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Abstract

Acquired Immunodeficiency Syndrome (AIDS) is a relatively new disease with a defect in cell-mediated
immunity resulting in the victim becoming prey to cancers and infections. The retrovirus or human T-cell
lymphoma virus, HTLV-I11, is currenily considered (o be a likely etiologic agent. This disease, which most com-
monly affects homosexual mean, iniravenous drug users and Huailians carries u poor proghosis. An attempt is
made in this paper (0 present a broad review of this enlity, The epidemiology of the disease, etiology, signs and
sympltoms, laboratory investigations and the reatment of the disease are discussed.

With new cases being reported every day in different parts of the country, there is a mass hysteria about the
Acquired Immunodeficiency Syndrome, AIDS. This relatively new medical malady, also called the “‘gay
plague,’” has acquired the status of being the most virulent epidemic of the cenrury, The most worrisome aspec!
of the diseuse is that ufter three years of intensive investigations, its precise cuuse remains a matter of specula-
tion. It is very imporiant for the public to have all known facts about this deadly disease, through physicians, so
that there is rational thinking about it and cooperation in the areas of early detection or prevention of the
disease. This review is based on the siudy of papers published in 1982-84.+'%

Key Words: AIDS, Acquired Immunodeficiency Syndrome.

Whal is AIDS and What Causes 1(?

A case of AIDS is defined by the Centers for
Disease Conlirol, CDC, as ‘'a disease, al lcasl moder-
ately prediciive of a defect in cell-mediated immunity,

mocytosis, sirongyloidosis, toxoplasmasis, zygomy-
cosis, alypical mycobacleriosis. Esophagitis fias been
cagsed by candidiasis, CMV and herpes simplex
virus. The JC Virus, a new human papovavirus has

r[

occuring in a person with no known cause for dimin-
ished resistance to that discase.™

AIDS causes a nearly complete breakdown of a
person’s nagural immune sysiem. When the immune
system breaks down, the victim becomes prey (o
cancers and infections 1hat a normal, healthy indi-
vidual would be able to fight ofl. Several oppor-
tonistic infections have been reported in patients with
A1DS. Pneumonia, mcningilis or encephalitis have
been caused by aspergillosis. candidiasis, crypto-
cocosis, cvtomegalovirus (CMV), nocardiosis, pneu-
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cavsed progressive multifocal leukoencephatopathy,
cryptosporidiasis has caused chronic cnilerocolitis
and herpes simplex virus has also caused exiensive
mucocutancous discase. Several recent papers have
discussed in detail the role of these inlecting agents,
Perhaps the most important ol all the infectians is
the Pneumocystis carinii pneurnonia.

A rare type-of malignancy often seen in the viclims
ol AIDS is Kaposi’s Sarcoma. Several reports have
delaited current outbreaks of Kaposi’s Sarcoma in
cases of AIDS, Until recently 1his was a rare Lumor.
Severe immunologic deficiencies have been detected in
cases of Kaposi's Sarcoma in homosexual men and
Haitians. The immunologic parameters which have
becn studied include serum smmunoglobulin levels,
enumeration of B cell, T cells, T-cell subsets and quan-
wation of lymphocyte responsiveness 1o phylohemag-
ghatinin (PHA) and pokeweed mitogen (PWM). Sites
of disease include skin, lymph nodes, gastrointestinal
Iract, spleen and lung.

CMYV antibodies have been found in 80 to 95 per
cent of AIDS patients compared with 50 per cent in
the genera) population. CMV has been cultored from
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the urine of hamosesual men but not from the urine of
heterosexuul men. There is also cvidence suggesting
that CMV infections can be transmitled sexuatly. The
Epstein-Barr Virus, EBV, has also been implicared.
Antibodics for EBV have been found in very high con-
centrations in a group of AIDS patients.

The current concept of an cliologic agent is the
relrovirus of human T-cell lymphoma virus, HTL V-
JI1. which is an RNA virus with an inherent reverse
transcriptase. HTL V-1l has been isolated from 18 of
21 palients with tymphadenopalhy syndrome and 26
of 72 adults and juveniles with AIDS. 1t has not been
isolated from |15 healthy heterosexuals. Antibody to
this virus has been isolated from serum samples of
88% of AIDS patients and 79% of patients with
lymphadenopathy syndrome. Only 1 ol 64 heallhy
patien(s had this antibody. The aniibody appears lo be
directed against a viral cnvclope protein. French
investigators isolated a virus in (he same family ol
virnses which may be the identical organism and has
been referred 1o as a lymphadenopathy virus (LAV).
They have defined a code protein of this agent which
can also be used for serologic evaluation. A third
retrovirus isolate hax been lound in hemophiliacs,
referred to as immunodeficiency associated wvirus
(IDA V). il appears 10 be quite simitar if not identical
with the other two.

Transmission ol AIDS

Transmission ol the disease is probably through sex-
val contacts ¢anal, vaginal or oral), blood irans-
tusions, usc of contaminatced needles (by drug users),
intimalte Tamily contacls (skin infections), saliva,
sermen or urine, and possibly transmitted by the
mother to the fetus in her womb. This paitern of
transmission parallels 1hat of hepatitis B virus infec-
Lon,

Enormity of the Problem

The firsl reporis on isolated cases ol AIDS were
published by the CDC in the summer ol 1979, As of
November 26, 1984 physicians and health depan-
ments in the Uniled States bad reported 6,993
patients meeting the survcillance delinition for ac-
quired immunodcficiency syndrome. More than 86%
of the adult patienls witly AIDS and 82% of 1he
pediatric paticnls rave been reporicd since January
1983. Three thousand three hundred and lofty-1wo
(48%) of all reported paticnts are known 10 have died
(48% of the adulis and 69% of 1he children), in-
cluding 73% of patenls diagnosed before January
1983.

Epidemiologixts predict that the chance of survival
beyond 5 ycars will be less than 35 per cent. The
gravity ol these predictions is evident in the fact Lhal
before the days of vaccination even smal) pox kitled
only 25 per cent of the victims,

Incubation Pertod

The incubation period for AIDS is thoughl to be 6
to 8 months and possibly as long as 2 years. That
icans, a person who has recently been infected with
a virus causing AIDS may not gevelop symploms for
many months and thus remain in 1he dark about Lhe
existence of (his fulal disease Yor up to 2 ycars,

The Most Likely Viclims

I'he analysis of cases in the United Scates allows
identification of several groups 1hat are at increased
risk for developing AIDS. The high-risk groups are:
(a) Homosexual men—with mulliple sexual partners
(b) Intravenous drug users
(¢) Haitians
() Patients with hemophilia
{e) Female pariners of drug users
(N Women who are steudy sexual partners of men
with AIDS

{g) Women who are sexuval partners ol men in high
risk groups

{h) Infanis barn 1o mothers from groups at high-risk
for AIDS

(i) Recipients of blood donaled inadveriently by vic-
lims of A1DS.

The homosexuals form by far, the largest group,
accounting for 71 per cent of all of 1the 6,993 reporicd
cases. The drug abuscrs rank second with 17 per cent
of all cases of AIDS. Itis a mystery as (o why Haittans
have emerged as a high-risk group. Five per cent of
AIDS cases are Haitian men and women, especially
those who came to the U.S. within the past few years.
AIDS is the second leading cause of death in hemo-
philiacs, ranking second 1o uncontrollable bleeding,
Eleven cases of unexplained infections and immune
deficicncy have been diagnosed in patienls with
hemophilia in rccent months. Patients receiving
blood or blood product transfusion have also been
know Lo contract AIDS. There have been 13 such
cases. Instances of AIDS in previously healthy
women also have been recorded.

In addition 10 the patienis in the high risk group,
Chamberland ¢t al reporied 201 cases of Lhe acquired
immunodeficiency syndrome in persons who could
not be classified imo a group identified 10 be al
increased risk for this syndrome. Thiny-five had
recetved transfusion of single donor blood compo-
nents in the § years preceding diagnosis of the syn-
drome and 30 were sexual partners of persons
belonging to a high risk group. However, informa-
tion was incomplete for most remaining patients, bul
because many of these patients are demographically
simitar to populations recognized to be at increased
risk for I1he syndrome, previously identified risk fac-
Lors may have been present but not reporied for some
of thenm. Additionally, a few persons who meel Lhe
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case definition for {he syndrome probably had other
reasons for the opportunistic disease and did not
have the acquired immunodeficiency syndrome. The
slow emergence of the acquired immunodeficiency
syndrome in new populations is consistent with trans-
mission mediated through sexual contact or parental
exposure to blood.

Symptoms and signs of AIDS

The most common sysmploms are fatigue (in 70 per
cent), fever (in 40 per cent) and night sweats (in 44
per cent). These symptoms persist for weeks or
months, Some patients (2B per cemt) lose weight.
Diarrhea is also a frequent complaint,

In cases of Pnecumocystis Carinii pneumonia fever
is usoally associated with shortness of breath. If the
victim has Kaposi's Sarcoma, he may have dark blue
or purple-brown plaques or nodules in the skin.
Thesc are most commonly seen on lower extremities
but may occur on any part of the body. Some palients
expericnce headaches, loss of appetite and difficulty in
swallowing and rarely they sulfer from seizures and
other neurological abnormalities.

A common feature of the disease is the enlarge-
ment of lymph glands in the neck or groins. In about
26 per cent of the patients, there is also enlargement
of liver and 1he spleen. Fungal infeclions and thrush
are sometimes secn.

In children with immune deficiency the clinica)
picture consists of anemia (hypochromic mycrocytic),
infections, failure to thrive, hepatosplenomegaly,
recurrent febrile cpisodes, thrush and eczema-like
rash.

Prevention and Control of AIDS

Several organizations such as the National Gay
Task Force, the National Hemophilia Foundation,
the American Red Cross, the American Association
of Blood Banks, and the American Association of
Phiysicians for Human Rights have issued statements
on prevention and control of AIDS. All organizations,
physicians, public and the press should share responsi-
bility in disseminating available information on A1DS,
The following recommendations should be followed
by persons or organizations concerned. These will
greatly help in controlling and preventing ALDS:

1. A person experiencing symptoms of AIDS
should seek medical advice as soon as possible so
that the physician can take a full history, per-
form a complete examination, carry out labora-
tory tests, and render appropriate advice.

2. Individuals in high-risk groups should realize
that muliiple sexval partners tend to increase the
probability of developing AIDS.

). Sexual contacts with persons known or suspected
to have AIDS should be avoided.
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4, The high-risk persons should refrain from
donating blood and/or plasma.

5. Physicians should adhere strictly lo medical indi-
cations for transfusions,

6. Blood collection centers should adopt strict
screening procedures to eliminate donors with a
prabability of transmitting A1DS.

7. Infants born to mothers from groups ai high-risk
for A]IDS should be carefully screened by physi-
cians,

8. Every proven or suspected case of AIDS should be
reported to CDC.

9. Additional recommendations made by the CDC,
The Public Health Service or the U.S. Depariment
of Health and Human Services and the National
Hemophilia Foundation should be sought and
carefully implemented.

10. Male homoscxuals involved in extensive sexual ac-
tivity should use condoms during sexuat activity.

Tresimenl

There is a natural concern in the minds of those
who are afflicted and even the ones who are not as 10
the ¢ffectiveness of treatment. It must be stressed al
1he outser that the disease has been resistani( 10 treat-
men¢ and response has been poor 1o various aggres-
sive medications.

Most treatments aim at reversing the abnormality
of immune deficiency, fighting cancer or fighting the
Virus,

Dr. Allan L. Goldstein of the George Washington
University School of Medicine has shown that thy-
mosin, a group of hormones secreted by thymus
gland activates the immune system. Therefore, it is
possible that thymosin can be useful in the treatment
of AIDS if it is caused by matfunclion-of the thymus
gland.

Dr. Bihan Safai, at Sloan Kettering Cancer Center,
has tried interferon with good results. He has trcated
Kaposi’s Sarcoma with this drug. Of the 12 patients
who have completed treatment, 3 have no evidence of
cancer and their immune systems has improved. Some
cases of Kaposi's Sarcoma have responded to treat-
ment with an experimental drug (VP-16-213) devel-
oped to treal leukemia. Resulls of responses Lo
Chemotherapy with single agents such as Vinblas-
tine, Actinomycin D., Rozaxone, Bleomycin, Cytox-
an, DTIC and combinations of agents Actinomycin
D with Vincristine, Actinomycin D with Vincristine
and DTIC, Vinblastine with Bleomycin, Methyl
CCNU with Adriamycin have been recorded.

A drug called pentamidine, available through
CDC, has been tried for Pneumocystis Carinii pneu-
monia with good results.

In general, the results of trealments are disappoint-
ing. There is no promise of cure on the horizon. The
prospects are well summarized by Dr. Henry Masur
of the National Institute of Health who has said,



‘‘since patients with AIDS are susceptible (o such a
wide range of devastating infections and neoplasms
(growths), real progress in this syndrome will prob-
ably be made by elucidating the mode of transmis-
sion of AIDS and the mechanisms of immunosup-
pression.””

What Can a Physician Do For His Patient?

Every physician should familiarize himself with all
aspects of AIDS. He should be able to render advice
to the patient on symptoms of the disease, prevention
of the syndrome and most importantly, conduct an
exanlination 1o identify some of the signs such as
enlarged glands, enlarged liver and spleer and skin
changes. He should carry out investigations that may
throw additional light on the possibility of the exist-
ence of this disease. For instance, he could order
Anti-HBc test to detect possible AIDS infectivity in
blood. This blood test is positive in 90 per cent of the
victims of ATDS and in only 5 per cent of the general
population. Other investigations may include chest
x-ray, biopsy of skin lesions, virologic and fungal
studics and immunologic tests. A summary of abnor-
mal laboratory lests is presented in Table 1. The
physician should refer the patient to an appropriale
place for further investigations if his office is not
equipped to carry out the investigations. A great deal
of compassion will be needed in dealing with the
patients of AIDS.

TABLE 1
ABNORMAL LABORATORY TESTS IN AIDS
LABORATORY TEST RESULT
T Helper Celis (T4) $ ‘ *
T4/T8 Ralio L
Total Cells (T11) ‘
1gG f
CMV, E.B. and herpes antiboay titer 4
Hepatitis B corc AB (anti-HBc) +
Skin fests for PPD, histo, candida, }‘
dermotaphylin, momps
Lyraphoblastic transformation “
PHA, Con A and PWM
Natural kitler cell ¢ytoioxicity ¥
Circuladon immune complexes Normal or f
Total hemolytic complement activity 1

Soclal Impact of the Discase

The epidemic proportions of the disease, lack of
knowledge of its cause, far from satisfactory Lreat-
ments, poor prognosis and high fatality rates have
created a disastrous impact on the society:

1. The healthy population is concerned about the
spread of the diseasc.

2. The contacts of 1the high-risk population are anx-
ious about their involvement.

3. The high-risk groups are developing a psychiatric
syndrome of anxiety, depression, loss of self-
respect and fear of contracting the disease.

4. Those who are known to suffer from the disease
are (eartul of death. They are carrying the social
siigma of the disease. They are becoming ‘‘un-
louchables.”” They are raising cries of dis-
crimination — social discrimination, job
discrimination, medical discrimination. The
fright is so overwhelming that the AIDS victims
are shunned by their communities, their fellow
workers, and sometimes by their friends and
families. In New York, even funeral directors are
wary of handling AIDS victims. The homosexual
community and the Haitians are outraged at such
reactions.

Conclusions

HTLV-III/LAYV is currently the best viral candi-
date for the etiologic agent of AIDS, and proof of
this causal role will probably come from either dis-
ease eradication by a vaccine or production of the
disease by the agent in an animal model. Also we
should soon be hearing about one or more sensitive
and specific diagnostic tests for detecting the
presence of the infection through the measurement of
specific antibody to the virus and serum or the iden-
tification of a product associated with virus replica-
tion. Such a test will allow us to determine when the
infection-as opposed to the disease occurs and in par-
hcular to prevent transmission by contaminated
blood or blood products. Furthermore, specific
public health and personal measures needed 1o
diminish the spread of A1DS from direct human con-
tact will become obvious with this information. Even
those serious efforts to treat chronic viral infection
are only just beginning, there are several obvious
lessons we can learn from what has already been
done. For example, the {irst need is for accurate data
on natural history. If this virus is like most persistent
viruses, there is a stage in the normal host that is
associated with either minor or asymptomatic disease,
and this probably constitutes the bulk of infections.
It is even possible that an infection by other agents
acts as a cofactor or that multiple human retroviral
infections are required for the development of the
severest form of the infection, full blown AIDS. For
example, in recipients of organ allografts, in whom
most of the same infectious and neoplastic complica-
tions occur, although less frequently, cytomegalovirus
infections have a cofactor role with the clinically re-
quired immunosuppressant drugs in causing enhanced
susceptibility. Of course, the ultimate test of our
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understanding will be whether we can control this
apgenl in human beings. Undoubtedly, the benefits
will nol come soon enough for all bui an apparatus
capable of antacking this problem rationally is cur-
rently in place. Furthermore, previous experience
with persistent viral infections suggests thai there is
much work ahead. Experienced investigalors know
that the fact that vaccines can be produced does not
mean that the whole problem can be deah with quick-
ly. Instead, we will most probably need a combination
of effective diagnostic tools, vaccines, and antiviral
or immunoerthancing therapy (or both) to provide
discase control for all who are at risk.
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