
84
with guideline recommendatins .
Aspirin and anticoagulant treatment
A Cochrane systematic review and 3
RCTs that supported current
recommendations were identified
85,8677, 87
.
Anticoagulants
Two Cochrane systematic reviews
were identified that agreed with current
88, 89
recommendations
.

The use of new anticoagulants
(such as rivaroxaban or dabigatran
by patients with atrial fibrillation
(TAs are currently in development,
publication expected early 2012)
was noted as having a potential
impact on the use of thrombolysis
drugs in patients with acute stroke
or on reversal of anticoagulation
treatment in people with ICH.

Clinical feedback- Clopidogrel
no longer under patent and price
fallen dramatically; there
therefore might be a difference
in the antiplatelet
recommendations- these are
covered by the TA and hence
will not impact the surveillance
review decision.
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Antiplatelet treatment
A systematic review and metaanalysis of 4 RCTs comparing
the off label use of cilostazol
92
with aspirin was identified .
Cilostazol was associated with a
reduction in hemorrhagic stroke,
a reduction in the composite end
point of stroke, myocardial
infarction, or vascular death and
reduction in total haemorrhagic
events in comparison to aspirin.
However, there is no mention of
reduction in ischaemic stroke,
DVT or death or dependence at
1 month which are the primary
outcomes for this question in the

Impact

recommendations.

One GDG member indicated that there is
new data on anticoagulation, (particularly
new anticoagulants). However these were
not named and have not been identified as
part of the search.
Clinical feedback indicated that there was
new data on IA and clot retrieval use
however tis has not been identified in the
current search and insufficient information
was provided to identify these studies.
,
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Conclusions from previous
review (3 year)

Impact at 3 years

Evidence summary of
clinical area at 6 year
and
GDG/clinical perspective

Impact

guideline.
Anticoagulant treatment
One Cochrane systematic
review and one systematic
review were identified that were
in line with current
93,94
recommendations
.
Fibrinogen depleting agents
An update of a Cochrane
systematic review which looked
at the use of two fibrinogen
depleting agents (one off label
and the other unlicensed in the
UK) was identified that was in
line with current guideline
95
recommendations .
Sonothrombosis
Two studies on the use of
sonthrombosis, an intervention
currently not within CG68, were
identified. The first a Cochrane
systematic review found that
patients treated with
sonothrombolysis were less
likely to be dead or disabled at
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Conclusions from previous
review (3 year)

Impact at 3 years

Evidence summary of
clinical area at 6 year
and
GDG/clinical perspective

Impact

three months however the CI
were wide and it is not clear if
comparison was made to any
96
other intervention . The second
systematic review which
included a heterogeneous mix of
methods for sonothrombolysis
found that, there was some
evidence that sonothrombolysis
associated with alteplase is safe
and results in an increased rate
97
of recanalization . This
evidence base appears to be at
an early stage with trials looking
more at safety than efficacy.
This area should be looked at
again at the next review period
but does not impact at present
on guideline recommendations.
68-11 Should patients with acute venous stroke receive antiplatelet or anticoagulant treatment acutely?
No new evidence identified
No new evidence identified
68-12 Should patients with acute arterial dissection be treated with antiplatelets or anticoagulants?
68-13 Should patients with acute stroke should be anticoagulated immediately or treated with antiplatelet agents?
No new evidence identified
No new evidence identified
68-14 How is it best to reverse anticoagulation in patients with haemorrhagic stroke?
No new evidence identified
One systematic review which
New evidence is consistent with guideline
was in line with current
recommendations.
recommendations was identified
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Conclusions from previous
review (3 year)

Impact at 3 years

Evidence summary of
clinical area at 6 year
and
GDG/clinical perspective

Impact

98

.
68-15 Is it safe to give anticoagulants to patients with acute stroke who have other comorbidities and who would normally require anticoagulation?
What is the safety and efficacy of caval filters for deep vein thrombosis or pulmonary embolism?
3 year review
No new evidence was identified
The GDG identified the recent
No new evidence that would invalidate
A systematic review which agreed with which would invalidate current
CLOTS-3 on IPC to prevent
recommendation was identified.
current recommendations was
guideline recommendations.
DVT following stroke. This has
99
identified . In addition the CLOTs
already been reviewed for the
RCT trial which investigated preventive
VTE guideline CG92 which is to
options for DVT indicated that low
be updated to include this
dose low molecular weight heparin and
evidence.
long compression stockings were
equally effective in preventing
haematoma growth but that
asymptomatic DVT was more common
in patients who received the low
molecular weight heparin in
100
comparison to stockings .
68-16 Should patients with acute stroke should be give early treatment with statins?
3 year review
One Cochrane systematic
New evidence is consistent with guideline
A Cochrane systematic review and 2
review which was in line with
recommendations.
RCTs , that were line with current
current recommendations was
104
guideline recommendations were
identified .
101102 103
identified
.

9 Maintenance or restoration of homeostasis 1.5.1.1-1.5.3.2
68-17
3 year review
2 systematic reviews and 2 RCTs that
were in line with recommendations

No new evidence was identified
which would invalidate current
guideline
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Clinical feedback indicated that there may
be trials relating to blood pressure
particularly after haemorrhage. However
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Conclusions from previous
review (3 year)

were identified

Impact at 3 years

13 14 105 106

Evidence summary of
clinical area at 6 year
and
GDG/clinical perspective

Impact

insufficient information was provided to
enable identification of these studies.

68-18 Should patients who are not hypoxic should be treated with oxygen supplementation?
3 year review
Overall, however, new evidence
No new evidence identified
One Cochrane systematic review and
appears to support the current
107 108 109
two RCTs were identified
. On
guideline recommendation
the whole, the new information
identified does not provide sufficient
evidence that supplemental oxygen
therapy has beneficial effects on
clinical outcomes of patients with acute
stroke. Therefore, the identified new
evidence appears to support the
current guideline recommendations
that agreed with guideline
recommendations.
68-19 Should patients with acute stroke who have mildly elevated blood glucose levels should have treatment with insulin?
3 year review
Overall, however, new evidence
One Cochrane systematic
New evidence is consistent with guideline
110 111 112
Four RCTS were identified
.
appears to support the current
review and 1 systematic review
recommendations.
113
114,115
that overall support the current
guideline recommendation
were identified
. These
guideline recommendations.
both provided evidence that was
in line with the evidence within
CG68. Hence the new evidence
is unlikely to impact
recommendations.
68-20 Is manipulation of blood pressure safe or improves outcome in acute stroke?
3 year review
New evidence supports guideline
No new evidence identified
Two Cochrane reviews, 2 systematic
recommendations.
reviews and 6 RCTS were identified
116, 117 118 119 120 121 122 123 124, 125 126
. . .
. .
.
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Conclusions from previous
review (3 year)

Impact at 3 years

Evidence summary of
clinical area at 6 year
and
GDG/clinical perspective

Impact

127

. The new evidence indicated that
although these agents are effective at
lowering blood pressure they do not
effect clinical outcomes relating to
stroke . This supports current guideline
recommendations for antihypertensive
treatment in people with acute stroke
only if there is a hypertensive
emergency due to a serious
concomitant medical condition.

10 Nutrition and hydration 1.6.1.1-1.6.1.4
68-21 What is the best way to assess the presence and severity of swallowing difficulties after stroke?
No new evidence identified
No new evidence identified
68-22 When is the most appropriate time to initiate tube feeding in patients with acute stroke who cannot swallow safely?
3 year review
No new evidence was identified
No new evidence identified
One RCT that agreed with
which would invalidate current
128
recommendations was identified .
guideline recommendations.
68-23 Should patients who are not identified as being malnourished receive nutritional supplementation after stroke?
3 year review
No new evidence was identified
No new evidence identified
A systematic review that agreed with
which would invalidate current
129
recommendations was identified .
guideline recommendations.

11 Early mobilisation and optimum positioning of people with acute stroke 1.7.1.1.-1.7.1.2
68-24 Should patients with acute stroke be mobilised early and whether there is any benefit in placing them in specific positions?
3 year review
No new evidence was identified
No new evidence identified
A Cochrane systematic review and 6
which would invalidate current
130 131 132 133 134 135 136 137 138
studies . , ,
,
. . . guideline recommendations.
139
were identified that support current
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Conclusions from previous
review (3 year)

Impact at 3 years

Evidence summary of
clinical area at 6 year
and
GDG/clinical perspective

Impact

guidance.

12 Avoidance of aspiration pneumonia 1.8.1.1.
68-25 How is it best to reduce the likelihood of patients with acute stroke developing aspiration pneumonia?
No new evidence identified
No new evidence identified

13 Surgery for people with acute stroke 1.9.1.1.-1.9.2.2
68-26 Which patients with primary intracerebral haemorrhage should be referred for surgical evacuation?
3 year review
Surgical referral for decompressive
hemicraniectomy Two RCTs that
support recommendations were
140 141
identified
.
Other non-pharmacological
methods for clot removal
Percutaneous vascular
interventionsA Cochrane systematic
review was identified which assessed
the safety and efficacy of
percutaneous vascular interventions in
patients with acute ischaemic stroke.
The review identified 4 trials all of
which tested intra-arterial thrombolytic
drugs and one trial used guidewiremediated clot disruption in some
patients randomised to the intervention
group. The authors concluded that
intervention results in a significant

No new evidence was identified
which would invalidate current
guideline recommendations.
Other methods of nonpharmacological methods for clot
removal in ischaemic stroke
including percutaneous vascular
interventions (mechanical
endovascular therapy, intra-arterial
thrombolytic drugs, guidewiremediated clot disruption,
transcranial laser therapy) and
neurothrombectomy were not
specifically reviewed in CG68. The
current evidence is on the whole
insufficient to establish the role of
percutaneous vascular
interventions for acute ischemic
stroke in clinical practice. Some of
the procedures still requiring RCT
based evidence whilst others are
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One update of a Cochrane
systematic review and a
systematic review were
151,152
identified
. These both
supported guideline
recommendations.

New evidence is consistent with guideline
recommendations.
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Conclusions from previous
review (3 year)

Impact at 3 years

increase in the proportion of patients
with a favourable outcome, despite a
significant increase in intracranial
haemorrhage. However, current data
was insufficient to establish the role of
percutaneous vascular intervention for
acute ischemic stroke in clinical
142
practice .

equivocal to their effectiveness.

Evidence summary of
clinical area at 6 year
and
GDG/clinical perspective

Impact

Two systematic review and metaanalyses were identified. The first
estimated the efficacy and safety of
mechanical endovascular therapy and
the meta-analysis of clinical outcomes
showed a pooled estimate of 40% for a
favourable outcome, 28% for mortality,
and 8% for symptomatic intracranial
haemorrhage. This was stated to be
acceptable in regards to safety and
143
efficacy in stroke patients . The
second review and meta-analysis for
mechanical thrombectomy in the
treatment of ischemic stroke indicated
that percutaneous mechanical
embolectomy for treatment of acute
ischemic stroke was feasible and
provides an option for some patients
seen after the interval for
administration of intravenous tissue
plasminogen activator therapy has
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Conclusions from previous
review (3 year)

elapsed

144

Impact at 3 years

Evidence summary of
clinical area at 6 year
and
GDG/clinical perspective

Impact

.

Two RCTs of transcranial laser
therapy for acute ischemic stroke
within 24 hours of onset were identified
145 146
, . The first RCT indicated that the
technique was safe but did not show
significant efficacy whereas the
second smaller RCT indicated that this
technique was effective.
A novel catheter treatment (NeuroFlo)
did not show efficacy at the end point
of the study in comparison to standard
care in patients with acute ischaemic
147
stroke in one RCT .
Two cost–effectiveness studies for
mechanical clot removal or disruption
compared to standard therapy in
patients who were ineligible for tissue
plasminogen activator were identified
148 149
, . A cost utility analysis which
examined mechanical clot removal or
disruption with angioplasty for acute
ischemic stroke concluded that on the
basis of available data (no RCTs),
mechanical therapies in qualified
patients with acute stroke beyond the
window for i.v. alteplase appear to be
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Conclusions from previous
review (3 year)

Impact at 3 years

Evidence summary of
clinical area at 6 year
and
GDG/clinical perspective

Impact

cost-effective however the results were
148
sensitive to several assumptions . A
Markov cost-effectiveness model
which compared the health benefits
and costs associated with mechanical
thrombectomy compared with standard
medical therapy indicated that this
treatment was cost-effective however
the results require validation with RCT
149
data .
Neurothrombectomy
A review was identified that
investigated the evidence for the use
of neurothrombectomy in patients with
150
acute ischemic stroke . Successful
recanalization, rates of harm,
intracranial haemorrhage, vessel
perforation or dissection showed wide
variation by device (MERCI Retriever
or the Penumbra System) and
between trials. As most available data
are from single-group or noncomparative studies the routine use of
these devices still requires further
investigation.

Research Recommendations
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Conclusions from previous
review (3 year)

Impact at 3 years

Evidence summary of
clinical area at 6 year
and
GDG/clinical perspective

Impact

Safety and efficacy of carotid stenting:- What is the safety and efficacy of carotid stenting compared with carotid endarterectomy
when these procedures are carried out within 2 weeks of [transient ischaemic attack] (TIA) or recovered stroke?
No new evidence
No new evidence
Blood pressure control:- How safe and effective is the early manipulation of blood pressure after stroke?
No new evidence
No new evidence
Early mobilisation and optimum positioning of people with acute stroke:- How safe and effective is very early mobilisation delivered
by appropriately trained healthcare professionals after stroke?
See section 68-24 above
No new evidence
Aspirin treatment in acute ischaemic stroke:- Should a person who has a stroke or a TIA and is already taking aspirin be prescribed
the same or an increased dose of aspirin after the stroke?
No new evidence
No new evidence
Aspirin and anticoagulant treatment for acute ischaemic stroke:- Does modified-release dipyridamole or clopidogrel with aspirin
improve outcome compared with aspirin alone when administered early after acute ischaemic stroke?
Covered by TA210
Avoidance of aspiration pneumonia:- Does the withdrawal of oral liquids or the use of modified (thickened) oral fluids prevent the
development of aspiration pneumonia after an acute stroke?
No new evidence
No new evidence
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