




Pathological approach to the diagnosis of hydrocephalus

Table 2 Ninety four cases offetal hydrocephalus (HC) diagnosed by neuropathology
among 1601 consecutive necropsies"

HC with other malformations (n=85) CNS and other malformations, 47
CNS malformation only, 32
Extra-CNS malformation only, 6

Isolated HC (n=9) Post-haemorrhage, 6
Post-infection, 3
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Figure 3 Part of the lining of the fourth ventricle (IV) in a baby who had a prenatal
intraventricular haemorrhage. There is a cushion ofgliotic tissue containing many
haemosiderin bearing macrophages. The overlying ependyma is partly deficient. Reactive
ependymal proliferation is seen as a row of rosettes (arrowheads). (Haematoxylin and eosin,
x46).

confirmed its frequent association with other
malformations. In the largest published neuro-

pathological series of 101 fetuses,'0 90% had
other abnormalities, 84% involving the nervous
system and 56% involving other systems (table
2). Only nine of the 101 cases had isolated
hydrocephalus; all of these were the result of
haemorrhage or infection.
Both haemorrhage and infection may cause

hydrocephalus by several mechanisms:
(1) CSF flow may be obstructed, usually in

the long narrow aqueduct of Sylvius in the
midbrain, at the outflow foramina of the fourth
ventricle, or in the basal cisterns where blood
clots and inflammatory debris may accumulate.
Blood and infection in the CSF cause ependy-
mal damage and proliferation of glia which form
cushions that encroach on and narrow the CSF
pathways. Gliosis and blood pigment persist for
many years as evidence of previous inflamma-
tion or haemorrhage (figs 3 and 4).

(2) There may be damage to the arachnoid
granulations with consequent reduction in
resorption of CSF.

(3) Blood in the CSF is a potent cause of
vasospasm'3 which can cause parenchymal
ischaemia. Babies who develop severe germinal
matrix haemorrhages are also at risk of infarc-
tion in the periventricular white matter.'4 In
these cases parenchymal loss exacerbates the
hydrocephalus, causing hydrocephalus ex vacuo.
Tumours are rare causes of developmental

hydrocephalus. They are usually rapidly grow-

ing, destructive tumours and enlargement of
the fetal head is due to volume of tumour
rather than true hydrocephalus.

Figure 4 Aqueduct stenosis in the same case asfig 3. The
outline of the original aqueduct is represented by an

irregular band ofproliferated ependymal cells (arrowheads).
The lumen is obstructed by glial tissue containing
haemosiderin. A few small patent channels remain.

(Haematoxylin and eosin, x34.)

Aqueduct stenosis
Aqueduct stenosis is rare and was found in only
two of Roume's 101 cases.'0 Narrowing by
tumour is rare in the fetus. Aqueduct obstruc-
tion may result from intrauterine infections or

haemorrhage, when ependymal proliferation
and rosette formation accompany gliosis.
Calcification and residual haemosiderin are

sometimes seen. In experimental animals vita-
min deficiencies and viral infections can induce
non-inflammatory aqueduct obstruction." Re-
active ependymal proliferation can result in
aqueduct branching or forking as described
originally by Russell.'6 CSF follows an irregular
pathway through these channels, some becom-
ing dilated and others stenotic. Rarely a thin
septum may form across the aqueduct which
can be demonstrated on magnetic resonance

imaging (MRI), but true septae are rarely
found in necropsy material.
Aqueduct stenosis not only causes hydro-

cephalus but is probably more often the result
of hydrocephalus."'8 Hydrocephalic cerebral
hemispheres compress the midbrain laterally,
narrowing the aqueduct into a dorsoventral
slit, sometimes with lateral branching (fig 5).
The same lateral forces also cause compression
or beaking of the quadrigeminal plate and the
bodies of the thalamus are pushed together,
enlarging the normal area of adhesion between
them to produce the effect of midline fusion of
the thalamus.
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Figure 6 Nineteen week fetus with Dandy-Walker
malformation, viewedfrom behind. The grossly dilated
fourth ventricle is seen bordered by small splayed cerebellar
hemispheres, with remnants of the ruptured cyst at their
edges. The anterior vermis is intact (arrow). cp = choroid
plexus.

ics to account for the ventriculomegaly. More
often this is a matter of speculation and
ventricular enlargement is assumed to result
from inadequate brain growth.

ARNOLD-CHIARI MALFORMATION
In this malformation there is a commonly
associated triad of hydrocephalus, spina bifida,
and caudal displacement of the medulla and
cerebellar tonsils into the cervical spinal canal.
Midline bony malformations causing spinal
dysraphism and a small posterior fossa with
herniation of its contents are described. It has
also been suggested that the spinal lesion
causes traction on the cord, or lowered spinal
pressure, allowing downward displacement of
the hindbrain. Impaction of the displaced
hindbrain structures in the foramen magnum is
thought to obstruct the outflow foramina of the
fourth ventricle with subsequent development
of hydrocephalus. 7

Studies ofhuman fetal brains, however, have
shown that the hindbrain malformation does
not consistently precede ventricular dilatation,
and the cause for hydrocephalus is unresolved.19

AGENESIS OF THE CORPUS CALLOSUM
This malformation is often associated with
ventricular enlargement, but nothing is known
of the hydrodynamics in human cases.2 Rarely
there are associated midline cysts. These, as
with other meningeal cysts, may act as space
occupying lesions and alter CSF pressure,
causing hydrocephalus.2'

Figure 5 Aqueduct of Sylvius in a 19 month baby with
chronic hydrocephalus. (A) There is little gliosis and no
evidence of haemorrhage or reactive ependymal
proliferation. The ventral part is a narrow slit while dorsally
there is a channel with small lateral branches (PTAH x20).
The starred area is seen in (B). (B) Higher power pictures
in an adjacent section of (A). There is complete fusion of
the lateral walls of the ventricle. The absence of reactive
change suggests this is the result of lateral compression or

malformation. (Haematoxylin and eosin, x60.)

Pathogenesis of hydrocephalus with

malformations ofthe central nervous
system
When hydrocephalus is associated with brain
malformations it is not usually possible to
identify a cause for altered CSF hydrodynam-

DANDY-WALKER MALFORMATION

In this condition there is a large cystic
expansion of the fourth ventricle, with partial
or complete agenesis of the midline cerebellar
vermis (fig 6). The tentorium is raised and the
posterior fossa enlarged. Hydrocephalus is pre-
sumed to result from increased pressure in the
posterior fossa but does not always develop
until the first year of life.

CORTICAL MALFORMATIONS

When hydrocephalus develops in or after the
third trimester it may disrupt the pattern of
cortical gyri, which appear more numerous
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Pathological approach to the diagnosis of hydrocephalus

than usual and mimic polymicrogyria "redun-
dant gyration", but the histology of the cortex
is normal.2'
However, true primary malformation of the

cortex is often associated with gross enlarge-
ment of the ventricles. In lissencephaly syn-
dromes the brain surface remains smooth,
because of cortical dysplasia resulting from
disordered neuronal migration. In type 1
lissencephaly the cortex is simple and poorly
endowed with neurones, while in type II, nests
of ectopic neurones are found among prolifer-
ated blood vessels and connective tissue in the
leptomeninges. This type is characteristic of
the Walker-Warburg syndrome, when there are
associated muscle and eye malformations.
The reason for increased ventricular size is

unclear but it may result from failure of brain
growth.

CEREBELLAR HYPOPLASIA
Defective cerebellar growth is frequently asso-
ciated with ventriculomegaly. A possible mech-
anism is failure of formation of the cerebellar
outflow foramina.
From the above discussion it is clear that

hydrocephalus is not always the result of obvi-
ous pathology, such as alteration in CSF flow
dynamics or loss of brain tissue. Recognition
and description of syndromes where hydro-
cephalus is associated with other malforma-
tions is important in clinical practice and
particularly in genetic counselling. However,
this exercise adds little to our understanding of
how, or why, the ventricles enlarge.

Recent advances in the fields of genetics and
molecular biology may help to make progress
in tracing developmental aberrations which
result in hydrocephalus.
X linked hydrocephalus is one condition

where such attention has recently been fo-
cused. The syndrome is also called HSAS
(Hydrocephalus with Stenosis of the Aqueduct
of Sylvius) and is responsible for 2-15% of pri-
mary "idiopathic" hydrocephalus in males.
Hydrocephalus develops after 20 weeks of ges-
tation, often too late for detection by routine
ultrasound scan.

Clinical features include mental retardation
and lower limb spasticity. This contrasts with
other forms of hydrocephalus where intelli-
gence may be normal and motor impairment is
unusual.

Recently the gene responsible for this condi-
tion has been mapped to a locus at Xq 28.22
Other neurological disorders located here
include MASA syndrome, SPG1 (spastic para-
plegia, type 1), and most recently, X linked
epilepsy with periventricular heterotopias.23
This locus also contains the gene for the LI
neural cell adhesion molecule. This is a surface
glycoprotein, part of the immunoglobulin
superfamily and expressed on developing
axons. It appears to have a role in vitro in neu-
rite extension, formation of axon bundles, and
neuronal migration.
The predominant neuropathological find-

ings in X linked hydrocephalus are ventricular
dilatation, slit-like narrowing of the aqueduct,
absence of the pyramidal tracts in the medulla,

midline fusion of the thalamus, and absence of
the corpus callosum. Detailed examination of
several cases now suggests that the slit-like
malformation of the aqueduct is most likely to
be secondary to development ofhydrocephalus
in early life. This is possibly also the cause of
thalamic midline fusion. The sequence of
origin of these abnormalities remains un-
known.
Impairment of formation of axonal bundles

may underlie failure of formation of the corpus
callosum and pyramidal tracts in X linked
hydrocephalus. Studies of the expression of Li
NCAM in developing brains from normal
humans and those with X linked hydrocepha-
lus may determine whether Li NCAM has a
role in development of axon bundles in vivo.
We still do not know why the ventricles enlarge.
There are various transgenic animal models

of neurodevelopmental disorders which show
similarities to human syndromes with hydro-
cephalus. One such example is a mouse with
absence of the MARCKS protein (myris-
toylated, alanine-rich C kinase substrate), a
cellular substrate for protein kinase C. In this
model there is absence of the corpus callosum,
ventriculomegaly, and dysplasia of the cerebral
cortex and retina." These malformations
suggest a defect in neuronal migration resem-
bling that seen in lissencephaly.

Studying these models allows us to benefit
from recent advances in genetics and molecu-
lar biology in the attempt to unravel the
processes involved in human brain develop-
ment at a molecular level and so begin to
explain the abnormalities which have long been
described by traditional neuropathology.

I am indebted to Dr Steve Gould and Dr Jean Keeling for refer-
ring brains for examination. Dr Keeling also provided the pho-
tographs for figures 1 and 6.
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