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FiG. 2.—Appearances at death.

fully reported by Hall, Cunliffe and Dudgeon ; the
following is a summary of their essential findings.

Direct Examination. Smears of vesicle fluid showed a
few necrotic polymorphs, Gram-positive cocci and Gram-
negative rods. A few clumps of minute organisms
morphologically similar to vaccinia elementary bodies
were also seen but not in sufficient numbers to make a
diagnosis.

Isolation. Vesicle fluid, in which the growth of
Ps. pyocyanea was controlled by the addition of chlor-
amphenicol before inoculation, produced confluent
lesions on the chorio-allantois of the chick-embryo and
severe kerato-conjunctivitis in the rabbit.

The blood (serum in this case) and selected material
from the liver, spleen and bone-marrow gave rise to
similar but less numerous lesions on the chorio-allantois,
careful precautions having been taken to avoid
contamination with virus from the ulcerated areas of skin.

Serology. Vesicle fluid produced positive complement
fixation to a titre of 1 in 160 with hyperimmune vaccinial
serum.

Serum (inactivated) taken on September 3 showed no

demonstrable antibody when tested by the neutralization,
complement-fixation and haemagglutinin-inhibition tests.

Virus Identification. The virus was identified as
vaccinia on the following grounds : (1) the positive
complement fixation of the vesicle fluid with vaccinia
antiserum ; (2) the microscopic appearance of the
chorio-allantoic- lesions and the presence of intracyto-
plasmic inclusions ; (3) the neutralization of the virus
by vaccinial antiserum.

Necropsy

Dr. G. F. M. Hall performed the necropsy.

The body was that of a fairly well-nourished female
infant with numerous ulcerated skin lesions. There were
also two small vesicles, one on the abdomen and the other
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on the left thigh.  Another
recent vesicle was found on the
dorsum of the tdngue.  Several
patches of thrush were present on
the palate and pharynx.

Both lungs were partially
“collapsed and contained numer-
ous scattered, well-defined white
areas, averaging 1 to 2 mm. in
diameter.  These -areas were
surrounded by a narrow haemor-
rhagic zone. Similar white foci
were present in large numbers
in the liver and in moderate
numbers in the kidneys. The
liver showed marked fatty change.
The spleen was slightly enlarged
but was otherwise macroscopic-
ally normal. Permission was not
received for examination of the
brain.

.Sections of the recent vesicles
on the skin and tongue showed
areas of necrosis with complete
absence of cellular reaction. The
epithelium at the edges of the lesions was somewhat
oedematous and degenerate. Section of the ulcer at the
site of vaccination showed an essentially similar appear-
ance, except that the necrotic zone was denser and
extended deeper.
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FiG. 3.—Diagram illustrating the course of the illness compared
with the normal course following Jennerian vaccination.
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Sections of the white areas in the lungs, liver and
kidneys showed these to be well-defined foci of recent
coagulative necrosis with no leucocytic infiltration.
Similar, but microscopic, foci of necrosis were found in
both adrenal glands.

Large numbers of Gram-negative bacilli were present in
the necrotic foci in the internal organs and tongue, and at
the necrotic edges of the skin lesions, both recent and old.
No inclusion bodies were demonstrated.

Discussion

Although the time between the appearance of the .

lesions and the vaccination of this infant was
known when she was admitted to hospital, the

diagnosis of generalized vaccinia was not then .

seriously entertained because of the length of the
history and the ulcerative nature of the lesions ;
a disorder of bacterial origin, such as ecthyma, was
thought to be more likely, However, although the
ulcers appeared cleaner after local and systemic
chemotherapy, no obvious healing took place.
Anaerobic streptococci are often credited with the
production of intractable infections of the skin;
in this case, however, there was no bacteriological
support for this hypothesis. Streptococci of
Lancefield Group G are occasionally associated
with severe ulcerative skin lesions (Fry, personal
communication, 1952); in this patient however, the
lesions progressed in spite of the elimination of the
streptococci by chemotherapy.

As the disease progressed it became increasingly
evident that this illness might well be due to a
persistent vaccinial infection. This tentative
clinical diagnosis was confirmed by isolation of
vaccinia virus from several cutaneous lesions, as
well as from the heart blood, liver, spleen and bone
marrow at necropsy. This child died, therefore,
as the result of prolonged generalized vaccinia.

In the early days of Jennerian vaccination various
ulcerative conditions were amongst the well-
recognized complications of vaccination.. Ulcera-
tion was most commonly confined to the area
around the inoculation site, but occasionally
the lesions were widespread. Hutchinson (1882)
described the death of a child from a generalized
eruption 20 days after vaccination, in which the
lesions became gangrenous. He applied the term
‘ vaccinia gangraenosa ’ to his case and to that
reported in Ireland by Stokes (1880). In both
these cases gangrene occurred at the site of the
secondary lesions only ; the vaccination area was
not involved. In Stokes’s case the history of
vaccination was obviously unreliable and gross
secondary infection was probable. Hutchinson
held that in both the lesions were directly due to
normal calf lymph virus. Crocker (1887, 1903)
maintained that these ulcerative lesions were

mainly of bacterial origin and he included under the
term ‘ dermatitis gangraenosa infantum’ the
gangrenous complications of vaccinia with those of
other acute exanthems, such as varicella, as well
as with less specific conditions such as cancrum
oris. (It is interesting to note that he suspected
Ps. pyocyanea of playing an important part in these
infections, since in four of the cases mentioned
below this organism was present.) Whether
Hutchinson’s and Stokes’s cases are the same
as ours is debatable, for at that time vaccine lymph
was not standardized ; arm to arm vaccination
was still frequently practised and the risks of sepsis
were vastly greater than to-day. The fact remains,
however, that it was obviously Hutchinson’s view
that both cases were atypical forms of generalized
vaccinia.

Undoubted examples of prolonged generalized
vaccinia have been reported by Acland (1906)
and Bigler and Slotkowski (1951). Acland’s case
occurred in 1892 in an infant aged 3 months in
whom ulceration of both primary and secondary
lesions continued until death, eight weeks after
vaccination. Evidence of the vaccinial origin of
these lesions is suggested by the fact that a few days
before the child’s death the mother developed a
vaccinial lesion on the breast. The case reported by
Bigler and Slotkowski (1951) followed vaccination
of a negro child at the age of 5 years. The lesions
were more extensive than in our case and at death,
after four months’ illness, cytoplasmic inclusions
were demonstrated in the cutaneous lesions.
In 1938 Conybeare on behalf of the Ministry of
Health investigated a case of generalized vaccinia
associated with primary vaccination in a man
aged 31 in whom death occurred after 10 months
following very extensive and intractable ulcera-
tion. Another case of prolonged generalized
vaccinia was seen by Crosbie and Downie
in 1943, in which a girl, vaccinated at the
age of 11 months, developed vesicles during
the following two months. Ulceration, although
widespread, was largely confined to the vaccinated
area. Although the lesions were healing, death
occurred from an intercurrent infection. No
vaccinial antigen or antibody was detected in blood
taken at necropsy. In Dr. Wallace’s patient, to
whom reference has already been made, ulceration
was similar in extent to that in our case and the
illness lasted four and a half months; the diagnosis
was confirmed by the isolation of the virus.

As only six cases of prolonged generalized
vaccinia have come to our notice, the condition is
obviously very rare and the mortality high ; death
occurred in five of these six cases. It seems
pertinent to enquire how this condition differs
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from primary and from typical generalized
vaccinia, and what is the probable cause. In none
of the cases mentioned above was there any
evidence that the lymph was at fault; in the present
case Lister Institute vaccine lymph was used and
49,050 doses of the same batch were issued to more
than two dozen public health laboratories without
the report of any untoward reactions. It is now
generally accepted that in primary vaccinia virus
multiplies locally at the site of inoculation, enters
the bloodstream following this multiplication and
disappears from the circulation as antibody appears
towards the end of the first week. In generalized
vaccinia an .extension of this process occurs ;
virus, which may be disseminated over a wide area
of skin, multiplies at these sites and gives rise to the
secondary vaccinial rash. This condition generally
runs a limited course, provided the child does not
succumb to toxaemia, which is more likely to occur
in such conditions as eczema ; recovery with
healing is usual. It seems probable that virus
multiplication in this child was largely confined
to the skin rather than to the internal organs, which
is in agreement with the views of Fenner (1948a
and b) on the pathogenesis of generalized vaccinia.
In our case, there was neither evidence of healing,
nor sign of a tissue response to infection. This was
associated with an absence of demonstrable antibody
formation.

Some of the differences between primary
vaccinia, typical generalized vaccinia and this
prolonged ' form can probably be attributed to
variation in the immunity mechanism. In typical
generalized vaccinia there is evidence that anti-
body production is normal, and it has been
suggested that local cutaneous immunity may be
defective (Evans, 1937). Bigler and Slotkowski
(1951) quote a case in which antibody production
was delayed. In at least two of the cases of
prolonged generalized vaccinia the failure of
vaccinial antibody formation was complete. The
reasons for this failure, whether total or specific,
must be purely conjectural ; it is interesting to note,
however, that when this child was aged 3 weeks,
an axillary abscess, probably staphylococcal, did
not generalize. This suggests that the child
possessed some powers of resistance. On the other
hand it might well be suggested that such an
infection would not have occurred in a child with
normal immunity.

Treatment. There is no doubt that the previous
high mortality rate of generalized vaccinia in
eczematous patients and of generalized herpes
Kaposi’s varicelliform eruption was to a great
extent due to the secondary infection.and in both
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these conditions local and systemic chemotherapy
has been used with success. No antibiotic, however,
has yet been shown to have any effect on either the
vaccinia or herpes virus.

On theoretical grounds it would seem desirable
to supplement chemotherapy by giving hyper-
immune vaccinial serum parenterally to replace
deficient antibody. There is, however, little
evidence of the efficacy of antiserum in generalized
vaccinia in man ; in the case seen by Crosbie and
Downie, to which reference has been made, it is

"possibly significant that after the administration

of serum from a recently vaccinated adult healing,
as shown by the appearance of granulation tissue
at the base of the ulcers, was noted for the first
time. In the absence of hyperimmune serum,
serum from a recently vaccinated person or possibly
gamma globulin containing vaccinia virus anti-
bodies might be used in liberal dosage.

Summary

A fatal case of generalized vaccinia is described
in which ulceration of the primary and secondary
lesions continued for nearly three months. The
patient’s serum contained no demonstrable vaccinial
antibodies. Vaccinia virus was isolated from the
skin lesions, blood, liver and spleen.

The literature is reviewed and the relation of
vaccinia gangrenosa to typical generalized vaccinia
is discussed.

We are indebted to Dr. Mary Wilmers for permission
to publish this case, and we wish to express our thanks
to her and to Dr. Wilfrid Sheldon, Dr. David Williams
and Professor Magnus for much helpful advice; to
Dr. Hugh Wallace for kindly allowing us access to the
notes of the patient seen at St. Thomas’s Hospital and
permission to publish; and to Dr. F. O. MacCallum,
who isolated the virus in the latter case, Professor A. W.
Downie, Dr. E. T. Conybeare and Dr. Douglas McClean
for much advice and information.

The photographic department at King’s College
Hospital kindly supplied the photographs.
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