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A B S T R A C T

Objectives

This is a protocol for a Cochrane Review (intervention). The objectives are as follows:

To determine the e@ect of cerebrospinal fluid (CSF) shunting versus no CSF shunting in people with idiopathic normal pressure
hydrocephalus (iNPH).

To determine the frequency of adverse e@ects of CSF shunting in iNPH
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B A C K G R O U N D

Description of the condition

Normal pressure hydrocephalus (NPH) is a clinical syndrome of gait
apraxia, cognitive impairment, and urinary incontinence (Adams-
Hakim triad) due to communicating hydrocephalus with normal
cerebrospinal fluid (CSF) pressure (Hakim 1965a). Before Hakim
and Adams' original description in 1965, hydrocephalus was only
recognised to occur due to acute intracranial illness, such as an
expanding tumour or bleeding, where people presented acutely,
with signs and symptoms of raised CSF pressure, such as headache
and visual loss.

In NPH, it is thought that an initial increase in intracranial pressure
causes the intracerebral ventricles to expand and change shape,
until a new compensated state occurs, where the CSF pressure
is relatively normalised (Adams 1965a; Hakim 1965a). When
intracranial pressure rises further, this equilibrium decompensates
and leads to a subacute presentation of the NPH clinical syndrome
(Hakim 1965a).

NPH can occur when there is a clear cause for the initial rise
in intracranial pressure, such as aHer brain trauma or CNS
inflammation (Hakim 1965a). It can also occur in the elderly
population (> 60 years) without a clear cause, where it is known as
idiopathic NPH (iNPH (Adams 1965a)). Even in iNPH, reducing the
intraventricular pressure by permanent CSF diversion (shunting)
has been reported to improve symptoms (Adams 1965a; Kazui
2015a; Tisell 2011a).

However, there are no known pathognomonic histological features
to characterise the disease (Espay 2017a). Problematically, the
current diagnostic gold standard is a (variably defined) positive
response to definitive CSF shunting, which is also the proposed
treatment (Espay 2017a). Controversy regarding iNPH as a clinical
entity remains, as not everyone with iNPH responds to CSF
shunting (Malm 2006a).

Enlargement of the cerebral ventricles (ventriculomegaly) was
historically the sole radiological indicator of NPH (Kitagaki 1998a),
but this is now understood to be common in normal ageing
individuals; more than 20% of those over 70 years fulfil the criteria
for ventriculomegaly (Jaraj 2017). Several groups noticed specific
morphological changes in those with shunt-responsive iNPH, such
as disproportional enlargement of the Sylvian fissures (Hashimoto
2010; Kitagaki 1998a; Kockum 2018). These iNPH-specific magnetic
resonance imaging (MRI) features have been further developed,
and have been incorporated into recent diagnostic criteria for
iNPH (Nakajima 2021). iNPH radiological grading scales are used to
identify those who definitely do not have shunt-responsive iNPH
(Kockum 2020a).

Potential disease mechanisms in iNPH are poorly understood,
but reduced CSF conductance, reduced pulse pressure across
the cerebral aqueduct, reduced CSF production and turn-
over, impaired regional cerebral perfusion, impaired glymphatic
drainage, and build-up of toxic metabolites have all been reported
in iNPH (Bradley 2015a; Momjian 2004a; Ringstad 2017a; Silverberg
2003a).

Cilia are present in the CNS, and have an active role in the
development of choroid and ventricular function (Banizs 2005). It

is well understood that dysfunction of CNS cilia is associated with
hydrocephalus (Banizs 2005; Louvi 2011). Autosomal dominant
mutations in the CFAP43 gene, which encodes a cilial protein,
are usually seen in primary cilial dyskinesia, but have recently
been found in a Japanese person with familial NPH (Morimoto
2019a). The further discovery that CWH43 mutations can induce
hydrocephalus in mice, which have reduced ventricular cilial
density, and that these mutations are over-represented in people
with purported idiopathic NPH, suggest that CNS cilial function is
important in the development of iNPH (Yang 2021).

Diabetes mellitus, obstructive sleep apnoea, and schizophrenia are
all more common in people with iNPH than their age-matched
controls, but the nature of these relationships is not known
(Hudson 2019; Román 2018; Vanhala 2019).

Co-morbid neurodegenerative disease is also common in people
with iNPH; there will usually be evidence of neurodegenerative
disease at post-mortem (Cabral 2011). However people with
possible iNPH who have CSF or neuropathological findings
consistent with Alzheimer’s disease, do not respond di@erently to
CSF removal or shunting (Müller-Schmitz 2020; Yasar 2017). As the
radiological features specific to iNPH are thought to develop over
time in ageing individuals, from an asymptomatic to symptomatic
stage (Kimihira 2020a), it is not surprising that they are also
seen in the elderly population who present with symptoms of
neurodegenerative disease (Ohara 2020). The relationship between
NPH, ageing, and neurodegenerative disease is likely to be complex.

Description of the intervention

CSF shunting is the process during which the CSF pressure is
reduced by surgically inserting a catheter to divert CSF to an area
of lower pressure. Initial studies in NPH used ventriculoatrial (VA)
shunts, which relocated CSF to the right atrium of the heart (Hakim
1965a). Due to potentially serious cardiac complications of VA
shunting (Lam 1997), lumboperitoneal (LP) or ventriculoperitoneal
(VP) shunts are now used routinely, diverting CSF to the peritoneum
(Kazui 2015a; Tisell 2011a). Ventriculopleural (VPl) shunts may be
considered when VP or LP shunts are contraindicated (Craven
2016). Third ventriculostomy is another shunting procedure, during
which a hole is created to divert CSF from the third ventricle of the
brain to an extra-parenchymal CSF space.

How the intervention might work

In NPH,   cerebral ventricles change shape to accommodate for
a rise in pressure and frontal lobes become compressed causing
a classical appearance with a tight, high convex, and a reduced
callosal angle, with widening of the sylvian fissures (Kitagaki
1998a). Pathology in the frontal cortical and subcortical regions
is known to cause cognitive decline, gait apraxia, and urinary
symptoms, which are seen in iNPH (Hakim 1976; Ogino 2006;
Sakakibara 2008). The amount of mass e@ect (or change in shape
due to pressure e@ects) seen in the superior cortical structures
appears to correlate with the e@ect of CSF shunting (Narita
2016a). In people with NPH, a reduction of CSF conductance
and periventricular cerebral perfusion are also seen with lumbar
infusion testing (Børgesen 1982; Momjian 2004a); the former has
an inverse relationship to the e@ect of CSF shunting (Børgesen
1982). Therefore, there are plausible mechanisms to explain how
decompensation of an NPH state can cause Hakim's triad of
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symptoms, and how permanent CSF diversion can help normalise
the e@ects of pressure, and improve symptoms of people with iNPH.

Why it is important to do this review

Because of the evolution of clinical and radiological definitions
of iNPH over time, there is a lack of high-quality, standardised
epidemiological data (Zaccaria 2020). Prevalence has been
estimated as 29/100,000, with an incidence of 7.3/100,000/year,
rising to 1.2/1000 in those over 70 years of age (Zaccaria
2020). However, cardinal symptoms of iNPH are both non-specific
and common (Macki 2020a). High quality, community-based,
prospective studies show that up to 3.7% of those over 65 years of
age fulfil the clinical criteria for iNPH, and on cranial imaging, show
radiological features specific to iNPH (Andersson 2019a). In the UK
and Ireland, between 2004 and 2013, 14% of CSF shunts (2173) were
inserted for iNPH, and the number seems to be rising (Fernández-
Méndez 2019). Therefore, people commonly present to clinicians
with possible iNPH, and many have surgery. There is a need for clear
evidence about the role of CSF shunting.

Several reviews have concluded that there is a role for CSF shunting
in iNPH (Giordan 2018a; Halperin 2015; Hebb 2001a; Toma 2013a).
However, there are little meta-analytic data regarding the e@ect
size, and systematic reviews restricted to randomised controlled
trials have not reached similar conclusions (Esmonde 2002a). As
such, there remains uncertainty regarding iNPH management in the
neurological community.

Since the last Cochrane Review of shunting in NPH (Esmonde
2002a), there have been advances in understanding specific
radiological features of iNPH (Kockum 2020a; Narita 2016a), and an
evolution of clinical criteria for iNPH (Nakajima 2021; Relkin 2005a).
There have also been new randomised controlled trials that assess
the e@ect of CSF shunting in iNPH, which have taken these updated
criteria and imaging features into account. Thus, we consider it
timely to conduct a systematic review on the e@ects of CSF shunting
in people with iNPH, in order to help guide management decisions.

O B J E C T I V E S

To determine the e@ect of cerebrospinal fluid (CSF) shunting
versus no CSF shunting in people with idiopathic normal pressure
hydrocephalus (iNPH).

To determine the frequency of adverse e@ects of CSF shunting in
iNPH

M E T H O D S

Criteria for considering studies for this review

Types of studies

We will include only randomised controlled trials (RCTs) of the
e@ect of shunting in idiopathic normal pressure hydrocephalus
(iNPH).

People may be reluctant to participate in clinical trials in which they
are at risk of not being shunted. Therefore, we anticipate that we
will encounter trials with a one-arm, cross-over design, in which
half of the cases will have the intervention initially, and the other
half will have the intervention at a later time; such studies may be
blinded or unblinded (Saper 2017). In trials of this design, there is
an early post-randomisation time period when there are parallel

intervention and control groups, which may be used to investigate
the e@ect of the intervention.

Types of participants

To be eligible for this study, participants must have at least one
symptom of the Adams–Hakim triad: gait apraxia, dementia, or
urinary incontinence, and an Evan's index of > 0.3 on cranial
imaging. Participants must be at least 60 years of age, and have a
normal cerebrospinal fluid (CSF) opening pressure.

We will exclude participants with potential secondary causes of
normal pressure hydrocephalus  (NPH), such as previous head
trauma, meningitis, or subarachnoid haemorrhage.

These criteria are consistent with the Japanese Society of Normal
Pressure Hydrocephalus Guidelines (Nakajima 2021), except that
we will define elevated opening pressure as > 24.5 cm of water,
which is consistent with international diagnostic guidelines in
idiopathic normal pressure hydrocephalus (iNPH), and normal CSF
reference ranges used in other neurological fields (Mollan 2018;
Relkin 2005a). We will include studies in which participants may
have had only one of Hakim's triad of symptoms, to ensure we do
not exclude studies conducted before current diagnostic guidelines
became available, but we will use sensitivity analysis to determine
the e@ect of including these studies (Ishikawa 2004; Relkin 2005a).
Similarly, we will not restrict participants to those who have a tight,
high convexity and enlarged sylvian fissures on cranial imaging, to
ensure we include any RCTs conducted before these iNPH-specific
imaging features were identified.

Types of interventions

Experimental interventions will be any permanent CSF shunting
technique for the treatment of iNPH, including ventriculoperitoneal
(VP) shunt, lumboperitoneal (LP) shunt, ventriculoatrial (VA) shunt,
ventriculopleural (VPl) shunt, or third ventriculostomy.

Comparator interventions will be no CSF shunting, or the insertion
of a shunt, but with the programmable valve not yet activated to a
draining position (placebo shunt).

Types of outcome measures

Broadly, the outcome categories are:

• Gait function

• Cognitive function

• Urinary function

• Disability

• Quality of life

• Adverse events

We will assess non-adverse outcomes aHer CSF shunting in the
short-term (less than six months), as we anticipate that there will be
short-term control data. Due to the preferred cross-over trial design
in the field of study, we anticipate that there will be no control data
for long-term outcomes; we will provide descriptive analysis of any
non-controlled long-term data available (longer than six months).

We consider gait function the primary e@icacy outcome, along with
disability and quality of life, because it is usually pivotal in the
decision to conduct CSF shunting.
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Primary outcomes

• Gait speed (short-term) – measured with validated global gait
tools, e.g. the timed up and go (TUG) test, or 10-metre walk test
(10MWT)

• Qualitative gait function (short-term) – measured with validated
qualitative gait tools, e.g. the Tinetti score, or the Kubo NPH
grading scale

• Patient disability (short-term) – measured with global disability
scales, e.g. Modified Rankin Scale (mRS)

• Quality of Life (QoL; short-term) – measured with validated QoL
scales

• Adverse events (short-term) – documented separately for
serious complications and death. It is anticipated that this will
be descriptive, as trials may define adverse events di@erently.

• Adverse events (long-term) – documented separately for serious
complications and death. It is anticipated that this will be
descriptive, as trials may define adverse events di@erently.

Secondary outcomes

• Gait speed (long-term) – measured with validated global gait
tools, e.g. the TUG test, or the 10MWT

• Cognitive function (short-term) – measured with validated
global cognitive screening tools, such as the Montreal Cognitive
Assessment (MoCA), the Mini–Mental State Examination (MMSE),
or the idiopathic normal-pressure hydrocephalus grading scale
(iNPHGS (Hellström 2012))

• Qualitative cognitive function (short-term) – measured with
validated scales (e.g. Keifer scale or Kubo iNPHGS)

• Cognitive function (long-term) – measured with validated global
cognitive screening tools, such as the MoCA, MMSE, or iNPHGS
(Hellström 2012)

• Urinary function (short-term) – measured with any appropriate
scale

Search methods for identification of studies

Electronic searches

We will search ALOIS (alois.medsci.ox.ac.uk) - the Cochrane
Dementia and Cognitive Improvement Group’s Specialised
Register. ALOIS is maintained by the Cochrane Dementia and
Cognitive Improvement Group's Information Specialists, and
contains dementia and cognitive improvement studies identified
from the following:

• Monthly searches of a number of major healthcare databases:
MEDLINE Ovid, Embase Ovid, CINAHL EBSCO, PsycINFO Ovid,
and LILACS (Latin American and Caribbean Health Science
Information database) BIREME

• Monthly searches of the US National Institutes
of Health Ongoing Trials Register ClinicalTrials.gov
(www.clinicaltrials.gov) and the World Health Organization
International Clinical Trials Registry Platform (ICTRP;
apps.who.int/trialsearch)

• Monthly search of the Cochrane Library’s Central Register of
Controlled trials (CENTRAL)

• Six-monthly searches of ISI Web of Science Core Collection

We will run additional separate searches of: MEDLINE Ovid,
Embase Ovid, CINAHL EBSCO, PsycINFO Ovid, Web of Science Core

Collection (ISI Web of Science), ClinicalTrials.gov, and ICTRP to
ensure we retrieve the most current results. The MEDLINE search
strategy is in Appendix 1.

Searching other resources

We will review citation indices for the identified relevant articles

Data collection and analysis

Selection of studies

Two review authors will independently examine titles and abstracts
of citations obtained from the searches, and exclude any clearly
ineligible or duplicate articles, using Covidence (Covidence 2021).
Following the initial screening, we will independently assess the
full-text article for inclusion in the review, using pre-defined
inclusion and exclusion criteria. A third review author will arbitrate
disagreements, to create consensus. We will identify and record
reasons for exclusion of the ineligible studies. We will record the
selection process and create a PRISMA flow diagram (Moher 2009).
The review authors will not be blind to trial authors, institution, or
journal.

Data extraction and management

We will pilot the extraction process on at least one study in the
review. We will use Covidence to manage study selection, and risk
of bias assessment (Covidence 2021).

Two review authors will independently extract study characteristics
and outcome data from included studies. Study characteristics
will include: study design, setting, characteristics of participants
(e.g. gender, age, ethnicity, disease severity, number of Hakim's
triad of symptoms needed to fulfil NPH criteria for the study),
randomisation, eligibility criteria, intervention details, type of
control, the outcomes assessed, source of study funding, and
investigator conflicts of interests. We will resolve disagreements by
consensus, involving a third author (CC) where necessary.

For each outcome of interest, we will extract mean scores and
standard deviations. When continuous outcome measures have
been reported using di@erent scales for the same construct, the
lead review author (CC) will derive standardised mean di@erences,
as outlined in the Cochrane Handbook for Systematic Reviews of
Interventions, Chapter 6.6.2.1 (Higgins 2021).

We will export data from Covidence to Review Manager Web
soHware (RevMan Web 2022).

Assessment of risk of bias in included studies

Two review authors will independently assess risk of bias in studies,
using the revised risk of bias in randomised trials (RoB 2) tool
(Higgins 2021a; Sterne 2019). Any disagreements will be resolved by
discussion with a third author to reach consensus agreement.

We will assess risk of bias for each study outcome, using the
following Cochrane RoB 2 criteria:

• Bias arising from the randomisation process

• Bias due to deviations from intended interventions

• Bias due to missing outcome data

• Bias in measurement of the outcome

• Bias in selection of the reported result
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For each domain, we will answer a series of signalling questions
with yes, probably yes, no information, probably no, or no, to
determine the risk of bias (low risk, some concerns, and high
risk). We will include text alongside the judgements to provide
supporting information for our decisions.

We will decide the risk of bias for each outcome in our summary of
findings tables (e.g. gait speed (short-term)) by its performance in
each domain: if we judge one domain to have some concerns, we
will take this judgement for the whole outcome. We will summarise
the risk of bias in tra@ic lights on the forest plots.

Measures of treatment e9ect

We will calculate e@ect estimates with 95% confidence intervals
(CIs), using time point scores for each trial outcome. If outcomes
are measured with ordinal rating scales; provided these contained
a reasonably large number of categories (more than 10), we will
treat the data as continuous, arising from a normal distribution.
When outcomes are measured with a single continuous scale, the
measure of treatment e@ect will be the mean di@erence (MD).
When the same outcome is measured on di@erent scales, we will
use a standardised mean di@erence (SMD). We will use 'Guiding
rules' for interpreting SMDs (or Cohen’s e@ect sizes), as outlined in
Chapter 15.5.3.1 in the Cochrane Handbook for Systematic Reviews
of Interventions, where a di@erence of 0.2 represents a small e@ect,
0.5 a moderate e@ect, and 0.8 a large e@ect (Schünemann 2021a).

Unit of analysis issues

We anticipate that there will be several unit of analysis issues to
contend with in this field of study:

One-arm cross-over trial design

There is a favoured one-arm cross-over trial design in iNPH, in
which control participants are initially given inactive CSF shunts or
no treatment (Saper 2017). At an early time point (usually three to
four months), the control group is either shunted if they have not
had a shunt, or the inactive shunts are turned to the active position.
In this paradigm, there are no long-term controls, as all participants
end the trial in the treatment intervention group. If, as anticipated,
our search only detects trials of this design, we will have no long-
term controlled trial data to use.

Therefore, in one-arm cross-over trials, we will compare short-term
data between the intervention group (CSF shunt) and the control
group (no shunt or inactive shunt), as for a parallel RCT design.

With a cross-over trial design, there will be groups of participants
who have the control first (inactive shunt or no shunt), and then
move into the treatment group, in which the CSF shunt is activated
or they have a CSF shunt inserted. It is possible to analyse the
e@ect of shunting in this group longitudinally (a pre-post, or before-
and-aHer study design). These are non-randomised data, as the
cases will always have the control first, followed by the active
treatment intervention.  We will not include these data in the main
analysis, but will conduct an analysis to compare outcomes before
and aHer shunting to see whether, and how results di@er from the
randomised parallel-groups dataset.

Outcomes

For some outcomes (e.g. qualitative gait function), we anticipate
that we will encounter commonly applied, non-linear ordinal

rating scales with few categories (e.g. Kubo Rating Scale). Without
manipulating the original data, it will be impossible to binarise the
individual scores into meaningful values. In this scenario, we will
treat the data as continuous data, but will contextualise the e@ect
size by referring to the original scale. When multiple di@erent, but
similar scales have been used, we will be unable to be specific about
the e@ect-size.

We anticipate that there will be multiple measures of the same
outcome. When this is the case, we will use the following principles
to guide the selection of measures for data extraction, which are
similar to those used by Bahar-Fuchs (Bahar-Fuchs 2019):

• We will use common and preferred outcome measures if
reported by studies (e.g. TUG test or gait speed). When they are
not available for a given study, we will use the most similar test
reported.

• If multiple relevant scales are presented to measure the same
outcome, we will consider creating a composite outcome score,
as described in Bahar-Fuchs 2019.

Dealing with missing data

We will contact study investigators to obtain missing outcome or
baseline characteristic data, when needed.

When the trials report change from baseline data only, we will
compare this with time point data from the other studies identified
in our search.

Assessment of heterogeneity

In addition to a visual inspection of the forest plots, we will
assess statistical heterogeneity using a standard Chi2 statistic and
the associated l2 statistic. Consistent with recommendations from
Deeks 2021, we will deem heterogeneity to be present when the
Chi2 statistic is significant at the P = 0.1 level, or when l2 suggests
that more than 40% of the variability in the e@ect estimate is due
to heterogeneity.

Assessment of reporting biases

We will assess in-trial reporting bias as part of our risk of bias
assessment, by assessing whether outcomes reported in the
methods section are reported in the results for the included studies.
If our searches identify trial protocols, clinical trial registrations,
or abstracts, indicating the existence of unpublished studies, we
will attempt to determine the status of any unpublished studies by
contacting the investigators.

Data synthesis

We will undertake meta-analysis using Review Manager Web when
the results from more than one RCT are available, and we consider
the trials su@iciently similar (RevMan Web 2022). We will use fixed-
e@ect meta-analyses as we anticipate potential small-study e@ects,
and we anticipate studies having very similar designs.

Subgroup analysis and investigation of heterogeneity

We anticipate identifying only a few studies, with relatively low
sample sizes, and thus, do not intend to undertake subgroup
analysis.
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Sensitivity analysis

If we have su@icient studies, we plan to undertake these sensitivity
analyses:

• remove studies with the highest risk of bias from the analysis for
the major outcomes

• remove studies that used no-shunt comparator groups (as
opposed to placebo-shunt comparator groups)

• remove studies in which the majority of participants had only
one of the Hakim-Adam's triad of symptoms.

• If we consider that there may be important diversity between
studies, we will re-run the analyses using a random-e@ects
model, to test the robustness of findings with the meta-analytic
model used.

Summary of findings and assessment of the certainty of the
evidence

We will assess the certainty of evidence for each outcome, using the
evidence grading system developed by the GRADE collaboration, as
described in Chapter 14 of Cochrane Handbook for Systemic Reviews
of Interventions (Schünemann 2021).

Two authors will independently apply the GRADE approach, and
assess the certainty of evidence at high, moderate, low, or very low.
We will discuss the certainty of evidence ratings for each outcome
with the other members of the review team. A third review author
will judge any disagreement, to reach consensus for final decisions
on the ratings.

We will take the following factors into account when deciding
whether or not to downgrade the certainty of evidence in relation
to each outcome:

• Risk of bias

• Inconsistency of results

• Indirectness of evidence

• Imprecision of results

• Publication bias

Since we will only include RCTs, we will start with high certainty
for each outcome. We will downgrade certainty of the evidence by
one level if we consider there is a serious limitation in relation to a
particular factor, or by two levels if we consider there to be a very
serious limitation. We will explain our reason(s) for downgrading in
the footnotes.

We will generate a summary of findings tables using GRADEpro
GDT soHware (GRADEpro GDT). The summary of findings table
will compare CSF shunt to no shunt or a placebo shunt (using
randomised parallel-group data only) for the following outcomes;

• Gait speed (short-term)

• Qualitative gait function (short-term)

• Patient disability (short-term)

• Quality of life (QoL; short-term)

• Adverse events (short-term)

• Adverse events (long-term)

• Cognitive function (short-term)

A C K N O W L E D G E M E N T S

The group would like to acknowledge the Cochrane Dementia
and Cognitive Improvement Group for their support in writing this
protocol.

We would like to acknowledge Victoria Pennick for helpful copy
editing.

We would also like to thank consumer reviewer Cathie Hofstetter,
peer reviewers Alex Green and Madoka Nakajima, and one more
who wishes to remain anonymous, for their helpful comments and
feedback.

Shunting for idiopathic normal pressure hydrocephalus (Protocol)

Copyright © 2022 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

6



Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews

R E F E R E N C E S
 

Additional references

Adams 1965a

Adams RD, Fisher CM, Hakim S, Ojemann RG,
Sweet WH.Symptomatic occult hydrocephalus with normal
cerebrospinal-fluid pressure: a treatable syndrome. New
England Journal of Medicine 1965;273(3):117-26.

Andersson 2019a

Andersson J, Rosell M, Kockum K, Lilja-Lund O, Söderström L,
Laurell K.Prevalence of idiopathic normal pressure
hydrocephalus: a prospective, population-based study. PloS
One 2019;14(5):e0217705.

Bahar-Fuchs 2019

Bahar-Fuchs A, Martyr A, Goh AM, Sabates J, Clare L.Cognitive
training for people with mild to moderate dementia. Cochrane
Database of Systematic Reviews 2019, Issue 3. Art. No:
CD013069. [DOI: 10.1002/14651858.CD013069.pub2]

Banizs 2005

Banizs B, Pike MM, Millican CL, Ferguson WB, Komlosi P,
Sheetz J, et al.Dysfunctional cilia lead to altered ependyma
and choroid plexus function, and result in the formation
of hydrocephalus. Development (Cambridge, England)
2005;132(23):5329-39.

Bradley 2015a

Bradley WG.CSF flow in the brain in the context of normal
pressure hydrocephalus. American Journal of Neuroradiology
2015;36(5):831-8.

Børgesen 1982

Børgesen SE, Gjerris FL.The predictive value of conductance
to outflow of CSF in normal pressure hydrocephalus. Brain: A
Journal of Neurology 1982;105(Pt 1):65-86.

Cabral 2011

Cabral D, Beach TG, Vedders L, Sue LI, Jacobson S, Myers K,
et al.Frequency of Alzheimer's disease pathology at autopsy
in patients with clinical normal pressure hydrocephalus.
Alzheimer's & Dementia 2011;7(5):509-13.

Covidence 2021 [Computer program]

Veritas Health Innovation Covidence.Melbourne, Australia:
Veritas Health Innovation. Available at covidence.org.

Craven 2016

Craven C, Asif H, Farrukh A, Somavilla F, Toma AK,
Watkins L.Case series of ventriculopleural shunts in
adults: a single-center experience. Journal of Neurosurgery
2016;126(6):2010-6.

Deeks 2021

Deeks J, Higgins J, Altman DG.Chapter 10: Analysing data
and undertaking meta-analyses. In: Higgins JP, Thomas J,
Chandler J, Cumpston M, Li T, Page MJ, et al, editor(s). Cochrane
Handbook for Systematic Reviews of Interventions Version

6.2 (updated February 2021). Cochrane, 2021. Available from
training.cochrane.org/handbook.

Esmonde 2002a

Esmonde T, Cooke S.Shunting for normal pressure
hydrocephalus (NPH). Cochrane Database of Systematic
Reviews 2002, Issue 3. Art. No: CD003157. [DOI:
10.1002/14651858.CD003157]

Espay 2017a

Espay AJ, Da Prat GA, Dwivedi AK, Rodriguez-Porcel F,
Vaughan JE, Rosso M, et al.Deconstructing normal
pressure hydrocephalus: ventriculomegaly as early sign of
neurodegeneration. Annals of Neurology 2017;82(4):503-13.

Fernández-Méndez 2019

Fernández-Méndez R, Richards HK, Seeley HM, Pickard JD,
Joannides AJ.Current epidemiology of cerebrospinal fluid shunt
surgery in the UK and Ireland (2004-2013). Journal of Neurology,
Neurosurgery & Psychiatry 2019;90(7):747-54.

Giordan 2018a

Giordan E, Palandri G, Lanzino G, Murad MH, Elder BD.Outcomes
and complications of di@erent surgical treatments for idiopathic
normal pressure hydrocephalus: a systematic review and meta-
analysis. Journal of Neurosurgery 2018;131(4):1024-36.

GRADEpro GDT [Computer program]

McMaster University (developed by Evidence Prime) GRADEpro
GDT.Hamilton (ON): McMaster University (developed by
Evidence Prime). Available at gradepro.org.

Hakim 1965a

Hakim S, Adams RD.The special clinical problem of
symptomatic hydrocephalus with normal cerebrospinal fluid
pressure: observations on cerebrospinal fluid hydrodynamics.
Journal of the Neurological Sciences 1965;2(4):307-27.

Hakim 1976

Hakim S, Venegas JG, Burton JD.The physics of the cranial
cavity, hydrocephalus and normal pressure hydrocephalus:
mechanical interpretation and mathematical model. Surgical
Neurology 1976;5(3):187-210.

Halperin 2015

Halperin JJ, Kurlan R, Schwalb JM, Cusimano MD, Gronseth G,
Gloss D.Practice guideline: idiopathic normal pressure
hydrocephalus: response to shunting and predictors of
response: report of the Guideline Development, Dissemination,
and Implementation Subcommittee of the American Academy
of Neurology. Neurology 2015;85(23):2063-71.

Hashimoto 2010

Hashimoto M, Ishikawa M, Mori E, Kuwana N, Study of INPH on
neurological improvement (SINPHONI).Diagnosis of idiopathic
normal pressure hydrocephalus is supported by MRI-based
scheme: a prospective cohort study. Cerebrospinal Fluid
Research 2010;7:18. [DOI: 10.1186/1743-8454-7-18]

Shunting for idiopathic normal pressure hydrocephalus (Protocol)

Copyright © 2022 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

7

https://doi.org/10.1002%2F14651858.CD013069.pub2
https://doi.org/10.1002%2F14651858.CD003157
https://doi.org/10.1186%2F1743-8454-7-18


Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews

Hebb 2001a

Hebb AO, Cusimano MD.Idiopathic normal pressure
hydrocephalus: a systematic review of diagnosis and outcome.
Neurosurgery 2001;49(5):1166-84; discussion 1184-86.

Hellström 2012

Hellström P, Klinge P, Tans J, Wikkelsø C.A new scale for
assessment of severity and outcome in iNPH. Acta Neurologica
Scandinavica 2012;126(4):229-37.

Higgins 2021

Higgins J, Li T, Deeks J.Chapter 10: Analysing data and
undertaking meta-analyses. In: Higgins JP, Thomas J, Chandler
J, Cumpston M, Li T, Page MJ, et al, editor(s). Cochrane
Handbook for Systematic Reviews of Interventions Version
6.2 (updated February 2021). Cochrane, 2021. Available from
training.cochrane.org/handbook.

Higgins 2021a

Higgins J, Savović J, Page M, Elbers R, Sterne J.Chapter 10:
Analysing data and undertaking meta-analyses. In: Higgins
JP, Thomas J, Chandler J, Cumpston M, Li T, Page MJ, et al,
editor(s). Cochrane Handbook for Systematic Reviews of
Interventions Version 6.2 (updated February 2021). Cochrane,
2021. Available from training.cochrane.org/handbook 2021.

Hudson 2019

Hudson M, Nowak C, Garling RJ, Harris C.Comorbidity of
diabetes mellitus in idiopathic normal pressure hydrocephalus:
a systematic literature review. Fluids Barriers CNS 2019;16(1):5.

Ishikawa 2004

Ishikawa M, Guideline Committe for Idiopathic Normal
Pressure Hydrocephalus, Japanese Society of Normal Pressure
Hydrocephalus.Clinical guidelines for idiopathic normal
pressure hydrocephalus. Neurologia Medico-Chirurgica (Tokyo)
2004;44(4):222-3. [DOI: 10.2176/nmc.44.222]

Jaraj 2017

Jaraj D, Rabiei K, Marlow T, Jensen C, Skoog I,
Wikkelsø C.Estimated ventricle size using Evans index: reference
values from a population-based sample. European Journal of
Neurology 2017;24(3):468-74.

Kazui 2015a

Kazui H, Miyajima M, Mori E, Ishikawa M, SINPHONI-2
investigators.Lumboperitoneal shunt surgery for idiopathic
normal pressure hydrocephalus (SINPHONI-2): an open-label
randomised trial. Lancet Neurology 2015;14(6):585-94.

Kimihira 2020a

Kimihira L, Iseki C, Takahashi Y, Sato H, Kato H, Kazui H, et
al.A multi-center, prospective study on the progression rate
of asymptomatic ventriculomegaly with features of idiopathic
normal pressure hydrocephalus on magnetic resonance
imaging to idiopathic normal pressure hydrocephalus. Journal
of the Neurological Sciences 2020;419:117166. [DOI: 10.1016/
j.jns.2020.117166]

Kitagaki 1998a

Kitagaki H, Mori E, Ishii K, Yamaji S, Hirono N, Imamura T.CSF
spaces in idiopathic normal pressure hydrocephalus:
morphology and volumetry. American Journal of Neuroradiology
1998;19(7):1277-84.

Kockum 2018

Kockum K, Lilja-Lund O, Larsson E -M, Rosell M, Söderström L,
Virhammar J, et al.The idiopathic normal-pressure
hydrocephalus Radscale: a radiological scale for structured
evaluation. European Journal of Neurology 2018;25(3):569-76.

Kockum 2020a

Kockum K, Virhammar J, Riklund K, Söderström L, Larsson E-M,
Laurell K.Diagnostic accuracy of the iNPH Radscale in idiopathic
normal pressure hydrocephalus. PloS One 2020;15(4):e0232275.

Lam 1997

Lam CH, Villemure JG.Comparison between ventriculoatrial
and ventriculoperitoneal shunting in the adult population.
British Journal of Neurosurgery 1997;11(1):43-8. [DOI:
10.1080/02688699746681]

Louvi 2011

Louvi A, Grove EA.Cilia in the CNS: the quiet organelle claims
center stage. Neuron 2011;69(6):1046-60.

Macki 2020a

Macki M, Mahajan A, Shatz R, Air EL, Novikova M, Fakih M, et
al.Prevalence of alternative diagnoses and implications for
management in idiopathic normal pressure hydrocephalus
patients. Neurosurgery 2020;87(5):999-1007.

Malm 2006a

Malm J, Eklund A.Idiopathic normal pressure hydrocephalus.
Practical Neurology 2006;6(1):14-27.

Moher 2009

Moher D, Liberati A, Tetzla@ J, Altman DG, Prisma
Group.Preferred reporting items for systematic reviews
and meta-analyses: the PRISMA statement. PLoS Medicine
2009;6(7):e1000097. [DOI: 10.1371/journal.pmed.1000097]

Mollan 2018

Mollan SP, Hornby C, Mitchell J, Sinclair AJ.Evaluation and
management of adult idiopathic intracranial hypertension.
Practical Neurology 2018;18(6):485-8.

Momjian 2004a

Momjian S, Owler BK, Czosnyka Z, Czosnyka M, Pena A,
Pickard JD.Pattern of white matter regional cerebral blood flow
and autoregulation in normal pressure hydrocephalus. Brain
2004;127(Pt 5):965-72.

Morimoto 2019a

Morimoto Y, Yoshida S, Kinoshita A, Satoh C, Mishima H,
Yamaguchi N, et al.Nonsense mutation in CFAP43 causes
normal-pressure hydrocephalus with ciliary abnormalities.
Neurology 2019;92(20):e2364-74.

Shunting for idiopathic normal pressure hydrocephalus (Protocol)

Copyright © 2022 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

8

https://doi.org/10.2176%2Fnmc.44.222
https://doi.org/10.1016%2Fj.jns.2020.117166
https://doi.org/10.1016%2Fj.jns.2020.117166
https://doi.org/10.1080%2F02688699746681
https://doi.org/10.1371%2Fjournal.pmed.1000097


Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews

Müller-Schmitz 2020

Müller-Schmitz K, Krasavina-Loka N, Yardimci T, Lipka T,
Kolman AG, Robbers S, et al.Normal pressure hydrocephalus
associated with Alzheimer's disease. Annals of Neurology
2020;88(4):703-11.

Nakajima 2021

Nakajima M, Yamada S, Miyajima M, Ishii K, Kuriyama N, Kazui H,
et al.Guidelines for management of idiopathic normal pressure
hydrocephalus (Third Edition): endorsed by the Japanese
Society of Normal Pressure Hydrocephalus. Neurologia Medico-
Chirurgica 2021;61(2):63-97.

Narita 2016a

Narita W, Nishio Y, Baba T, Iizuka O, Ishihara T, Matsuda M, et
al.High-convexity tightness predicts the shunt response in
idiopathic normal pressure hydrocephalus. American Journal of
Neuroradiology 2016;37(10):1831-7.

Ogino 2006

Ogino A, Kazui H, Miyoshi N, Hashimoto M, Ohkawa S,
Tokunaga H, et al.Cognitive impairment in patients with
idiopathic normal pressure hydrocephalus. Dementia and
Geriatric Cognitive Disorders 2006;21(2):113-9.

Ohara 2020

Ohara M, Hattori T, Yokota T.Progressive supranuclear palsy
oHen develops idiopathic normal pressure hydrocephalus-like
magnetic resonance imaging features. European Journal of
Neurology 2020;27(10):1930-6.

Relkin 2005a

Relkin N, Marmarou A, Klinge P, Bergsneider M,
Black P.Diagnosing idiopathic normal-pressure hydrocephalus.
Neurosurgery 2005;57(3 Suppl):S4-16; discussion ii-v.

RevMan Web 2022 [Computer program]

The Cochrane Collaboration Review Manager Web (RevMan
Web).Version 4.2.1. The Cochrane Collaboration, 2022. Available
at revman.cochrane.org.

Ringstad 2017a

Ringstad G, Vatnehol SAS, Eide PK.Glymphatic MRI in idiopathic
normal pressure hydrocephalus. Brain 2017;140(10):2691-705.

Román 2018

Román GC, Verma AK, Zhang YJ, Fung SH.Idiopathic normal-
pressure hydrocephalus and obstructive sleep apnea are
frequently associated: a prospective cohort study. Journal of the
Neurological Sciences 2018;395:164-8.

Sakakibara 2008

Sakakibara R, Kanda T, Sekido T, Uchiyama T, Awa Y, Ito T, et
al.Mechanism of bladder dysfunction in idiopathic normal
pressure hydrocephalus. Neurourology and Urodynamics:
O3icial Journal of the International Continence Society
2008;27(6):507-10.

Saper 2017

Saper CB.Is there even such a thing as "Idiopathic normal
pressure hydrocephalus"? Annals of Neurology 2017;82(4):514-5.

Schünemann 2021

Schünemann H, Higgins J, Vist G, Glasziou P, Akl E, Skoetz N,
et al.Chapter 14: Completing ‘Summary of findings’ tables and
grading the certainty of the evidence. In: Higgins JPT, Thomas J,
Chandler J, Cumpston M, Li T, Page MJ, et al, (editors). Cochrane
Handbook for Systematic Reviews of Interventions Version
6.2 (updated February 2021). Cochrane, 2021. Available from
training.cochrane.org/handbook.

Schünemann 2021a

Schünemann H, Vist G, Higgins J, Santesso N, Deeks J,
Glasziou P, et al.Chapter 15: Interpreting results and
drawing conclusions. In: Higgins JPT, Thomas J, Chandler
J, Cumpston M, Li T, Page MJ, et al, (editors). Cochrane
Handbook for Systematic Reviews of Interventions Version
6.2 (updated February 2021). Cochrane, 2021. Available from
training.cochrane.org/handbook.

Silverberg 2003a

Silverberg GD, Mayo M, Saul T, Rubenstein E,
McGuire D.Alzheimer's disease, normal-pressure
hydrocephalus, and senescent changes in CSF circulatory
physiology: a hypothesis. The Lancet Neurology
2003;2(8):506-11.

Sterne 2019

Sterne JAC, Savović J, Page MJ, Elbers RG, Blencowe NS,
Boutron I, et al.RoB 2: a revised tool for assessing risk of bias in
randomised trials. BMJ 2019;366:l4898.

Tisell 2011a

Tisell M, Tullberg M, Hellström P, Edsbagge M, Högfeldt M,
Wikkelsö C.Shunt surgery in patients with hydrocephalus
and white matter changes. Journal of Neurosurgery
2011;114(5):1432-8.

Toma 2013a

Toma AK, Papadopoulos MC, Stapleton S, Kitchen ND,
Watkins LD.Systematic review of the outcome of shunt
surgery in idiopathic normal-pressure hydrocephalus. Acta
Neurochirurgica 2013;155(10):1977-80.

Vanhala 2019

Vanhala V, Junkkari A, Korhonen VE, Kurki MI, Hiltunen M,
Rauramaa T, et al.Prevalence of schizophrenia in idiopathic
normal pressure hydrocephalus. Neurosurgery 2019;84(4):883-9.

Yang 2021

Yang HW, Lee S, Yang D, Dai H, Zhang Y, Han L, et al.Deletions in
CWH43 cause idiopathic normal pressure hydrocephalus. EMBO
Molecular Medicine 2021;13(3):e13249.

Yasar 2017

Yasar S, Jusue-Torres I, Lu J, Robison J, Patel MA, Crain B, et
al.Alzheimer's disease pathology and shunt surgery outcome in
normal pressure hydrocephalus. PloS One 2017;12(8):e0182288.

Zaccaria 2020

Zaccaria V, Bacigalupo I, Gervasi G, Canevelli M, Corbo M,
Vanacore N, et al.A systematic review on the epidemiology of

Shunting for idiopathic normal pressure hydrocephalus (Protocol)

Copyright © 2022 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

9



Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews

normal pressure hydrocephalus. Acta Neurologica Scandinavica
2020;141(2):101-14.

 

A P P E N D I C E S

Appendix 1. MEDLINE Ovid search strategy

1. exp Hydrocephalus, Normal Pressure/

2. normal pressure hydrocephalus.ti,ab.

3. NPH.ti,ab.

4. iNPH.ti,ab.

5. i-NPH.ti,ab.

6. or/1-5

7. exp Cerebrospinal Fluid Shunts/

8. shunt*.ti,ab.

9. or/7-8

10. randomized controlled trial.pt.

11. controlled clinical trial.pt.

12. randomized.ab.

13. placebo.ab.

14. drug therapy.fs.

15. randomly.ab.

16. trial.ab.

17. groups.ab.

18. or/10-17

19. exp animals/ not humans.sh.

20. 18 not 19

21. 6 and 9 and 20
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