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AIDS: IS TRANSGLUTAMINASE THE PRIMARY PERMISSIVE
FACTOR FOR HIV ESTABLISHMENT AND SPREAD?

F. Batmanghelidi M.D, ©

The Science policy forum articles on the
primary role of HIV in AIDS disease (1)
discloses one major scientific error on the
part of Blattner and colleagues. If Dues-
berg (1a) claims that the virus is not capable
of causing AIDS, he is considering the role
of the virus itself. When Blattner and col-
leagues(1b)claim the virus to be the primary
cause of AIDS, they are disregarding any
primary permissive physiological state of
the body that would allow the virus to in-
fect some lymphocytes or even macro-
phages. In continuation of these
assumptions, in their view, the antibody to
HIV becomes a marker of disease progres-
sion; aclaim that has become confusing to
the understanding of the very fundamentals
of the immune systems of the body.
However, it seems that anti-p24 antibody
from healthy individuals with high an-
tibody titre and antigen neutralizing
capacity, given tovery sick patients, for the
duration of its presence in the serum, does
clear the antigenemia (2). This reported fact
indicates that the presence of antibody to
the virus is not a sign of disease progres-
sion, it should not be so pushed, italso be-
comes confusing to non-AIDS/VIRUS
researchers, and is misleading to the public
at large.

Since in the West, AIDS is primarily a
disease of an "at-risk" section of the popula-
tion, with clearly established and con-

tinuously participating "life-style" patterns

(3), the physiological influence of the per-
petuation of the "life-style" should also
become a factor for consideration in this
disease. The body has normal physiologi-
cal shut-down mechanisms for the immune
system, for the establishment of which
humoral and enzyme factors are manufac-
tured. Otherwise, how will the body sur-
vive in its stressful environment of
antigens? Within this normal physioclogical
activity of the body, immunosuppressive
or immune permissive factors are
produced, the very permissive factors that
Blattner and colleagues (1b), in their stand
on the solely viral etiology of AIDS, have
not taken into consideration. They do not
entertain the idea that the ongoing "stress-
ful” life-style of the at-risk group may be
an important factor in immunosuppression,
they only acknowledge a long-term role
for the virus in establishment of AIDS. This
is where good reasoning and speculation
part company.

The following are some proposed
physiologically induced permissive com-
mon factors that need to be considered
when the etiology of AIDS is being re-
searched. For evaluation. of any disease
condition, a detailed all-encompassing at-
tention to the role of the milieu inter-
ieur is still important, more so in chronic
viral infections. From this angle of view, it
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may even be possible to rationalize the
diversity of disease conditions for which
HIV seems to be made responsible, in-
cluding the forms seen in hotter climates
and poorer countries.

The semen, that contains uteroglobin
(UG)-like protein (SV-1V - 4) and trans-
glutaminase (TGE), that seem to render
the allograft sperm non-antigenic to the
recipient uterus, in all stages of its in-
trauterine life, (54), could possibly also
render the antigenic virus non-antigenic to
the same immune system that would
otherwise have established an immune
response to the sperm. TGE is highly
immunosuppressive and anti-inflam-
matory(4,6), even the glucocorticoid's in-
duced thymic involution seems to be
mediated through the activation of the
TGE in this gland (7); lymphocyte
proliferation is arrested by TGE (6);
TGE seems to transform a non-species
specific protein from the seminal vesicle
(SV-IV - demonstrated in the rat) that is
highly suppressive to the lymphocyte
proliferation (4). 1t has been proposed that
TGE is involved in the biochemical path-
way of programmed cell death (7); it has
been implicated in apoptosis of the cell
(demonstrated in the liver cell), altering
the cell structure and rendering it "in-
soluble"(8); these apoptotic cells undergo
phagocytosis(7), when phagocytosis of
several of the "insoluble" cells must tem-
porarily rtender the “host cell” multi-
nucleated. This may be the more logical
explanation for the mechanism of syncytia
formation seen in AIDS, and explained as
a virus induced phenomenon (15) In view
of the foregoing explanations, it becomes
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logical that the vertical transfer of the virus
from the mother to the immune-naive fetus
- that should inherit immunity from the
already immunosuppressed mother, with
the same amino acid pool available to
the fetus as the composition of the pool in
the mother (see below) - will establish
without any form of resistance in a similar
manner, not because of the aggressive
properties of the virus but, because of the
permissive state of the naturally suppressed
immune system in the mother and the child.

Semen introduced into the mouth or the
lower part of the intestine will probably
have the same immunosuppressive impact
on the lymphatic system as it is naturally
designed to do in the reproductive organs of
the male and the female of the species (4).
Thus, if the use of a condom seems prudent,
the reason for its use should clearly iden-
tify the immunosuppressive property of the
semen!

In hemophiliacs who receive factor VIII
concentrate, containing factor XIII, which
is a TGE, the same TGE-induced im-
munosuppression seems to be indicated
{9,10,11,12), even before the perceived viral
suppression of the host’s immune system.
HIV  seropositive hemophiliacs who die,
also have liver disease with AIDS, some of
them die from liver disease alone (13).

The primary role of the virus in suppres-
sion of the immune system in AIDS is
being openly and clearly questioned
(14,1a), particularly as the limited number
of T cells affected by the retrovirus could
not explain the extreme immunosuppres-
sion (14,15,19). Atthe same time, the serum
from AIDS patients show consistently
(many fold) raised extracellular glutamate
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and arginine, and low concentration of
methionine and cystine (17). It seems that
raised extracellular glutamate concentra-
tion can be damaging to the T4 cells
(16,17,18). At the same time, the low levels
of serum cystine, when conversion of cys-
tine to cysteine by the macrophages is es-
sential to the lymphocyte metabolism (16),
signifies an obvious disturbed amino acid
metabolism of the body that can con-
stitute a primary cause of the lymphocyte
mal-function in  AIDS. Unless the
AIDS/HIV advocating virologists (1b) can
expose a role for the retrovirus in estab-
lishment of - a) the abnormal serum
amino acid composition and metabolismin
AIDS (16,17,18), b) the consistently in-
creased prostaglandin (PGE) production
seen in the asymptomatic, as well as in the
clinically established AIDS patients (19) -
when PGE can stimulate TGE production
(20) - when the macrophages of the bone
marrow possess "tissue” TGE, while in
the presence of raised Ca2+ ( PGE in-
duced osteolysis -22), "tissue” TGE of mac-
rophage origin in the bone marrow (21) is
capable of suppressing the immune system
at its primary site of the stem cell produc-
tion, it becomes essential to seriously in-
vestigate the "life-style” promotion of
stress induced physiology and metabo-
lism in AIDS cases (23). Because, in ad-
venturesome homosexual participation of
the introduction of a fist or an arm into the
lower intestinal tract, the proposed (23) in-
testinal stress-induced "tissue cortisone
release factor” release could be better
reasoned to be effectively capable of estab-
lishing all these physiological steps in the
direction of the immune system suppres-
sion, rather than the imaginatively per-

ceived (1b) role of the virus in immunosup-
pression in AIDS - and only in the "at-risk"
group at that!

One very important issue in AIDS re-
search seems to be the small number of lym-
phocytes that are infected by the retrovirus
at any one time (14,15). Although the rig-
ger mechanism for virus replication is not
understood, it seems to be associated with
the direct activation of the infected cell;
whereas, the virus by itself does not seem
to activate the cell into virion production
(15). Itis naturally understood that the lym-
phocytic activation is tightly coupled to the
immune system activation.  Therefore,
virion production is also coupled to a
generalized immune system activation.
Since one of the most important com-
ponents of the immune system build-up is
the simultaneous development of an im-
mune system memory-bank, logically, the
immune system education for the newly
manufactured cells must also be a part and
parcel of the process. The mechanism and
the process of virion production by a com-
paratively small number of lymphocytes
seems to find better explanation as a natural
component of the mechanisms involved in
the immune system memory-bank build-up
than a source of immune suppression in
AIDS. Extending this explanation, when
the immune system becomes gradually
suppressed in the group of conditions as-
sociated with AIDS, what should be an
"educational” antigenemia becomes exag-
gerated and exposed. Although a tunnel
vision concentration on HIV seems to be the
vogue, the above logic for the possession of
a mechanism of virion production to main-
tain the memory-bank of the immune sys-
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tems of the body could also apply to other
viral disease recurrences seen in AIDS.

In drug addicts, the recognition of
opiates by the central regulatory
mechanism of the body as markers of
stress physiology in place of opioid pep-
tides, manipulating the serotonergic sys-
tem that permissively regulates the delayed
feedback inhibition between ACTH and
CRF (24), can possibly also promote an
uninhibited release of CRF. Since
glucocorticoids seem to promote TGE
production for their role in thymic involu-
tion, the common factor between the per-
missive state of physiology of AIDS in
homosexuals, drug addicts and
hemophiliacs seems logically to be the im-
munosuppressive role of transglutaminase,
rather than the direct action of HIV in
AIDS.

Since disturbed and excess glutamate me-
tabolism and its neurotoxicity seem to be
implicated in some of the more serious
neurological disorders (25,26), AIDS-re-
lated neurological manifestations could
also find a possible and a simpler ex-
planation in the high serum glutamate seen
in AIDS patients (16,17,18). As stated, to
present the presence of HIV antibody as
the marker of the progress of AIDS is
inaccurate, all seropositive cases do not
develop the clinical disease. To present
The AIDS associated Kaposi’s sarcoma
(KS8) as a virally caused clinical stage of the
disease 1s inaccurate too. Delli Bovi and
associates (27) report of AIDS-associated
KS cases that presented chromosomal ab-
normalities and yet did not demonstrate
the presence of HIV’s DNA sequence in
their KS cells. Both the sporadic KS and
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the AIDS-associated KS cells are de-
pendent on platelet derived growth factor
(PDGF - 28). When there is no HIV
genetic marker in the KS cells of some
patients, and the KS cells demonstrate a de-
pendence on the paracrine influence of
PDGF, then, other operative factors than
the direct immunosuppressive influence of
HIV as the primary cause of KS should
be investigated. In hemophiliacs who
are thrombocytopenic (13), KS does not
seem to be a form of presentation of AIDS.

To continue to allocate a dominant
role to HIV in all pathological conditions
that, at some time or another, in some
cases, have also demonstrated markers of
having come across the virus is also a
marker of bankruptcy of scientific reason-
ing, particularly when the majority of the
"at-risk” group so openly belong to a
"life-style" participating sector of the
society. How can it be justified that the
disparity of the chemistry of the constant-
Iy determined "life-style" practitioners
should not be investigated and yet the in-
vestigation of a viral causative factor, in so
many different conditions, be so con-
clusively advocated? After all, if the
camel had a back-breaking point to the
weight of the last straw, surely the human
body must also have a breaking point to
being "life-stylishly” loaded. Do we
measure the straw or the inherent
structuraliphysiological limitations?
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