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We are experiencing an alarming eoidemic 1in certain cities in
the United States. It is appearing as an acquired immunodeficiency

syndrome (AIDS) with secondary manifestations of opportunistic in-

‘fections (0I) and/or Kaposi's sarcoma (KS) and probably other neo-

p]asms.(l)AIt is appearing in homosexual men and intravenous drug
addicted women and men.(z) The 1mmunodefitiency is primarily of the
thymus derivedr1ymphocyte—mononuc1ear phagocyte arm of the immune
system and the organisms infecting are those that take advantage
of such defects (Table 1). 7

We are seeing such cases on a regular basis in New York City.
Statistics from the New York City (NYC) Department of Health record
almost one new case every other day. This epidemic reached sufficient
proportions by 1981 so that the Center for Diséase Control (CDC)
established a Task Force specifically to investigate the pfob]em.
Table 2 summarizes the cases of AIDS reported to the CDC as of early
June, 1882. Likewise, the NYC Department of Health established a
working group and has arranged for physicians caring for such patients
and c]injca] inQestigators to meet on a monthly basis to share in-
formatio;. At these meetings updated reports (Table 3) from NYC
and CDC are distributed and specific problems such as immunologic
evaluation and treatment protocols are discussed. AIDS patients
are also regu]ar]; seen in Los Angeles, San Francisco and other
large cities in the United States. Cases have also been reported
from Europe. In addition to the AIDS with its complications there
is one other syndrome that has been recognized in the same population
and that is lymphadenopathy of unknown etio1ogy.(3) This has been
noted by clinicians in drug addicts for years and as far as we know
homosexual men since 1979. Extensive workups including multiple

1ymph node biopsies have not revealed the etiology. Many have



evidence of a T-cell defect. A few of these individuals have
subsequént]y deve]opéd AIDS or KS:

- Another clinical manifestion of AIDS is persistent weight Toss
called ”The wasting syndrome." This may or may not be be associated
with intermittent fever, lymphadenopathy and/or diarrhea and the
latter may be due to cytomegalovirus, cryptosporidiosis, giardiasis
or of undocumented etiology. The most striking aspect of these
patients is the persistent weight loss and inexorable dowhhi11 course
accompanied by multiple opportunistic infections such asvsevere

rectal herpes, Pneumocystis carinii pneumonia and finally death due

to disseminated infection with cytomegalovirus, atypical mycobacteria
or other organisms. Many of these patients, during the period of
persistent weighflloss are thoughtto have lymphomas and may have
exploratory laporatomies for biopsies. Since the "wasting" may be
due to &¢ifferent, undetected opportunistic infection it is difficult
to call this a syndrome at present.

By history most, but not all, of the homosexual men with AIDS
report aﬁ‘extraordinary amount of promiscuity and along with this
considerable recreational drug use with agents such as amyl or butyl
nitrite. Some intravenous drug users have denied recent use (within
2 years),'but famijy members or friends contradicted this, and it
is well known thaé’histories from this type of individua]_may be
unreliable. Haitians, when histories have been available, usually
report no drug use or homosexuality, but this needs further documen-
tation.

The immunologic abnormalities observed so far are listed in Table
4 and our findings have been similar to those reported e]sewheré.(4’5)
The abnormalities regularly include lymphopenia, cutaneous anergy

to recall antigens and dinitrochlorobenzene (DNCB) sensitization,



decréased in vitro prb]iferative responses of lymphocytes to antigens
and mitogens. T cell subset analyses showed reduced or absent helper
T cells and an increased percentagg of suppressor T cells. This is
usually expressed as a decreased helper/suppressor T cell ratio.
Depressed natural killer cell activity and decreased interferon pro-
duction ha?é been observed in some patients. In others interferon
levels are norma] or elevated. Many patients have circulating immune
complexes. |

In contrast to depressed cellular immuhity, immunoglobulin
levels are normal or elevated and antibody responseé dppear normal.
Many of our patients, both early and late in their disease have
developed leucopenia as a result of both lymphonenia and neutropenia.
Infections caused by organisms which take advantage of defects in
humoral immunity or neutropenia do not appear to be significantly
incréased in the patients.

Mosts.of the immunologic eva]uations have been done on patients
who were severely i11. We will learn more about early events in this
disease as we prospectively follow patients at risk of developing it.

Tab]e’S summarizes the opportunistic infections we have seen in
28 patients with Kaposi's sarcoma, 12 who did not have K.S. and two

intravenous drug abusers. Fourteen patients had Pneumocystis carinii

pneumonia, 10 had disseminated cytomega]ovirus infections, ll‘had severe
oral or rectal herp:s‘infectﬁons, 2 had proven central nervous system
toxoplasmosis. Nearly all patients have had candida infections of .

the mouth and candida esophagitis is very common. We have recently
admitted a patient with cryptosporidiosis and CMV colitis. Treatment
with furadoxone is beginning. We have seen patients who became
progressively withdrawn and unresponsive who have encephalitis. 1In

one case, no diagnosis was made despite brain biopsy and post mortem

examination.
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We have isolated CMV and adenovirus from a number of patients.
Many of the patients from whom CMV was isolated have remained well,
and we have not yet seen a case of disseminated adenovirus infection.
- Acquired immunodeficiency disease has a high mortality rate.
Thirteen of 42 patients in our series have already died. Nationwide,
% of patienis have died. The typical course is one of continuing

fever, weiaght loss, diarrhea and recurrent infection. Pneumocystis

carinii pneumonia (PCP), the most common infection, responded to co-

trimoxazole in half of our patients. However, excluding the 3

who are still being treated, only 2 patients who had PCP are pre-
sently alive, even though six recovered from their initial infection,
Eﬁght of the ten patients who had disseminated CMV infection have
died. Six were treated with Fluro-iodo-arabinofuranosylcytosine
(FIAC) and only one, a 22 year old man with €MV pneumonia, has re-
covered.

Treatment of infections in these patients is hampered by the
severity and apparent irreversibility of the immunodeficiency. At-
tempts to restore some degree of immunocompetencé with agents such as
thymosin; interferon, or transfer factor or leukocyte dialysate factor
have been undertaken in a few patients. At Memorial Sloan-Kettering
Cancer Center recombinant human leukocyte interferon induced good
partial responses ln 5 of 12 ‘patients with K.S. In some cases,
the responder lymphocytes had sub-nornmal PHA responses which returned
to normal with interferon which ;uggested that there was an improvement
in immune function. In some patients, NK activity was boosted, but
increased NK activity did not predict clinical response. Other
modalities which have been tried in a few patients include p1asma-

phoresis, bone marrow transplantation and administration of mouse



monoclonal anti-T suppressor cell antibody. The results of these
~eiforts are preliminary, but not too promising. >Treatment remains
a knotty problem.

The etiology of this acquired immunodeficiency disease is not
known. Cytomegalovirus has been suggested as a possible agent.
It has been associated with Kaposi's sarcoma; it can cause prolonged
’immunosuppression and it is very common among homOSEXua1s and 1is
transmissible by semen, excreta and bTood. In one often cfted sthy,
14% of homosexuals under 29 excreted it in their ukine and 94% of
patients had serologic evidence of infection.(G) Prolonged seminal
fluid excretion occurs and some cases of acquired immunosuppression

(4) A current hypo-

start as illnesses which are compatible with CMV.
thesis is that repeated exposure to CMV in individuals with a here-
ditary predisposition (perhaps related to the HLA - DR5 locus) and
perhaps .made susceptible by amyl nitrite might lead to prolonged
immunosuparéséion.(7) However, homosexua]ity and CMV (and the other
candidate viruses like EBV) have been around a long time and this
disease is clearly new. If CMV or any other known virus is causing
this disease, why is it happening now? And why primarily in homb-

sexual men and intravenous drug addicts and not in straight people,

of whom have serologic evidence of CMV infection and many of

=h

hal
whom receive transfusions.

A rolzs for an infectious agent is suggested by the fact that the
disease occcurs in people in whom infections are readily spread. Blood
or body sacretions would appear to be potential vehicles of infection,
but since mahy people are exposed and only a few people develop clinical

symptoms, factors such as differences in host resistance and inoculum

size may be important.



A group of patients who may help further our understanding of this
acquired immunodeficiency syndrome are the gay men with lymphadenopathy.
vThese patients have enlarged 1ymph glands which cannot be explained
by clinical evaluation. On biopsy they show non-specific hyper-
plasia. A few of these patients gave progressed to acquired immuno-
deficiency disease. Although most are asymptomatic, and some have
had enlarged nodes for a number of years. In a group of patients
whom we nave followed lymphopenia was a common finding, and half
of those tested had in vitro lymphocyte abnormalities, including
lymphopenia, decreased NK, decreased responses to mitogens or antigens
and decreased helper/suppressor T-cell ratios. We héve a]so studied
a group of healthy male homosexuals at an upstate New York campus
located in an area where the current epidemic hadn't been encountered.
Although these men were healthy, and there was no iymphopenia or

anergy, immunologic abnorma]ities including lTow and high!'H/S:ratios,

c<

abnormal responses to mitogens‘and Tow NK activity were present in
a significant number. The clinical significance of these observations
can only be determined by follow-up.

Those who take care of-these patients realize how devastating
this illness is. The early events need to be identified by prospective
studies of high risk groups. Viral isolates need to be studied for
virulence and differences from known strains. The effects of re-
creational drugs on immunity must be studied. Pending recoghition
of an etiologic agent which might lead to specific therapy we need
better ways to reverse these immunologic defécts. We need to try
to prevenf this illness and apply existing therapies more effectively

and develcp and evaluate new ones.
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TABLE 1

ORGANISMS CAUSING INFECTIOUS COMPLICATIONS IN PATIENTS WITH THE ACQUIRED IMMUNODEFICIENCY SYNDROME*

~ Reported
Bacteria ’ Fungi Parasites Viruses & Other
Mycobacterium Candida spp. Pneumocystis Cytomegalovirus
tuberculosis - ' carinii
‘ Cryptococcus . . Herpes simplex
Mycobacterium neoformans Toxoplasma
avium-intracellulare ‘ gondii Herpes zoster
Histoplasma '
Mycobacterium capsulatum Cryptosporia spp. Papova virus of
fortuitum | PMLE*

To Be Anticipated

Other atypical mycobacteria Coccidioides Strongyloides Adenovirus
immitis : stercoralis
&E?gione]]a spp. ; , Chlamydia
Blastomyces trachomatis

Nocardia asteroides dermatitidis
Listeria monocytogenes
Salmonella spp.

Brucella spp.

* Reported or to be anticipated with increased frequency or severity in AIDS patients.

* Progressive multifocal leukoencephalopathy ¥



TABLE 2

ACQUIRED IMMUNODEFICIENCY SYNDROME
CDC Data, June 4, 1982

Kaposi's Sarcoma
Pneumocystis carinii pneumonia
K.S. + PCP

Other opportunistic infections

140
169
28
30
367

38.2%
46.0%
7.6%
8.2%
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TABLE 3
NEW YORK CITY SURVEILLANCE - 5-24-82
MEN
Disease as primary Dx (Apr. fig.) - Total Dx'd (Apr. fig.)
K S 95 (82) 100 (87)
PCP 68 (53) 82 (70)
Other 26%*% - (18) B 46 - (not including candida)
Total-  189%  (137)
WOMEN
PCP alone 3 (2)
P CP & other
01 4 (3)
Other 01 3 (1)
Total 10
‘ TOTAL CASES NYC 199
. , *New cases in May = 15
** Opportunistic Infections as Ist Dx - Secondary Dx Total
PCP 68 ‘ 14 82
cCMmYV ' 7 5 ‘ 12
PHS 6 5 11
TB 3 3 6
Atyp. Mycob. - @ 3 3
Histo. 2 - 2
Crypto. 1 3 4
Toxo. 1 2 3
Candida 5 not tallied -
PML 1 - 1



TABLE 4

PRESENTLY RECOGNIZED IMMUNOLOGIC DEFECTS
IN PEOPLE WITH ACQUIRED IMMUNODEFICIENCY

Cutaneous anergy

Lymﬁhopenia

Decreased lymphocyte proliferative responses to
mitogens and antigens

Reduced or absent helper T cells

Increased percentage of suppressor T cells ‘

Depressed natural killer cell activity

Depressed interferon production by peripheral
blood Teukocytes

Immunoglobulin levels and antibody responses to
antigens apparently normal

Phagocytic function apparently normal
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KaSs

No K.S.
ADDICTS
TOTAL

TABLE 5
INFECTIONS IN PATIENTS WITH ACQUIRED IMMUNODEFICIENCY SYNDROME

INVASIVE MYCOBACTERIUM ~ CRYPTO-
PCP CMV  HSV  TOXO  CANDIDIASIS .TB -~ AVIUM  FORTUITUM SPORIDIA  SALMONELLA

5 3 5 2 1 2 1
8 7 5 ] . ] ]
2 ] 1
B 10 1 2 31 3. h N

CMV has been isolated from the urine of 7 and buffy coat of 1 patient

Adenoviruses have been isolated from the uﬁﬁne of 3 and stool of 4 patients

L

ENCEPHALITIS -
CAUSE UNKNOWN
3
1

o
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