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Acute Nephritis, Nephrotic Syndrome, and Related Conditions

Many doctors find present-day discussions about nephritis, the
nephrotic syndrome, and related topics difficult to understand.
This is not surprising, because the ideas of doctors particularly
concerned with these disorders have altered in a relatively short
time. Moreover, our knowledge of these conditions-especially
their evolution over long periods-is still very incomplete.
But, above all, confusion has arisen because of the lack of an

accepted terminology. Too many of the terms used in the
past have implied greater knowledge of the diseases than we

possess, and, though they proved incomplete or inaccurate,
many of them have persisted confusingly alongside newer ideas
and terms. Both clinicians and pathologists have used termino-
logy appropriate to their respective fields of investigation as

though they applied equally to their colleagues'. Even a useful
and precise pathological term such as " glomerulonephritis"
has suffered in this way.

Renal biopsy has increased our knowledge greatly, but has
indicated that several accepted ideas are at variance with the
facts as we now see them. Few clinical signs unequivocally
suggest a given histological picture, and some biopsy appear-

ances are found in diverse clinical settings.
Thus diagnosis can be stated at three levels for each patient:
(1) The clinical state.
(2) The biopsy or necropsy appearance of the kidney.
(3) The aetiology, if known.
If histology or aetiology is not available, then diagnosis

should stop at (1) or (2), the doctor using terms appropriate
to the level of diagnosis reached.

Aetiology of Nepbritis

We are still almost totally ignorant of how most types of
nephritis begin, or how they become chronic. Recently there
has been much discussion of the possible role of immune
mechanisms in starting and continuing nephritis. Some of the
evidence comes from experimental immune nephritis in animals,
some from clinical observations of human disease. It is too
early to say exactly how antibody-antigen reactions might be
concerned, but true autoimmunity is very unlikely to be the
major pathway. The initial step in the disease process is almost
certainly damage or alteration to kidney tissue (probably the
basement membrane of the glomerulus), but how this comes

about is still speculative.

C:linil Syndromes
There are only a few ways in which the variety of renal

histology shown by renal biopsy can reveal itself clinically.

These syndromes are constellations of symptoms and signs,
not absolutely separated from each other. They represent anti-
theses of clinical presentation which are useful, but it must be
remembered that some patients fall between the extremes and
do not fit precisely into one syndrome or another. This
account, also, deals only with nephritis as seen in mainly
Caucasian patients in Europe and in the U.S.A.; patterns of
disease may differ elsewhere, notable deviations having been
seen, for example, in West Africa.

Acute Nephritic Syndrome (Acute Haemorrhagic Nephritis)

This is well recognized. The illness usually begins quite
acutely, with malaise, oliguria, puffy facial or general oederna,
hypertension, occasionally with heart failure or uraemia. The
urine contains some protein, but the obvious feature is haema-
turia, often visible to the naked eye. Most frequently the
condition appears one to three weeks after an infection with
beta-haemolytic streptococci, but rarely it may follow other
infectious agents, such as pneumococci, and some patients have

viral infections as the precipitating factor. A very small
minority of patients in this group appear in the setting of
"generalized" disorders, particularly Henoch-Schonlein pur-
pura, more rarely polyarteritis nodosa and Wegener's granule-
matosis.

Nephrotic Syndrome

Here the condition usually begins insidiously, and the pre-

senting complaint is of swelling, usually around the ankles
in adults, but frequently in the face and abdomen in children.
Three biochemical findings complete the syndrome: heavy
proteinuria (essential for diagnosis); lowered plasma albumin
(usual) ; and a raised plasma cholesterol (frequent but not
essential). If the plasma-triglyceride level is also raised the
plasma may appear milky. In addition, the patient may have
hypertension, haematuria, or uraemia; the presence or absence
of these signs does not affect the clinical diagnosis.

It seems that if any albuminuria is heavy enough, and con-

tinues long enough, the clinical and chemical features of the
nephrotic syndrome will appear; and that if the albuminuria
diminishes or ceases all the other signs will eventually revert
to normal. The syndrome may therefore appear and disappear
throughout the course of the disease, much as congestive
cardiac failure may in the course of rheumatic valvular heart
disease. Oedema will appear whatever the precipitating cause

of glomerular damage may be, and it follows that " generalized "

diseases capable of causing glomerular damage and heavy pro-
teinuria can also give rise to the nephrotic syndrome. Common

* Pam I and II appeared in the issues of 1 and 8 October.
t Senior Lecturer in Modicine, Guy's Hospital, London S.E.1.

MEDICAL JOURNAL 933

 on 24 M
ay 2023 by guest. P

rotected by copyright.
http://w

w
w

.bm
j.com

/
B

r M
ed J: first published as 10.1136/bm

j.2.5519.933 on 15 O
ctober 1966. D

ow
nloaded from

 

http://www.bmj.com/


among these are diabetes mellivus, systemic lupus erythema-
tosus, and amyloidosis, but about 70% of adult patients with
the nephrotic syndrome, and virtually all children with the con-

dition, are found to be suffering from " primary" glomerular
disease.

Proteinuria in the nephrotic syndrome is predominantly a

loss of albumin and other low-molecular-weight proteins, but
may usefully be divided into " selective" and " non-selective"
on the proportion of larger molecules excreted; the excretion
of large molecules is negligible in highly selective proteinuria,
considerable in non-selective proteinuria.

Persistent Proteinuria and Isolated Haematuria

Here the patient is well but the urine is found to be abnormal.
Persistent asymptomatic proteinuria always means renal
disease. If the proteinuria is intermittent-for example, it
disappears at rest-there may be renal disease, but in some
adolescents and young adults there appears to be no abnor-
mality. The disappearance of the proteinuria from an early
morning specimen of urine, however, by no means assures the
absence of renal disease, and renal biopsy may be necessary
to decide.

Isolated haematuria, even when quite heavy at its peak, may
disappear from the urine temporarily, and testing of several
specimens of urine may be necessary to demonstrate its
existence. One variety is recurrent haematuria, when well-
marked episodes of macroscopic haematuria occur frequently,
usually along with or following upper-respiratory-tract infec-
tions of non-specific nature. This condition is distinguished
from acute nephritis by the timing of the relation to the pre-
cipitating infection, the absence of ill-health, and the repeated
attacks.

Chronic Renal Failure

This syndrome is unfortunately familiar to all physicians.
The patient is dehydrated, polyuric, anaemic, acidotic, and

uraemic. This condition in most patients suffering from

chronic renal failure does not start off with glomerulonephritis,
but arises from chronic pyelonephritis and vascular disease.

By the time this advanced stage of renal destruction is reached

the ". end-stage kidney " often shows a combination of glome-
rular damage, pyelonephritis, sclerosis, and vascular damage
that makes it virtually impossible to say from which variety
of renal disease the process began.

Renal Biopsy

The greaftst recent advance in our understanding of nephritis
and related conditions is needle biopsy of the kidney. This

has been practised extensively since a practical technique was

introduced in 1951, and it has proved not only informative but

also safe. It can be done under local anaesthesia on any patient
from a few days old to old age, though occasionally children

under 5 may need a light general anaesthetic. Needle biopsy
may lead to appreciable bleeding in about 1 % of patients,
and to nephrectomy in about 1 in 1,000. Death from the

procedure is very rare indeed, especially with careful selection

of patients together with skilled biopsy. The procedure is

therefore safer-though more difficult technically-than needle

biopsy of the liver.
Most operators prefer to do the biopsy with the patient prone,

lying over a sandbag under the abdomen to fix the kidney arteriorly,

but it can be satisfactorily performed with the patient sitting.

Using a site determined by a straight x-ray film or pyelogram, the

operator introduces a thin exploring needle (such as a lumbar-

puncture needle) until, by feeling the capsule by transmitted pulsa-
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tion and respiratory swing, he judges it to be in the lower pole
of the kidney. The biopsy needle is then introduced along the

same track. Nowadays the Vim-Silverman needle modified by
Franklin is almost universally used, but a few workers prefer the

Menghini. With the Vim-Silverman, and by taking two pieces
of tissue, it is possible to obtain a satisfactory sample of renal tissue

in well over 90% of attempts. A satisfactory sample should contain

at least 10 and preferably 20 glomeruli; up to 80 or even 100

may be obtained, especially in children. Experience has shown

that in diffuse renal diseases of the nephritis type a remarkably
confident description of the condition may be given from the tiny

sample. In diseases with a patchy distribution, such as pyelo-

nephritis, on the other hand, biopsy is less informative and may

even be misleading.
One of the great advantages of needle biopsy over open surgical

biopsy through a small incision (as practised by some paediatricians)
is that serial biopsies can be repeated at intervals in the same

patient. This serial technique has been of immense value in the

understanding of many renal diseases.

The tissue obtained can be fixed immediately, and, cut at 2-3,"
thickness, gives results on optical microscopy far superior to necropsy

material. These thin sections are essential if the full value of renal

biopsy is to be realized. Electron microscopy has proved very

informative, especially as an aid to the interpretation of the finer

detail seen under optical microscopy, and in the intricate structure

it has shown the epithelial cell to possess. The clinical usefulness

in helping the treatment of patients, however, is at the moment

very limited. One p' ')Aem is that only a tiny part of one or two

glomeruli can be exar.mined adequately without spending endless

hours on the work.

Histological Appearances on Renal Biopsy

Since the classification and management of patients now

depends upon histology, some understanding of the appearances

is essential. The structure of the normal glomerulus is the

basis of the histological classification of nephritis. Each normal

glomerular capillary wall (Fig. 7) is a complex structure, con-

sisting of a lining endothelial cell (EN), a glycoprotein base-

ment membrane (BM), and, outside an extraordinary, specialized

cell, the epithelial cell (EP). This has a large nucleated body

and a complex system of interlocking foot processes (FP),

which cover the outer surface of the membrane. These cells

are in direct continuity with both the cells lining Bowman's

capsule and the proximal tubular cells. The endothelial cells,

the basement membranes, and the epithelial cells may be

affected alone or in combination to give a variety of histological

appearances, usually (though inaccurately), all referred to as

" glomerulonephritis."
All the histological appearances discussed here are believed

to affect primarily the glomerulus: tubular changes (principally

dilatation and atrophy of the tubular cells are frequently

present but are regarded as secondary.

Acute Nephritic Syndrome.-Almost all cases show active

endothelial proliferative glomerulonephritis (Fig. 8a) or its

healing phase (Fig. 8b), and these appearances are the common

ones in acute nephritis following streptococcal infection. A

minority of patients with acute nephritis, including some of

those following streptococcal infection, show a contrasting

histology-active epithelial proliferative glomerulonephritis,

with crescent formation (Fig. 9). These patients tend to be very

ill, oliguric, or even anuric, and to develop severe uraemia.

These appearances are true glomerulonephritis, since the

glomerulus shows all the signs of inflammation-namely,

oedema, exudation, leucocyte infiltration, and local division of

cells.

Nephrotic Syndrome.-A variety of appearances may be

found.

First, optically normal glomeruli (" minimal change ")

(Fig. 10) are found in 10% of adults and about 40% of

children. The electron microscope reveals, however, abnor-

malities of the epithelial cells which are completely reversible.
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7 (b)

FIG. 7.-(a) An electron photomicrograph of a small part of glomerular
capillary loop and showing the epithelial cell (EP) with its intricate struc-
ture of foot processes (FP), the capillary basement membrane (BM), and
the endothelial cell (EN). (Araldite embedding, stained with phospho-
tungstic acid. X 10,000.) The relation of this photograph to the general
glomerular structure is shown in the accompanying diagrams (b) and (c).
Note that the epithelial cells are continuous with the cells lining
Bowman's capsule. Fig. 10 shows a low power optical photograph of a

normal glomerulus for comparison.

7(c)

FIG. 8(b)

FIG. 8(a)

FIG. 8.-(a) An active diffuse proliferative glomerulonephritis. The
glomerulus looks solid with too many nuclei (cf. Fig. 10). The excess
cells are divided endothelial cells (endothelial proliferation); invading
polymorphs further increase the cellularity. The other signs of inflam-
mation-oedema and exudation-are also present and make the
glomerular tuft look solid. The capillary basement membrane (which
does not show with this stain) is normal. (Haematoxylin and eosin. X 180.)
(b) Shows a later stage of post-streptococcal proliferative glomerulo-
nephritis. This is a periodic acid-silver methenamine stain showing the
increase in solidity and cellularity of the central area of the lobules of
the glomerulus-" lobular stalk thickening," which is usually present
in the healing phase of acute streptococcal glomerulonephritis (X 340).
(c) is a more severe variety of the same appearance which may be found
in progressing nephritides, often without previous acute streptococcal

infection. (Periodic acid silver methenamine. X 117.)

BRITI
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FIG. 9.-The other main variety of proliferative glomerulonephritis-
namely, epithelial; this is characterized by the large " crescent " of cells
arising mainly from the cells lining Bowman's capsule. In the glomerular
tuft there is some endothelial proliferation and polymorph infiltration
as well. The patient had acute oliguric glomerulonephritis, which
entered a nephrotic phase on diuresis, and died after a stormy eighteen

months' course. (P.A.S. x 80.)

FIG. 10.-A glomerulus, normal to the optical microscope; so called
" minimal change." The child had a severe nephrotic syndrome, which
remitted completely on steroids. (Periodic acid silver methenamine.

X425.)

FIG. 1 1 (a) FIG. 11 (b)
FIG. 11.-(a) "Membranous glomerulonephritis." There is no excess of cells in the glomerular tuft, but all the capillary walls are diffusely
thickened. (P.A.S. X245.) Under higher magnification (b) and using a silver stain, these thickened basement membranes are shown to have
a "hair on end" appearance with a silver-staining deposit on the outside of the true membrane. This has led some pathologists to call this

group " extra membranous." The patient had persistent heavy proteinuria with two nephrotic episodes. (Compare Fig. 10.)

FIG. 12.-Severe proliferation and necrosis sharply limited to
part of the tuft (" focal" nephritis). The patient presented
in an acutely ill condition with haematuria but without any

of the other signs of acute nephritis. (P.A.S. x 147.)
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These consist of fusion and disappearance of the foot processes.
The urine is usually free of red cells and casts other than
hyaline casts, and renal function is well maintained with normal
clearances, and normal levels of blood urea concentration.
Proteinuria is highly selective in this group.

Secondly, capillary basement membrane thickening (" mem-
branous glomerulonephritis ") (Fig. 11) is seen in about one-
quarter of adult patients with the nephrotic syndrome but
is very rare indeed in children. No more than very slight
haemnaturia is seen, but hypertension and uraemia are common.
Proteinuria is usually of the non-selective type.

Thirdly, proliferative glomerulonephritis, which forms the
remainder of cases-in more than half the patients, both adults
and children. This may be any of the three varieties discussed
above in connexion with acute nephritis, and from looking at
the biopsy it is impossible to say what the clinical features of
the patient may be. The really acute endothelial proliferative
form (Fig. 8a) is rare together with the nephrotic syndrome,
but lobular stalk thickening (Fig. 8b) is quite common, especially
in children. Haematuria and red cell casts are common in
patients with the nephrotic syndrome with all forms of pro-
liferative glomerulonephritis-hypertension and uraemia being
especially common in the epithelial variety (Fig. 9). Patients
sometimes show both increased cellularity of the glomerulus
and what appear to be the focal thickened basement membranes
(membranoproliferative or " mixed nephritis "). This appear-
ance probably arises at a later stage of a primarily proliferative
process, the membrane being secondarily and locally affected.
The proteinuria in the proliferative group varies with the
histology: up to highly selective in the milder endothelial pro-
liferative disease, always non-selective in epithelial proliferation
or mixed appearances.

Persistent Proteinuria.-In this condition some change is
almost always found on optical microscopy. This may be
basement membrane thickening (Fig. 8), but all varieties of
proliferative glomerulonephritis, more or less advanced, may
be seen. Isolated haematuria arises from some variety of pro-
liferativa glomerulonephritis, from the mildest endathelial cell
proliferation to the most severe changes, with sclerosis and
glomerular destruction. Recurrent haematuria tends to show
milder proliferative lesions, sometimes with a local distribution
within the glomerulus (Fig. 12) (" focal nephritis ").

Chronic Renal Failure-With small kidneys shown on the
x-ray film renal biopsy is usually unrewarding and shows the
mixture of changes of the " end-stage" kidney.
Hence renal biopsy enables us to make the sort of descriptive

diagnosis mentioned above during life ; here are some examples:
Nephrotic syndrome, with diffusely thickened capillary base-

ment membranes (membranous glomerulonephritis).
Haematuria, six months after acute haemorrhagic nephritis,

with healing endothelial proliferative glomerulonephritis.
Acute nephritis plus uraemia, with severe epithelial prolifera-

tive glomerulonephritis, post streptococcal.

Clinical Course and Relationships
We are now in a position to consider the clinical course and

possible relationships between the four groups of presentations
discussed above.

Acute Nephritis with Endothelial Proliferation
This is the classical acute nephritis of childhood, and heals in

the vast majority of cases without clinical evidence of persisting
renal disease. A small percentage (less than 5) continue with
haematuria and proteinuria for longer than six months, but
in some healing may occur even after one or two years. Some
patients with isolated haematuria or, less commonly, persistent

E
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proteinuria, have had previous known episodes of acute
nephritis, and probably others in these two groups have had
unrecognized attacks.
The percentage of patients with acute nephritis (or of those

who are never recognized clinically in the early stages) who
progress to enter chronic renal failure and only then present to
medical attention is unknown. It is probably very small.
The prognosis of the much rarer acute nephritis with

epithelial proliferation is quite different. Some patients die in
anuria in the acute attack. Others rapidly progress into a
severe nephrotic syndrome, often with a raised blood-urea con-
centration. None recover completely.

Renal biopsy, therefore, is indicated in acute nephritis only
if abnormalities of the urine persist for more than six months,
or if the patient deteriorates clinically. Corticosteroid drugs
appear to have no effect on either type, and may make the
epithelial variety worse.

Nephrotic Syndrome
The prognosis and course of the nephrotic syndrome varies

with the histology, so that renal biopsy is essential in the
management of the adult case and in any child who fails
to respond promptly to treatment (within six weeks). The
selectivity of the proteinuria will also help with prognosis.
Those with glomeruli that appear normal by light microscopy
retain good renal function in spite of persistent or recurrent
attacks over many years. They respond dramatically to treat-
ment with prednisolone or other corticosteroids. Those with
thickening of the basement membrane slowly lose functioning
glomeruli over years and become hypertensive and uraemic.
Some patients appear to go very slowly downhill, and may
survive for 10 or 20 years. There is no good evidence that
the progress of the disease is altered by corticosteroid therapy,
but proteinuria may be reduced by this treatment.
Within the proliferative group the prognosis varies. As in

the case of acute nephritis, those patients with epithelial pro-
liferation (crescents) do very badly, rapidly entering renal
failure and being unaffected or worsened by corticosteroids.
Those with mild endothelial proliferation do well and respond
promptly to corticosteroid treatment, especially in childhood.
Others, particularly those with obvious lobular stalk thickening
(Fig. 8c) or more severe proliferation, appear to have progressive
disease ; these patients have persistently low plasma-complement
levels, and about half have evidence of streptococcal aetiology.

Persistent Proteinuria
These patients may exist for many years without much

deterioration in renal function. Occasionally the condition
worsens to precipitate a full nephrotic syndrome, but more
commonly it results from incomplete remission of the syndrome.
Prognosis varies with the histological findings, as in the
nephrotic syndrome, and again biopsy is essential.

Isolated haematuria may also indicate severe underlying
proliferative nephritis in adults, but in children the picture is
most often benign ; some are patients with slowly healing
undiagnosed acute nephritis.

Recurrent haematuria with "focal " nephritis normally
becomes persistent, together with persistent proteinuria, but
generally appears to be a benign condition with little decline
in renal function. The striking exception to this is the poor
prognosis (especially in males) of familial cases.

This attempt at an account of nephritis in contemporary
terms is certainly incomplete, and as patients are studied care-
fully with renal biopsies over longer and longer periods will
need amplification. But it is unlikely that the basic clinical
approach to these conditions will change greatly in the near
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future. Any attempt to force this group into a straitjacket
of a rigid classification would be premature at the moment.'

1 A number of fairly familiar terms have been omitted from this account,
and a brief explanation of their absence is necessary. All have
been rejected by most nephrologists over the last few years.

" Subacute nephritis."-The meaning of this term is now quite un-
clear. Clinically, it has been used to describe the rapidly progressive
severe cases of acute nephritis who go downhill, often with a
nephrotic phase, to uraemia and death within a few months; these
would now be recognized as mostly epithelial proliferative glomerulo-
nephritis. It has also been used as a rough equivalent of the
nephrotic syndrome. Pathologists have taken it to mean a glomerulo-
nephritis with some evidence of chronicity, particularly crescents;
but these are now known to be sometimes very acute.

"Nephrosis."-Clinically this has been used also as a synonym
for the nephrotic syndrome, sometimes (but not always) with the
implication that haematuria, hypertension, and uraemia are absent
(" pure " nephrosis). Some paediatricians still use it to mean the
nephrotic syndrome with optically normal glomeruli. Pathologically,
apart from use for any renal condition in a nephrotic setting not
showing nephritic features, it has also been used where "nephro-
pathy" would perhaps now seem more appropriate for example,
"cholaemic nephrosis " for the kidney in jaundice.

" Ellis types I and II nephritis."-Briefly, these terms have been
rejected because they contain the implication that there is virtually a
complete correspondence between clinical presentation and histologi-
cal appearances; renal biopsy (which, of course, was developed after
Ellis's work) has shown this idea to be erroneous, and widening of the
terms type I and II to include all the appearances found destroys any
meaning the terms might possess. The clinical antithesis of the acutely
haemorrhagic (clinical type I) and insidiously oedematous (clinical
type II) patient has been retained, but this antithesis was first made
clearly by Wilks in 1856 and by many others subsequently. Patho-
logically the Ellis classification breaks down completely; principally
because (a) acute nephritis may show not only endothelial prolifera-
tion (type I) but also epithelial; the prognosis is entirely different.
(b) Patients with a clinical type II presentation (the nephrotic syn-
drome) may show a classical type I pathology (endothelial prolifera-
tion). (c) Ellis did not discuss optically normal glomeruli. To in-
clude these along with the cases of thickened basement membranous
as types II is wrong ; their clinical behaviour, response to treatment,
and prognosis are totally different.

Treatment

Until recently only one group of agents had been thought
to influence the outcome of the renal disease (as contrasted
with the relief of symptoms) in nephritis and related conditions.
These are the corticosteroids. The general indications for their
use in the different types of pathology have been discussed
above. Recently, however, immunosuppressive agents such as
Imuran (azathioprine), cyclophosphamide, and chlorambucil
have been employed with encouraging results, either alone in
fairly high doses or in moderate doses together with steroids.
These drugs are probably the treatment of choice in epithelial
proliferative glomerulonephritis, and in some patients with
severe endothelial proliferative histology. Their action in
membranous change has been little studied. Unless they have
severe side-effects from the steroid treatment, patients with
mild endothelial proliferative glomerulonephritis and " minimal
change " do not need this therapy.

Because some confusion surrounds the histological appear-
ances seen on renal biopsy, this account has been heavily biased
in favour of morphology of renal disease. It is fair to point
out that assessment of renal function is equally important in
this group of patients. Richard Bright first correlated patho-
logy, clinical observations, and laboratory findings 140 years
ago-and nothing since has outdated this idea of the equal
contribution of these disciplines to the study of renal
disease.

I should like to thank Dr. P. Williams for taking the photographs
for Fig. 7; Dr. R. H. R. White for permission to use Figs. 8 and 10,
and Mr. L. Armitage for the remainder of the photographs and
microphotographs.

ANY QUESTIONS ?
We publish below a selection of questions and answers of general interest.

Balanitis Xerotica Obliterans in a Boy

Q.-Is there any treatment other than
daily dilatation of the urethral orifice for a
case of balanitis xerotica obliterans in a boy
of 14 who has not yet attained full sexual
maturity ?

A.-Balanitis xerotica obliterans is a
purely descriptive name given by Anglo-
Saxons and German authors following
A. Stiihmer,' who first used the term in 1928.
It may occur after non-specific inflammatory
balanoposthitis (inflammation of the glans
and prepuce) or after operation-for example,
circumcision or dorsal slit.' It has also
occurred after cauterization of the glans,2 and
even after a traumatic tear of the prepuce.3
It may represent the lesions of atrophic
lichen planus, or correspond with kraurosis
vulvae in the female, and there is no doubt
that the penile lesions of lichen sclerosis et
atrophicus may occur.' 5 Treatment directed
at the underlying cause, though not often
successful, should be attempted, and it
would be worth trying one of the topical
corticosteroid preparations, e.g., Betnovate
(betamethasone valerate) cream. In many
cases softening of the parchment-like skin can
be achieved by using ung. enmulsificans for
washing. Urethral dilatation will have to be
continued indefinitely if there is no response
to local corticosteroid applications. If the latter

fails it would seem justifiable to attempt local
injections of triamcinolone by using a high-
pressure jet technique, which is well tolerated
by children.

REFERENCES
1 StUhmer, A., Arch. Derm. Syph. (Berl.), 1928,

156, 613.
Grutz, O., Derm. Wschr., 1937, 105, 1206.

3 Madden, J. F., 7. Amer. med. Ass., 1935, 105,
420.

Kindler, T., Brit. 7. Derm., 1953, 65, 269.
a Chernosky, M. E., Derbes, V. J., and Burks,

J. W., Arch. Derm., 1957, 75, 647.
Moynahan, E. J., and Bowyer, A., Brit. med. 7.,

1965, 2, 1541.

Manic Depressive Psychosis

Q.-What is the prognosis in manic-
depressive psychosis, and what are the genetic
risks to the children of a marriage in which
the prospective husband has a history of the
condition and whose maternal uncle suffers
from schizophrenia ?

A.-A periodical recurrence of attacks is
considered to be a characteristic feature of
manic-depressive psychosis. In many cases,
however, the patient may have only one
attack in a lifetime. In such cases' the ill-
ness is nearly always depressive, and may be
precipitated by physical illness or psycho-
logical stress. Other patients may escape
with two illnesses, which then tend to occur

in youth and in middle age. There are, how-
ever, patients who have recurrent attacks
which show such a wide variability of pattern
with respect to time span over which the
attacks occur, periodicity, and type and de-
gree of mood change that it is impossible to
generalize on prognosis. However, the prog-
nosis for the single attack may be modified
considerably by the judicious use of anti-
depressant drugs in the case of depressive
attacks, and by the electric convulsion therapy
in both depressive and manic attacks.

Heredity plays an important aetiological
role in manic-depressive psychosis. Slater'
found 12.8% of manic-depressives among the
children of manic-depressives, and other
studies have given values in line with that,
Slater' put forward a view, now widely
accepted, that the genetical factor could be
a single autosomal dominant gene of weak
and variable expression, but multifactorial
inheritance is an alternative possibility.

It is possible that the maternal uncle of the
prospective husband mentioned in the ques-
tion may have suffered from an atypical
affective psychosis with schizoid features,
which may have been labelled as schizo-
phrenia. If so, it would fit the theory of an
autosomal dominant gene of weak and vari-
able expression as a possible common factor
of causation of the illnesses in the two mem-
bers of that family. If, on the other hand,
the maternal uncle's illness was truly
schizophrenia his illness, according to current
prevailing views in psychiatric genetics,
would constitute a separate issue from the
point of view of inheritance from his
nephew's.

In any case, the maternal uncle's illness
would not substantially affect the advice to be
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