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Abstract

The study of the spleen may result from some happenstance. Also, it may be of some substance. Therefore, the aim of this study is to present
personal contributions concerning both of these spleen pathologies. They are deemed to be worthy of documentation sequentially in terms of
lymphoma, forensic pathology, melanoma metastases and even prospects of the target therapy of cancer.
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Introduction

The study of the spleen may reflect mere happenstance.
Thus, concerning a paper written in Nepal [1] it contributed the
chance finding of spleen injuries which complicated rib fractures.
In contrast, the present study consists largely of a purposive
evaluation of some diseases affecting the spleen. They are deemed
to be worthy of documentation and may be presented as follows:

Lymphoma

Elsewhere [2] the author dwelt on 4 cases of lymphoma which
occurred among his own indigenous group, the Ibos of Nigeria
[3]- The major findings were that all were males aged between 11
and 50 years (mean 29 years). Here, global views are deemed to
be worthy of documentation. Literature searches revealed findings
in countries as alphabetically disparate as Brazil, Canada, China,
Germany, Greece, India, Italy, UK and USA [4-17]. In sum, there
is a general agreement as to lymphoma being a rare disease; its
literature has dealt largely with diagnosis, prognostic factors,
treatment indications and therapeutic options. In contrasting the
Nigerian age of between 11 and 50 years (mean 29 years), the
Chinese was aged 68 years [6], the Indian 43 years [10], and another
was generalized as “elderly” [12], while the US patient was aged 75
years [17]. As for sex, all my patients were males. In contrast, the
females featured in India [10,12] and USA [17]. Interestingly, the
Chinese patient presented with associated acute pancreatitis [6].
Moreover, splenic rupture was present in the Indian [11]. Indeed,
it has been generalized in Italy that “splenomegaly presents as an
epiphenomenon of hepatic or systemic diseases” [13]. According
to German workers [18], “Sonographic examination showed
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spleen involvement in 43 patients with histological evidence of
malignant lymphoma”. From the UK [15], “both routine and more
recently developed techniques, including functional imaging”
were reviewed. From that country also [14], we gathered that
“Inflammatory and reactive processes in the spleen can also provide
clinical, radiological or pathological mimicry of lymphomatous
involvement.” Incidentally, | am persuaded that the local cases were
classical enough for personal diagnosis.

Death Following Traumatization of Tuberculous Spleen

A recent paper asked whether there was progress in the
autopsy diagnosis of sudden death in adults and answered
positively with the role of the Police surgeon [19]. Therefore, this
paper concerns the author’s such role in a case of family brawl
that ended in a woman'’s death. Happiness was the name of the
girl who identified the body of her mother to me. There was the
history of sudden death following a family brawl. On opening the
abdomen, there was hemoperitoneum. The source was the enlarged
ruptured spleen. Microscopy revealed the interesting mitigating
presence of tuberculosis. In other words, manslaughter was the
fitting exposition. Splenic tuberculosis was a surprise lesion in
this setting. Incidentally, the name of the witness in the local case
was Happiness. Interestingly, among the Ibo or Igbo Ethnic Group,
whose domain is in the South Eastern Region of Nigeria, there is an
important “Naming Ceremony.”

In particular, “The ceremony is observed with feasting and
general rejoicing.” In fact, it is necessary to add that “circumstances,
or prevailing conditions of the time, may suggest an appropriate
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name whereby the unusual happenings are kept in remembrance
[3]” I am persuaded that the cog in the wheel of happy matrimony
in this pitiful case was the underlying tuberculosis together
with splenomegaly. In effect, it possibly constituted the cause of
disagreement in the household, thereby bringing doom instead of
gloom expected in the marriage. On the positive side, the experience
of Barbados authors was to the effect that forensic autopsy can assist
in monitoring patient care (and) “can be a vehicle for continuing
education” [20]. Incidentally, spleen friability also reared its ugly
head as I reported elsewhere with regard to sports medicine [21].

Tropical Splenomegaly as a Forensic Challenge

A 78-year-old woman died and her body was not buried for a
month. This was in order that forensic autopsy might clear the air
regarding the suspicion of foul play among the family members.
In their underdevelopment locality, an enlarged spleen while the
patient was alive was held to be a “devilish tortoise” translated
locally as “mbekwu afo,” i.e., “belly tortoise”! Indeed, only the
stature of the author guaranteed the family’s acceptance of any
such non-devilish explanation! At autopsy, the author confirmed
natural death due to tropical splenomegaly and informed all and
sundry to that effect [22].

Spleen Metastases in Melanoma

In a series of 18 papers published as a book on metastatic
melanoma [23], one article was devoted to its involvement of the
spleen [24]. That article contained a striking example from old
Beadle’s work of 1894 [25]. It ran as follows: “Greatly enlarged,
weighed 1 Ib,, firm, and dark in color. Two deposits the size of
large peas and of a pale color were situated in the interior of the
organ.” Clearly, in modern times, the ultimate impression is that of
the scarcity of melanotic colonies. Thus, the picture remains that
of single case reports found in the literature as regards primary
organs like the bowel , ovary, kidney and lung [26-29]. Incidentally,
from Rio de Janeiro [30], a team considered that “The spleen is the
main mass of lymphoid tissue in the body, but it was not a typical
site of neoplastic metastasis.

The Origins of My Cancer Studies

As Providence had it, I left the young University College, Ibadan,
in Nigeria, in 1953, to complete the clinical training at the famous
Glasgow Western Infirmary in Scotland. Incidentally, that pathology
institution was the one described as being second to none in Britain
[31]. On his part, the Head of Pathology, Professor Cappell, was
described as a man of excellence [32]. In the memory of his own
master, he himself had set in place the Muir Medal Examination.
Although I did not get it, he praised my script on the question
based on the epidemiology of lung cancer. Moreover, he pointed to
the impressive rows of the old Record Books as being available for
research. Furthermore, the British Medical Journal had been offered
at reduced price for students. Thus, I began to purchase it. Soon, it
occurred to me that 100 cases were often being written up. So, I
combed that number of lung cancers and appreciated and trend,
namely, a startling of not aortic haphazard disarray but a lymph-
vessel one-sided colonization of the adrenal gland.

In sum, 1000 cases were obtained. The script was submitted
on April 4, 1957, to the British Journal of Cancer, which published
it in June [33], the month of my graduation. In particular, Prof
Cappell did me the honor of publishing the findings in his Revision
of the famous Muir’s Text Book of Pathology the following year
thus [34] Onuigbo, working in my Department, has shown that
spread to the adrenals is predominantly to the ipselateral side and
this distribution indicates the lymphatics rather than the arterial
blood stream as the usual route of metastases. The next step was
to undergo postgraduate training in the Department itself while
on study leave from the Ministry of Health of the Eastern Region
of Nigeria. Soon, it occurred to me not to display the cut parts
on the table but to retain them mostly as an axial block from the
cricoid cartilage to the aortic bifurcation [35]. This method made
it possible to study the 45 cm long thoracic duct as one whole,
instead of the then prevailing problem of examination after
multiple cross sections [36]. In particular, serendipity crept in and
it became possible to study this duct on a single microscope slide
with the Swiss-roll method [37]. Thereby, I noted, the ultimate fate
of the cancer cells being transported during the moment of death
as follows: “Necrosis of the cancer cells was apparent in 3 cases,
but it was clear that this had occurred in association with large
aggregates of the malignant cells and that among each aggregated
cells red blood corpuscles abounded.”

Necrosis of Cancer Cells

This element of necrosis became the king pin of my research.
How? First, Nature has provided the two sub-sets necessary in
research, namely, lively individual cancer cells and also clumped
dying cancer cells [38]. What remains are manifold. Most
importantly, there are the consenting patients [39]. Next, the
ordinary cannulation is employed [40]. In particular, there is now
the new technique of intravital video-microscopy [41]. Certainly,
in translational laboratories, which have sprung up since the
declaration of the war on cancer and are well funded [42,43], the
aim should be to view the duct and to retrieve the above named
two-fold natural materials. I have taken the trouble to identify
the responsible intrinsic factor and to name it as the “Erythrocyte
Associated Necrosis Factor”, i.e., EANF [44]. It is argued that this
Factor operates differently from the suspected roles of both anoikis
and stem cells [45].

The Visionary Views of Medical Masters of Yester Years

We may go first to William Harvey [46], who wrote a letter on
28th April, 1652, and included the following: Nature is nowhere
accustomed more openly to display her secret mysteries than in
cases where she shows traces of her workings apart from the beaten
track; nor is there any better way to advance the proper practice
of medicine than to give our minds to the discovery of the usual
law of nature, by the careful investigation of these rarer forms of
disease. William Gull in his 1870 Harveian Oration also addressed
his listeners on Nature! As he aput it instructively [47], “what the
student of nature’s mysteries always needs to remember is that his
position is viewing things from his own centre rather than from the
centre. What he has chiefly to avoid is that discouragement does not
pass into denial.”
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In another Harveian Oration [48], Sir William Roberts
ruminated on the theme that “Science advances by a succession
of discoveries” As he continued, “Each discovery constitutes a
permanent addition to natural knowledge-and furnishes a post of
vantage for, and a suggestion to, further discoveries.” On his part,
Julius Cohnheim [49], the great German pathologist, was forthright
that autopsy findings “are all in a manner experiments instituted
by nature, which we need only rightly interpret to get a clear idea
of the causes, laws of growth, and significance of the tumour”
Indeed, what I clearly identified of late are consistent with Nature’s
footsteps, which are identifiable as EANF in our own age.

EANF Explains Riddles of Different Sorts

Regression: I reviewed the notions concerning it with respect
to breast cancer during the 1753 to 1897 period [50]. Among the
reigning theories was Praying. An engaging example was that of a
monk due to be amputated for bone cancer [51]. Lo and behold!
He prayed throughout the night with pristine profundity and
inestimable intensity. Daylight beamed on his lively limb! Therefore,
it is hypothesized that, when EANF is produced tremendously, its
effect must be crucially maximal as a regression [52].

Fewness of Renal Metastases: The kidneys take a quarter of
the stroke volume of the blood [53]. The anatomy further ensures
close admixture of red cells and cancer cells in the glomeruli. It is
argued, therefore, that the close admixture of red cells and EANF
matters whether in the thoracic duct or in the glomerulus. In the
latter, this close interaction is responsible for the infrequency or
renal metastases [54].

Metastasizing Lung Cancer Cells Manifest Ubiquity in the
Blood Stream: Millions of lung cancer cells are released into the
blood stream [55]. Surely, these cells reach the lymph nodes readily.
The paucity of nodal colonization, including centrifugal disposition
requires research [56,57], especially with reference to the isolated
popliteal nodes [58], the emphasis being on the role of EANE.

Explanation of Scarcity of Spleen Metastases: The grand
anatomical eminence of the spleen rests among other things on the
manufacture of red cells [59]. Clearly, lung cancer cells and red cells
must comingle in the spleen. Such comingling has been shown to
lead to cancer necrosis. It is inferred therefore, that EANF should be
recognized as part and parcel of the oddity of the scarcity of spleen
metastases.

Conclusion

In an as yet unpublished finding regarding “bulky” lung cancers
regarded as those over 10 cm across [60], none extended beyond
the thorax surprisingly. I am persuaded that this is because of
the enormity of the secreted EANFE. Meanwhile, let me urge that
necrotizing of cancer cells should be pursued. Thereafter, drug
designing and development should be facilitated [61]. In this
context, there was a time when bleeding was a Kkiller and the
discovery of Vit K [62]. Yes! May the identification of EANF hold
such a promise sooner than later.
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