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hospitals. It is only " strongly advocated," and anyone
declining it has only to sign a " refusal certificate." Surely
enough unvaccinated nurses and doctors have died of smallpox
in Britain even in recent years to give everyone the courage
to insist on this precaution. For nurses generally immuniza-
tion against tetanus is strongly advocated, but against
diphtheria it is only " offered." So far as her calling as a
nurse is concerned, which involves no risk of tetanus, the
grading of these two methods might well be exchanged.
The instructions for dealing with cases of various infectious

diseases are clear, helpful, and orthodox, but a terminal list
of infections for which " no action is required" contains a
surprising item on glandular fever, and in connexion with
brucellosis and particularly leptospirosis, also in this list, it
should be recognized that the urine may contain the causative
organism. The instructions for the use of " antiseptics "
that is, chemical disinfectants-go far towards a very neces-
sary simplification of practice, though maqy of the varied
uses to which these solutions are put go unmentioned. The
brief general account of antibiotics and their uses is up to date
but rather elementary and exaggerates the difficulty of giving
large doses of methicillin. In any further edition more
attention might with advantage be devoted to the prevention
of hospital-acquired non-specific infection. Much has been
learned in recent years about dangers from contaminated
solutions of various kinds and from complicated apparatus
which is difficult to sterilize. The often serious infections so
caused are entirely preventable, and this kind of publication
seems the place to say how this can be done.

Nodular Sclerosing Hodgkin's
Disease

Cases of Hodgkin's disease vary widely in their period of
survival. It depends to some extent on the stage of the
disease at which treatment is started and also on the efficacy
of the treatment. Localized disease when treated energetic-
ally may undergo a remission for so great a period that cure
has been postulated.`

Furthermore, the histology has important implications for
prognosis. One relatively benign type is called para-
granuloma, in which the affected lymph nodes are diffusely
infiltrated by mature lymphocytes with a variable number of
Sternberg-Reed giant cells and few reticulum cells. The
prognosis is good, as many as 85% of patients surviving for
10 years.4

In 1963 R. J. Lukes described another variant associated
with a long period of survival.5 He called it nodular
sclerosing Hodgkin's disease, because the affected tissue is
divided into a series of oval or round cellular nodules by
thick intersecting collagen bands. In these nodules there is
a variable population of well-differentiated lymphocytes and
Sternberg-Reed giant cells. Many of these differ from the
classical Sternberg-Reed cell with its double, mirror-image
nucleus in being larger and having a pale bulky cytoplasm
and an irregular nucleus. The nuclear membrane is infolded
and the nucleus appears to be multilobed. Smaller irregular
reticulum cells are also numerous, and there is the variable
infiltration of eosinophils, neutrophils, and plasma cells often

seen in Hodgkin's disease. Lukes found the nodular
sclerosing type in 37% of his cases of Hodgkin's disease, but
a more usual figure is about 15%.6 7 A slightly younger age-
group is affected and there is a greater incidence in females
than in the classical disease. The survival period is com-
parable to that of paragranuloma.

R. M. Cross has recently reviewed the clinicopathological
features of 29 cases of nodular sclerosing Hodgkin's disease.'
These constituted 12% of a total of 242 patients with
Hodgkin's disease treated between 1940 and 1966 and sub-
sequently reviewed at the Royal Air Force Institute of
Pathology and Tropical Medicine, Halton. Cross has graded
his material histologically into a well-differentiated and a
poorly differentiated group. In the former there is a
preponderance of normal lymphocytes, while atypical
Sternberg-Reed cells and reticulum cells are present in
moderate numbers only. In the poorly differentiated group
the nodules are severely depleted in lymphocytes, and most
of the cells present are abnormal reticulum cells, including
typical and atypical Sternberg-Reed cells. Many of these
reticulum cells show pleomorphism. Focal necrosis is also
more common in the poorly differentiated group than in the
well-differentiated one. In four patients in whom multiple
biopsies were carried out there was a progression from a
well-differentiated to a poorly differentiated pattern.
Of Cross's series 21 were well-differentiated, and their

median survival time was about eight years. This compared
with a median survival time of 11 years in 20 cases of para-
granuloma. The median survival time in the eight poorly
differentiated cases of nodular sclerosing Hodgkin's disease
was about two years. Five patients with well-differentiated
disease are still alive, one having survived for 21 years. On
the other hand, no patient with poorly differentiated lesions
survived longer than three years. A notable feature of the
well-differentiated type of disease was the frequency of severe
relapse, which was, however, brought under control with
radiotherapy or cytotoxic drugs. The patient who has
survived for 21 years has had 11 relapses. By comparison,
the cases of paragranuloma that Cross has studied usually
showed few relapses, and those of mild degree, until the final
progressive stage of the disease. In his well-differentiated
cases he found that the topography of the affected lymph
nodes bore no relationship to the prognosis; those with
disease of many lymphatic fields fared as well as those with
the lesion confined to only one group of lymph nodes. It
was previously believed that nodular sclerosing Hodgkin's
disease was confined to the mediastinal and cervical lymph
nodes, but in Cross's series 17% had lesions in the inguinal
nodes.

This new series of cases confirms the existence of a special
nodular sclerosing variety of Hodgkin's disease, and shows
how the prognosis is related to the histological picture. The
generally good prognosis noted by previous workers is con-
firmed, but a subgroup in which abnormal reticulum cells
predominate is defined. In this group the prognosis is no
better than in the classical disease.
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