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Plaintiff's Exh. #0070

-
1981 June 5.30.250-2
Pneumocystis Pnsumonis — Los Angsies

the peried October 1980-Mey 1.1.5mmdlcﬁnwmm
westsd for biopsyconfirrmed Pneumocystis carinii preumaonia st 3 different hospitals
in Las Angeies, Californis. Two of the petients died. All § patients had lsborstory-
confirmed previous or current cytomegalovirus {CMV) infection and candidal mucassl
infection. Case reports of thess petients follow.

Patient 1: A praviously hesithy 33-yesr-oid man developed P. caninii pnesumonia snd
orsl mucosal candidiasis in March 1981 after 8 2-month history of fever asocisted with
olevated liver enzymaes, lsukopenia, and CMV viruris. The serum complement-fixstion
CMV titer in October 1980 was 256; in May 1981 it was 32.° The pstient’s condition
deteriorated despite courses of treatment with trimethoprim-sulfamethoxazole (TMP/
sSMX), pnumidim. snd scyclovir. He died May 3, and postmortem examination showed
residusl P, caninii snd CMV pneumonia, but no evidence of neopiasia.

Patient 2: A previously healthy 30-yesr-oid man developed P. carinii pneumonis in

il 1981 atter 2 5-month history of fever sach day and of slevated liver-function tests,

V viruria, and documented seroconversion to CMYV, i.e., an scute-phase titer of 18 and
a comvalescent-phase titer of 28° in anticomplement immunofivorescence tests. Other
teatures of his iliness included leukopenia and mucosal candidiasis. Mis pneumnonia re-
sponded 10 8 course of intravenous TMP/SMX, but, as of the Latest reports, he continues
to have 3 fever sach day.

Patient 3: A 30-yesr-old man was well until January 1981 when he developed ss0-
phages! and oral candidissis that responded 1o Amphotericin B treatment. He was hospi-
talized in F 1981 for P. cavinii pneurnonia that responded to orsl TMP/SMX. His

WT%BT recurred after the pneumonis was disgnosed, and he was agein
given Amphotericin B. The CMV complement-fixation titer in March 1981 was 8. Mate-
risl from an esophageal biopsy was positive for CMV.

Patient 4: A 29-year-oild man developed P. carinii pneumonis in_February 1981. He
had had Hodgkins disease 3 years earlier, but had been successfully treated with radistion
therapy sione. He did not improve sfter being given intravenous TMP/SMX and cortico-
steroids and died in March. Postmortem examination showed no evidence of Hodgkins
disssse, but P. cevinii and CMV were found in lung tissue.

Patisht 5: A previously healthy 36-year-old man with 8 clinically diagnosed CMV in-
fection in September 1980 was seen in April 1981 because of 8 4-month history of fever,
dyspnes, and cough. On admission he was Tound to have P. carinii pneumonis, orsl can-
didiasis, and CMV retinitis. A complement-fixation CMV titer in April 1981 was 128. The
patient has been treated with 2 short courses of TMP/SMX that have been limited because
of 3 sulfa-induced neutropenia. He is being treated for cendidiasis with topical nystatin.

The disgnasis of Pneumacystis preumonia was confirmed for alt § patients ante-
mortsm by closed or apen lung biopsy. The patients did not know sach other and had no
known comman contacts of knowledge of sexus! partners who had had similar ilinesses.
The 5 did not have comparable histories of sexuslly transmitted disease. Four had sero-
logic evidence of past hepstitis B infection but had no evidence of mrm@ﬂ

wo of reported having frequent homosexual contacts with various
pertners. All § reported using inhalant drugs. and 1 reported parenteral drug sbuse. Thees
petients had profoundly depressed numbers of thymus-depenBient Tymphocyte cells
snd profoundly depressed in witro proliferstive responses to mitogens and entigens.
Lymphocyte studies wers not performed on the other 2 patients.

Reporsed by MS Gotdied, MD, MM Schanker, MD, PT Fan, MD, A Ssxen, MD, JO Weigmen, DO,
Div of Clinical immunology-Allergy, Dept of Medicine, UCLA School of Medicine, | Pareleki, MD,
Coders-Mit. Sinai Nowiw!, Les Angeies. Fisid Services Div. Epidemiclogy Program Offics, COC.

¥

wwd _gontact and and Pneumocystis pneumonia in this population. All 5 petients described

“Tin this report had laboratory-confirmed CMV disease or virus shedding within 8 months

*Puirsd specnens ROt run in peraitet.

Ll Rl St

Editorial Now: memnwmm-nm-m»m,\
_lmmd to y imtmnuupprmd patients (7). The occurrence of pneumocystosis
“_in these 5 previ s without » d-nwlw!!! mmu-
mmummmmﬁmummnmmm o, .
_smocistion En some mﬂﬁmmuﬂ lifestyle or disease ired the <
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of o disgnosis of Pneumocystis pneumonis. D‘thcﬁonh-bmﬁmhw

transient sbnormalities of in wzre cetiuler-immune function in otherwise hestthy human

hosts (2.3). Although sil 3 patients tested had sbnormal coflutarimmune function, no i

definitive conclusion regarding the role of CMV infection in these 6 cases can be teached

because of the lack of published dats on cellula:-immune function in heatthy hamo-

ssxudl males with and without CMV antibody. In 1 report, 7 (3.6%) of 194 petients with

preumocystosis also had CMV infection; 40 (21%) of the same Poup had ot least 1 other

major concurrent infection (7). A high prevalence of CMV infections smong homosexust

males was recently reported: 179 (94%) of 190 males raported 10 be exclusively homo-

sexusl had serum sntibody 10 CMV, and 18 (7.4%) had CMV viruria; raws for 101 con-

trols of similar age who were reported to be exclusively heterosexus! were S4% for sero-

positivity and zero for viruria (4). In snother study of 64 males, 4 16.3%) had positive

wsts for CMV in semen, but none had CMV recovered from urine. Two of the 4 reported

recent homosexusi contacts. These findings suggest not only that virus shedding may be cmv

more readily detected in semina™Gid than in urine, but also that seminal fiuid may be an I 4

important vehicle ission (5).
All the sbove observations suggest the possibility of a eeliular-immune dystunction

tFIRIT§ common exposure that preds individusls to opportunistic infections
“such & oCystosis and candidissis. Although the 1ole of CMV infection in the

[ mocystosis remains unknown, the possibility of 2. carinii infection
must be carefully considered in » differentipl diagnosis for previously healthy homosexusi
males with dyipnes and pneurmnonia.

Reterences
IX\’ 1. Waizer PD. Pert DP, Krogstad DJ, Rewson PG, Schultz MG. Prevmaocystis cerinii preumonia
n the United Sutes. Epidemiologic. disgnostic, snd clinical festurss. Ann Intern Med 1974;
. 80:83-83.
/2. Rinsido CR, Jr, Black PH, Mineh MS. Interaction of cytomegsiovirus with leukocytas from pe-
Sients with Mononuc!ecsis due 10 cytomegelovirus. J infect Dis 1977.136:867-78.
3. Ruasido CR, Jr, Corney WP, Aichier BS, Black PH. Minch MS. Mechsnisms of immunosuppres-
850 in Cytomegsiovirs! mononucisosis. 4 infect Dis 1960,141:488-95.
N :t.- 4. Ovew WL, Mintz L. Miner RC, Sanch M, Kettersr 8. Provaiencs of cytomegelovirus infection in
' homosexus! men_ J Infect Dis 1981:163:188-92.
s e,

. Lang DJ, K JF. Cy P in ssmen: observations in selected populstions. J Infeet
\,H’ Dw 1975.132.4723.

1981 July 4:30:305-8

Kaposi‘s Sarcoma and Pneumocystis Pneumonia
Among Homosexua! Men — New York City and California

During the past 30 months, Kaposi's sarcomas {KS), an uncommonly reported malig-
nancy in the United States, has been diagnosed in 26 homosexya! men (20 in New York
> £ %S City [NYC). 6 in &IifthWWf*m-Si years (mean 39
w vears). Eight of these patients died (7 in NYC, 1 in California)—al! 8 within 24 months
after KS was disgnosed. The disgnoses in all 26 cases were based on histopathological
examination of skin lesions, lymph nodes, or tumor in other organs. Twenty-five of the
26 patients were white, 1 was black. Presenting complaints from 20 of these patients are
shown in Table 1. N4 189
Skin or mucous membrane lesions, often dark blue to violaceous plaques or nodules, o
were present in most of the patients on their initisl physician visit. However, these
lesions were not always present and often were considersd benign by the patient and his
physician.
A review of the New York University Coordinsted Cancer Registry for KS in men
under age 50 revealed no cases from 1970-1979 at Bellevue Hospits! and 3 cases in this
v g . 89¢ proup at the New York University Hospital from 1961-1979.
‘ .. Seven KS patients had serious infections diagnosed after their initial physician visit.

Uooleee _ “Six\g-_tiena had pneumonia (4 biopsy confirmed as dye m
and one ] #smokis of the central nervous system, One of the patients ]

with Pneumocystis pneumonia also experienced severe, recurrent, herpes simplex infec-
tion; extensive candidiasis; and cryptococcal meningitis.
megaievinus (CMV) infaction were svailable for 12 patients. All 12 i

%ﬁ%ﬁm. in 3 petients for mn‘ euhu: results were /}p ‘){/ 7',/' -

s
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TABLE 1. Presenting complaints in 20 patients with Kaposi's sarcoma

Prasenting sompilsint Number (persentage! of petionts
Sin lesions) only : 10 (50%)
$kin lesions plus \i 4 (20%)
Oral mucoss! lesion 1 (8%)
Snguinsl sdencpethy plus perirectsl sbecess 186%)
Weight lom and fevet 2 (1O%)
. Weight lom, fever, end pneumonie 2 110%)
tone dus to Preumecyttis connii)

Since the previous report.of § cases of Pneumocystis pneumonia in homosexual men
from Los Angeles (7), 10 additional cases i Los Angeles and 6 in the San Francisco
0 P Bay area) of biopsycorTirmed PC-pneumonia have been identified in homosexus! men in
Cpi” / =7, cystis among homose T Californis to 15 since September 1879. Patients
d bt XS range in age from 25 to 46 years. ‘
Raported by A Frieaman-Kien, MD. L Laubenstwin, MO, M Mormor, PhD, K Hymes, MD, J Green,
MD, A Ragez, MD, J Gortleid, MD, F Muggis, MD, R Demopovics, MD, M Wei b, MD, D Wiliiems,
MD, New York University Mecica! Center, NYC. R Oliveri, MD, J Marmaer. MD:NYC, J Wakisce, MD,
1 Halperin, MD, JF Gillooley, MD, S1. Vincent’s Motdins! snd Medice! Conter, NYC, N Prose, MD,
Downstate Medical Coenter, NYC. E Kiein, MD, Roceeveit Hospits!, NYC; J Voge!, MD, B Sefsi,
MD, P Mysk ki, MD, C U her, MD, B Koziner, MD, L Nisce, MD, M Kris, MD, D Armstrong,
MD. J Gold, MD, Sioan-Ketrering Memorial Institute, NYC.: D Milgren, MD, Beth lsree! Mospitel,
NYC: M Tapper, MD, Lenox Nill Haspiwl, NYC. J8 Weissmen, MD, Columbis Presbyterien Mospital,
NYC: R Rothenberg, MD, Stets Epiderniologist, New York Stare Dept of Health; SM Frieoman, MD,
Acting Director, Bur of Preventable Disesses, New York City Dept of Mesltn; FP Siegel, MD, Dept
of Medicine, Mount Sinsi School of Medicine, City Colisge of New York, NYC. J Grounowarer,
MD, J Gilmors, MD, San Francisco; D Colernan, MD, S Follansbee, MD, J Guliett, MD, SJ Stegman,
MD,. University of California at Sen Frencisco; C Wofsy, MD, Sen Francisco Geners! Mospits!, Sen
Francisco; D Bush, MD, Freaklin Mospitsl, Sen Francisco; L Drew. MD, PrD, M:. Zion Hospitel, E
8rat!, MD. S Drizz. MD, Cityounty Heelth Dept, Sen Francixco; M Kiein, MD, Veliey Memorial
Hospitel, Salinas; JK Preikssitis, MD, Stanford University Modical Center, Palo Alto; MS Gortlied, MD,
University of California at Los Angeles; R Jung. MD, University of Southern Celifornia Medice!
Conter, Los Angeles: J Chir., MD, State Epidemioiogist. California Dept of Health Services,; J Goedert,
MD, Nations! Cancer Institute, Nations! Institute of Meelth, Parssitic Dissases Div, Center for Infec-
tious Disesses, VD Contro! Division, Center for Prevention Services, Chronic Disesses Div, Cenrer for
Environmants! Hesith, COC.
Editorial Note: KS is » malignant neoplasm manifested primarily by multiple vascular
N nodules in the skin and other organs. The disease is multifocal, with a course ranging from n
indolent, with only skin manifestations, to fulminant, with extensive viscersl involve- Nt Sﬂ'
ment (2).
Accurate incidence and mortality rates for KS are not available for the United States,
but the snnual incidence has been estimated between 0.02-0.06 per 100,000; it stfects
primarily eiderly males (3.4). In a series of 92 patients treated between 1849 and 1975 at
the Memorial Sioan-Kettering Cancer Institute in NYC, 76% were male, and the mean
- sg9e was €3 yaars (range 23-90 years) st the time of diagnosis (5).
The disease in eiderly men is usually manifested by skin lesions and » chronic clinical
course {mesn survival time is 8-13 yesrs) (2). Two exceptions to this epidemiologic 7[ /i u(/b,,#;
! pettern have been noted previously. The first occurs in sn endemic belt across equatorial Al
‘\ Africs, where KS commonly stfects children and young adults snd accounts forupto .
9% of all cancers (3). Secondly, the disease appesrs to have a higher incidence in-renal < LyA/ -
“transplant recipients (5-9) snd in others Teceiving immunosuppressive therapy (10-12). .
~—Thesocurrence of this number of KS Cases during 8_30-month period am
homosexus! men is considersd highly unusual. No previ T De
, sexusl preference has been ed. The fulminant clinics! course reported in many
of these petients also ditfers from that classically described for elderly persons.

The histopathologic disgnosis of KS may be difficutt for 2 reasons. Changes in some
tesions may be interpreted as nonspecific, and other cutaneous and soft tissue sarcomas,
such as angiosarcoma of the skin, may be confused with KS (13,74).

That 10 new cases of Pneumocystis pneumonia have besn identified i xusl

men suggests ouily reported mw;wm%mn;_lﬂ
inwddition, €DC tws » report 6f 4 homosexual men in NYC who d wm
Feicve, perianal herpei umplex_infections snd had evidence of Gallularimmunadeli:
—___ciwncies. Three died, 1 with systemic CMV infection. The fourth patient is currently
undergoing therapy. It is not clear if or how the clustering of KS, pneumocystis, and

. - e

1
~—
/

—
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other serious diseases in homosexus! men is related. What ls known is that the patients '
with Pneumacystis ia_described in_the %mw“' & !
—_impaired celiular immunity end previous or current 'mvm M‘Fm { !

$70I0gic evidence Of pest CMV-InTection snd ScTive shatsding of TMV have besn shown
to be much more common smong homosexual men than heterosexus! men stiending ——
» sexuslly transmitted disease clinic (75). A specific sefologic sssocistion with CMV
infection has been demonstrated among American and Europesn petients with KS (76,
17) snd herpes-type virut particles have been demonstrated in tissue culture cell lines
from African cases of KS (78). It has been hypothesized that sctivation of oncogenic
virus during periods of immunosuppression may result in the development of KS (19). Al-* \

—though immunosuppression often results in CMV infection, it is not yet clear whether
CMV infection precedes or follows the above-mentioned disorders. —

Although it is not certain that the increase in KS and PC pneumonis i restricted to
homosexus! men, the vast majority of recent cases have been reported from this group. )
Physicians should be alert for Kaposi's sarcoms, PC pneumonia, and other epportunistic
. infections associsted with immunosuppression in homosexual men.
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mysioma. South Med 3 1977;70:1011-3.
<8 A ' 1981 Aug 28.30:409—-10

Follow-Up on Kaposi’s Sarcoma and Pneumocystis Pneumonia
Twenty-six cases of Kaposi's sarcoma (KS) and 15 cases of Pneumocystis carinii pneu- \,‘

monia {PCP) among previously healthy homosexusl men were recently reported (1,.2).
Since July 3, 1981, CDC has received reports of an sdditional 70 cases of these 2 condi-
tions in persons without known underlying disease. The sex. race, sexus! prafsrencs, snd
mortality data known for 108 persons with either of both conditions are summarized
in Table 1.

The majority of the reported cases of KS and/or PCP have occurred in whits men.
Patients ranged in age from 15-52 years; over §5% were men 2549 yaars of sge. Ninety-
tour percent (95/101) of the men for whom sexual preference was known were homo-
sexus! or bisexual. Forty percent of the reported cases were fatal. Of the 82 cases for
which the month of diagnosis is known, 75 (91%) have occurred since Jenuary 1980, with
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85 (67%) Gisgnosed from Jenuary through July 1981. Although physicisns from severs!
ststes have reported cases of KS and PCP among previously healthy homosexus! men,
the majority of cases have been reported trom New York and Celifornia.

Aeorted by SM Friegmen, MD, YM Feimen, MD, New Yert City Dept of Mestth. R Rethenbery.
MD, Stare Epiderniciogist, New York Smte Dept of Mesith, S Drizz, MD, E Brati, MD, City County
Mes/th Dept. Sen Francisco, S Fannin, MD, Les Angeles Covnty Dept of Mesith Swes. | Meindi, MD,
Clitornis Dept of Mesith Swcs; RK Sikes, DVM, State Epidernisiogist, Georpia Dept of Muman Re-
sovrces. RA Gunn, MD, Smre Epicerniologist, Fiorice Sum Deot of Heolth and Rehabilimtive Swcs.
MA Robdern, D, Smwe Epidemiclogist, Okishems Swe Dept of Meoith; Tk Force on Kapesi's
Sercoma and Opportunistic Infections, Center fer Prevention Sws. Conter for Infectious Dissases,
Conter for Environmenmsl Neelw, Fisid Swes Div, Consolidemd Surveilionce snd Cemmunicetions
Activives, Epiderniology Progrsm Oftice. COC. . .

! Editorisl Nots: KS is a rere, malignant neoplssm seen predominantly in elderly men
. in this country. In siderly men the disease is manifested by skin lesions and a chronic
- dinical course; it i rarely fatsl (3). In contrast, the persons currently reported to hove
KS sre young 1o middie-sged men, and 20% of the cases have been fatal. Although some
of the patients have presentad with the violsceous skin Of mucous mupbum lesions

TABLE 1. Cases of Keposi's sercoms (KS) and Pneumocystis carinii pneumonia (PCP)
reported 1o COC with dates of onset between January 1976 and July 198)

l [ ] Ras of men (L Fominy
‘_'-""""Jb Fete| Wit Biush Migpes " o bisam. e [
K3 ong PCP Be=7) ? ® L] [ ] ) ] 7 [ ] ° t 12 [
KB onby B¥=47) (34 -« 3 3 [ ] o ] "> OTe!
PCP aniy e=B4) | ] 1 E ) 1 ? L] L] ] e 0/ BN
Yout 90=198) wr ”» » " 3 L [ [ 4N In)

typical of KS, many such lesions have been initially overiooked. Other patients have
been diagnosed by lymph-node biopsy stter a prodrome consisting of fever, weight loss,
and lymphadenopathy. Seven (13%) of fifty-four KS patients alio had PCP. In many
ases the histopathologic iagnosis TGM skin, lymph node, Or visceral-lesion tissue has
been ditficult even in specialized hands.

The occurrence of Pneumocystis cerinii pneumonis in patients who are not immuno- \
suppressed due to known underlying disease or therapy is olso highly unusua! (4). Al-
though 7 (11%) of the 61 patients with PCP also had KS, in many instances pneumonia
preceded the tumor. Although most of the patients with PCP reported recent respiratory
symptoms, some pave 8 history of weeks to months of systemic symptoms including
weight loss and general malaise, similar 10 the prodrome described by patients who devel-
oped lymphadenopsthic KS. Several of the patients with PCP had other serious infec-
tions, including gastrointestina! candidiasis, cryptococcal meningitis, and disseminated
infections with Mycobacterisceae and herpes simplex. M i
have had positive cultures or serologic evidence of infection with ¢ cytomegaloyirus.

The apparent clustering of both Pneumocystis carinii preumonia and KS among homo-
saxual men suggests 8 common underlying factor. Both diseases have been sssocisted with
host immunosuppression (4-8), and studies in progréss sre showing immunosuppression in
some of theié cases. The extent or cause of immune suppression is not known. Physicians -
should be sware of the possible occurrence of these diseases snd other opportunistic N4 4 qz
infections. particularly among men with symptoms suggestive of these disorders or their o .
prodromes. since therapy is specific and verification of the disgnosis requires biopsy.

Seversl state and local health departments and CDC are conducting active survet-
lance for KS, PCP, and opportunistic infections in persons without known predisposing
underlying disease. A national case-control study will be implemented shortly.

RAeferences
1. CDC. Preumocystis preumonia — Lot Angelies. MMWR 1981 .30:250-2.
2. CDC. Kaoosi's mrcoms and Pneumocystis Preumonis smong homotaxus! men — New York City
ond Calitornia. MMWR 1981.30:3058. o
3. Satsi B, Good RA. Kapoti's sarcoms 8 review and recent developrments. CA 1981.31:1-12.
4. Welzer PD, Peri DP, Krogstad DJ, Rewson PG, Schultz MG. Pneumocystis carinii Dreumonis in
L—"" the United Ststes. Epidemiologic, disgnostic, and clinical festures. Ann Intarn Med 197480
(/ 8. ';;'I‘Ws srcoms in orgen traneplant recipients: report of 20 casss. Tramsplantation 1979
. €. Gange RW, Jones EW. Kaposi's sarcoms end JDpressive th y: on sppraisat. Clin Exp
L Oermatol 1978.3:13648. . )
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Persistent, Generalized Lymphadenopathy among Homosexus! Males

Since October 1981, cases of persistent, generalized mmﬁ‘l"\""”' sttributable
to previously identified causes—among homosexusl maies have n reported to COC by
physicians m several major metropolitan 87ess in the United States. Thesa reports were
prompted by sn swarsness genersted by ongoing CDC and stste investigations of other
smerging health problems smong homosexusi males ().

In Februsry and March 1982, records were reviewed for 57 homosexual men with lympha-
denopathy ssen at medical centers in Atlants. New York City, and San Francisco The cases
reviewed met the following criteria. 1) lymphadenopathy of st isast 3 months’ duration, in-
volving 2 or more extra-inguinal sites. and confirmed on physical examination by the patient’s
physician: 2) absence of any current #iness or drug use known to cause lymphadenopathy;
and 3} presence of reactive hyperplasia in 3 lymph node, if 3 biopsy was performed.

The 57 patients had 3 mean age of 33 years and the following characteristics: sH wers
male. 81% were white, 15% black, and 4% Hispanic: 83% were single, 8's married, and 1 1% di-
vorced. 86% were homosexual, 14% bisexusl. The median durstion of lymphadenopathy was
11 months. Ninety-five percent of patients had at least 3 node chains involved (usustly cervi-
cal. axilary, and inguinal). Forty-three patients had had lymph node biopsies showing reactive
hyperplasia Approximately 70% of the patients had some conshiutional symptoms including
fatigue. 70%; fever. 49°c; night sweats, 44%; and waight loss of 5 pounds. 28°c. Hepato-
megaly and‘or splenomegaly was noted & g 26% of ps

Recorded medical histories for the 57 patents suggested that the use of drugs such as nit-
rite inhalants. marijuana, hallucinogens, and cocaine was common. Many of these patients
have a history of sexually transmitted infections (gonorrhea 58°, syphilis 47°%, and smebiasis
42°%) Of 30 patients skin-tested for delayed hypersensitivity response, 8 were found 1o be
anergic on the basis of at least 2 antigens other than purified protein derivative (PPD).

immunologic evaluation performaed at CDC for 8 of the sbove patients demonstrated ab-
normal T-tymphocyte helper-to-suppressor ratios ( <0.9) for 2 patients Since this review. im-
munologic evaluations at CDC of 13 additiona! homosexust males with lymphadenopathy
from Atlants and San Francisco revealed 6 with ratios of <0.9. The normal range of T-
tymphocyte helper-10-suppressor ratios estabiished in the COC laboratory for healthy hetero-
sexudl patients 1s 0.9-3.5 (mean of 2.3). The normal range 15 being estadblished for spparently
heatthy homosexual males

Since the utiation of this study, 1 patient with iymphadenopathy has developed Kaposi's
sarcoma
Reported by D Mildvan. MD. U Mathur. MD. Div of infectious Diseases. Beth tsrael Medical Center, R
Enlow. MD. Rheumaiology Dept, Hospital for Joint Diseases. D Armstrong. MD, J Goki, MO. C Seasrs. MO.
8 Wong. MD. AE Brown. MD_S Menry. MD. Div of infectious Disesse. 8 Sals:. MD. Dermatology Sve. Dept
of Medicine. 2 Arlin. MD. Drv of Hematology. Memorss! Sloan-Ketternng Medical Center. A Moore. MD. C
Metroks, MD. Div of Hematology-Oncology. L Drusin, MD, MPH, Dept of Medicine, The New York
Hospetal-Cornell Medice! Center, | Spigland, MD, Div of V:mlqy Montetiore Hospite! and Medical Center,
OC William, MD, St Luke's-Roosevelt Mospitel Center, F Siagel. MD. Dept of Medicine. J Brown. MD.
Dept of Neaplastc Diseases. Mt. Sinei Medicel Center, J Wallsce. MD. Dept of Medicine, St. Vincent's
Mospitae! and Medrce! Center. D Sencer, MD, SM Friedman, MD, YM Feimen, MD, New York Crty Dept of
Health, R Rothenberg. MD, State Epidemiwologist, New York State Dept of Health, RK Sikes. DVM, Stete
Epidemciogist. Georges Dept of Muman Ruaun:n W Owen. MD. Bay Ares Physiciens foc Mumen Rights,
S Drita. MD. C Rendon, Bureeu of C 2 Dis Control, Sen Francisco Dept of Publc Heslith, J
Chin, MD. State tpodom:dogm Californis Dept of Heelth Sves: J Sonnsbend, MD. Uniformed Sves Uni-
versity of Neeslth Sciences. Bethesds. E israel, MD. State Epiderniologist. Maryland State Dept of Heelth
ond Ments! Hygiene. Specis! Studies Br. Center for Environments! Health, Div of Vics! Deseases. Div of
Most Factors, Center for Infectious Diseases, Freld Svcs Div, Epidemiology Progrem Otfxce. Task Force on
Keposi‘s Sercoma and Opportunistic nfections. Office of the Centers Director. COC.

Editorisl Note: The report above documaents the occurrence of ceses of unexplained, persis-
tent, generslized lymphadenopathy smong homosexus! maies. There are many known ceuses
of generalized lymphadenopathy including vira! infections (e g.. %%g‘_o’_c_@_\n mono-
nucleos:s, cytomegalovirus infection, rubelis), tuberculosis, disseminat ycobacterium
avium-intraceilulare, syphilis, other bacteris! and funga! infections, toxoplasmosis. connective
tissue disorders. hypersensitivity drug reactions, heroin use. snd neoplastic diseases lincluding
teukernia and lymphoma) (2} Csauses for the sient lymphsdenopathy smong patients
discussed above were sought but could not be identified.

This unexplained syndrome is of concern becsuse of current reports of Kaposi's sarcoms
XS) and opporturustic infections (Ol) that primarily involve homosaxus! males (1.3). Epide-
miologic charactenistics (age. racial composition, city of rasidence) of the homosexual ps-
tients with lymphadenopathy discussed hers are similar to those of the homosexusl KS/Ol
patents Thirty-two 44%} of 73 Kaposi's sarcoma patients and 14 (23%) of 81 Pneumocystis
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corinii preumOnia patients reported to CDC wn the perod mid-June 1981-Januery 1982 had
» history of lymphadencpathy before dugnosis (3). Mycobecterium avivm-mtraceliviere (an
opportunistic sgent) has been solated from the lymph nodes of » homosezusl pstient (4) 7
Moreover. the findings of anergy snd depressed T-tymphocyte heiper-to-suppressor rtios m !
_}m,_gf__(m _panents with lymphadenopathy suggest celitar mmune dysfunction Patents
with KS/Ol Fave had savare sbnormalites of ceNular immunity (5.6) The relationship be-
tween immunologic findings for patents with lymphadenopathy and patients with KS/Ol re-
mains 1o be determined
Although these cases have been identifed and defined on the basis of the presence of lym-
phadenopathy, this finding may be merely » manifestation of an underlying immunologic or
other disorder that needs to be characterized further. Virologic and immunologic studies of
many of these patients sre currently under way An anplysss of trends i ncidence for lympha-
denopathy over the past ssveral yesrs is being conducted to determine whether this syn-
drome is new snd whether homosexus! males are particularly affected Results of thase stud-
ies and foliow-up of these patients sre necessary before the clinical and eprdemiologec signifi-
cance of persistent, generalized lymphadenopsthy smong homosexus! males can be deter-
mined Homosexual male patients with unexplained, persistent, gensratized tymphadenopathy
should be followed for periodic review .

ARelerences
1 CDC Kaposi's ssrcoms and Pneumocystis preumomnd 3mong homosesusl men— New York City and
Celilornis MMWR 1981.30 305-8
T 2 Wintrobe MM Chrucsel hamatology 8th od Philadelphia Lea and Febwger. 1981 1279-81
3 CDC TYask Force on Kapos:'s Sercoms and Opportunistic Infectons Epidemiologic aspects of the
current outbreak of Kapos:'s sarcoma and opportunsic mnfections N Engl J Med 1982.306 248-52

1982 June 4.31:277-79
Ditfuse, Undifferentiated Non-Hodgkins
Lymphoma among Homosexus! Males — United States

A recent outbraak of Kaposi's sarcoma, Pneumocystis carinii pneumonia, and other 0ppor-
tunistic infections &XSOD involving homosexus! males and associsted with an acquired cellular
immunodeficiency syndrome has been described (1,2). While the psthogenesis of these dis- L
orders among homosexua! males in San Francisco was being studied, £ cases of ditfuse, un-
differentiated non-Hodgkins lymphoms (DUNHL) were diagnosed befween Warch 1981 end
Jenuary 1982. Because of the rarity of this malignancy and the potential relationship of these
cases to the KSOI syndrome, they are reported here.

Patient 1: A 28-yesr-old hospital clerk complained of back and shoulder pain starting in
sarty March 1981. Within a few days he had sweliing of tha right eye and an unsteady gait,
snd he was hospitalized on March 21. “Shotty” peripheral lymphadenopathy was present. A
biopsy of an orbital mass and sn entarged cervics! lymph node disclosed DUNHL. A mye-
logram revested 8 T4-T6 block by an extradursl mass. Radiation and chemotherapy led to
complete remission. In September 1981, snother tumor in the spinal cord was trested with rs-
diation. The ensuing remission was temporsry, snd the patient died with disseminated DUNHL
on Janwary 15, 1982,

Putiont 2: A 33-year-old nurse developed 8 tumor in his left lower jaw in October 1981.
Penicillin was given for a suspected abscess, but the mass enlarged. A biopsy on November
24 disclosed DUNHL. Tumor celis contasined surface IgM. kappa type. indicating a B-cefl .
tumor. The tumor involved » left axilisry lymph node, the retroperitoneum, the bone marrow, N4 4 Q
and the meninges. Generalized “reactive” lymphadenopathy snd mild splenomaegaly wers pre- ! 4 .
sent. Systemic and intrathecal chemotherapy led 1o temporary tumor regression; the pstient
relapsed snd died in March 1982,

Patient 3: A 35-yesr-old jenitor developed an enlarged cervicel lymph node in October
1981. A denta! extraction was performaed for & suspected abscess, but lymphadenopathy per-
sisted. A biopsy on December 12 revesied DUNHL. Tumor cells contained surfece IgM, kapps
type. Tumor was detected in the medisstinum, retroperitoneum, both kidneys, bons marow,
and meninges. Moderate generalized lymphadenopsthy and splenomegsly were present. Sys-
temic and intrathecs! chemotherapy led to rapid tumor regression; howsver, this pstient has
recantly relapsed.

Putiont 4: A 24-year-old clerk developed backache snd fatigue in November 1981. On
January 21, 1982, an exploratory laparotomy showsd DUNHL with extensive retroperitones!
involvement. Tumor celts contained surface IgM, kapps type. Combination chemotherspy has
ed to complete remission.
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AI these patients were homosexual males living in San Francisco. They had no known con-

of, NO KNOWN SEXU. rs m.common, end had No known contact

with punorm with Kaposi's sarcoma XS). W‘—_ﬂﬂ

of such drugs as nitrite inhsiants, smphetsmines, snd marijuans. Medical histories indicsted

patients had had " s ag hepatitis B. ans! warts, gonorrhes,

and syphilis. All patients had generslized nmphmnopn:mi' had splenomegaly of un-
certain duration. Detailed virology and immunology studies are in progress.

Reported by R 2iegler. MD, G Wegner, MD, \R Medice! Contec, Sen Frencisco. JS Gr pen, 8OS. PND,
MRC Pth. EJ Shillitoe. BDS. PAD. D Greenspan, BOS. J Beckstesd. MD, C Cassevant, PRD. D Abrams,

MD, W Chan. DOS. S Sitveernen, DDS., F Lozede, DDS. University of Calitornie Sen Francisco. School of

Medicine and Dentistry, L Drew, MD, E Rosenbeum, MD, R Miner, BS, L Mintz, MD. J Gershow. MO,
R Weiss, MD, M1. Zion Mospital, San Frencisco, K Yamamote, MD, K Chick, MD, St Mary’s Mospitsl. Sen
Francisco, S Dritz. MD. MPH, Dapt of Pubiic Heelth, Sen Francisco, D Austin, MD. MPH, Dapt of Heelth
Svcs, Berkeley, J Chin, MD, State Epidemiologist, Celifarnis Dept of Heelth Svcs: W McGuire, MO, Uni-
versity of Winois Mospital, | lossifides, MD, Abrsham Lincoin School of Medicine. Chicego, 8J Francis.
MD. State Epidemiologist, Minois State Dept of Public Health: J Costs. MO, Netione! Cencer institute. Na-
tional Institvtes of Meslth. Chronic Diseese Div, Center for Enviconmental Nesith, Center Jor infecious
Disesses, the Tesk Force on Keposi's Sercoma end Oppoartunistic infections, COC. .-

Editorial Note: Since July 1981, CDC has received reports of 162 cases of Kapou $ 5$rCO-
ms smong young homosexusl males; the sbove report documents the possible appearance
of a second unusus! malignancy among this group of young males —ie.. DUNHL, » B-celt
tymphoma (3).

The difficulty in distinguishing DUNHL hmologscblly from Burkitt's lymphoma (BL) (3). 8
tumor often associated with Epstemn-Barr virus, and the lack of consensus on the classificaton
of non-Hodgkin’s lymphoma (NHL) (4) make the precise determination of incidence difficult
About 0.7%-2.4% of sil cases of NHL are DUNHL (4.5)—for 8 crude incidence rate of
0.06-0.21/100,000 populstion/yesr. No cases of DUNHL and only 1 case of BL were reported
in 1977-1980 smong 20-39 yesr olds to the Surveillance Epidemioiogy and End Results
Cancer Registry in the Sen Francisco-Oakland-Standsrd Metropolitan Statistical Ares. em-
phasizing the unusus! occurrence of 4 cases within 10 months in the San Francisco homo-

saxusl mal tion. CDC has also recen ived & report from Chicago of-snaTher —
____ cassotDUNHL gffacting » young homosaxual male,_ o~

Plaintiff's Exh. #0070

Undertying immune deficiency sppesrs fo be the common denominator for the develop-
ment of the opportunistic infections and tumors associated with the KSOI syndrome (6-8). A
similar syndrome, with an increased risk for NHL but a different time courss and spectrum of
opportunistic diseases, sppears among renal aliograft recipients (4.9). Lymphoreticular
tumors also occur much more frequently among patients with primary immunodsficiency dis-
orders {4). The cause of the acquired cefiulsr immunodeficiency among homosexus! males is
being studied.

This report of DUNHL suggests that more than one kind of tumor may occur in association
‘with the XSO! syndrome; assessment of these pstients’ immunologic findings will help to
document the relationship betweean such tumors and the KSOI syndrome. The full range of
poteatisl outcomes (e, opportunistic tumors snd infections) is probably only now being elu-
cidsted. Thers have also been recent case reports of other malignancies affecting the ‘homo-
saxusl population, including carcinoma of the anal rectum {70) snd squamous cefl carcinoma
of the ora! cavity (11.712). The éxcese of carcinoms of the anus and snal rectum appears to
antedats the onsat of KSO! syndrome (73). The relationship between these malignsncies and
the KSOI syndrome is uncertain.,

Many homosexuas! males with persistent, unexplained, generalized lymphadenopathy and
biopsies reportediy demonstrating only reactive hyperpiasia have 330 been reported to COC
and are under active investigation (74). Homosexusl males with clinicat findings similer to
DUNHL or lymphadenopathic KS (15) should be carsfully svaluated and foowed.

Referinces

1.Durack DT. Opportunistic infections and l(npou s sarcoma m homosexusl men N Eng J. Med
1901.305 1485-7 Ednons)

2.Conters for Dissase Control Task Force on Klpom s Sarcoma snd Opportunistic infections Epudemso-
logic aspects of the cuent outdresk of Kaposi's sercoms and opporturisc mfection. N Eng J Med
1982.308 248-52.

3 Grogen TM, Wambe RA, Kaplan HS. A comparstive study of Burkitt’s and non-Burktt’s “undifferen-
sated” makgnant lymphoma Cancer 1982.49 1817.28.

4.Groene MM Non-Hodgkin's lymphoma snd mycosis fungoides in: Cmtpdnnnbgv.ldhm
son M Schotenteld. JF Fraumen. eds, WlSundon Phbdow 1982:754-78.

S Natwonsl Cancer insttuts Surveitance ep ond incadence and mortsity dsts
1973-1977 Monograph §7 US Dwvum of Hum and Mumsn hwcn NI Pubhcabon NG
81.2330 Navonal Concer inetitute Bethesda. Maryland 20208 1981,
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{'/— 8 Gotted MS. Schrot! R Schauker HM. ot ol Preumocysiis Cornii preurnonis snd mucossl candudiesn
n previously hestthy homosexus! men evidence of s new acqured colludar enmunodehcency N Eng
JMed 1981,305 1425.31
7.Masur K. Michaiis MA. Groens JB. o1 8l An outbresk Of COMMUNIY-8CQUITSd Pneumnocystis convi
pneumong inital manifestations of cefivier immune dystunction N Eng JMed 1981.305 14318
8 Swegai FP, Lopez C. Hemmer GS, ot 8! Severe scquired mmmunodeticieny in Male hOMossxusls. Mani-
fested by chrome penans! ul ve Herpas simplex lesions N Eng J Med 1981.305 1439-44
§ Penn | Malignant lymphomas i organ trensplant recipents Transpisnt Proc 1981.13:738-8
10.Leach RD, EMs H C of the rectum ;n male h sls JR Soc Med 1981,74 490-1.
11 Conent MA, Volberding P. Fistcher V. Lozads Fl. Siverman § Squamous Ceft carcinoma in sexusl
v parmer of Kapos: sarcoms pabent Lancet 1982.1.286 Letrer
— 12 Lozads F, Stverman S, Conant MA New outbreak of ors! tumors, malignancies and infectious dis-
eases sirikes young male homosexusts Journsl of Californis Dentat Associsbion 1 982.10.39-42
L 13 Dahng JR, Werss NS. Kioplensten LL. Cochran LE. Chow WH, Daituku R. Correlates of homosexusi
behawior and the incidence of snal cancer JAMA 1982.247 1988-90
14 CDC. Persstent. generslzed  lymphadenopethy g hor i  males MMWR
1982.31:249-51
v 15 Scully RE, Mark EJ. McNeely BU Case records of the Massechusetts Genen! Hospitsl N Eng J Med
1982.306 657-68

1982 June 11:31:294-301

Update on Kaposi's Sarcoma and Opportunistic infections
in Previously Healthy Persons — United States

Betweoen June 1, 1931, and May 28, 1982. CDC received reports ofzs_sczgs'_o!_@_m-_
| Ty xsicoms (K5I andior serious opporiunistic infections (O). aspecially Preumocystis corinii
§ pheumonia ECFLWOM between 15 and 60 yesrs of age
© TOf the 355 281 (79"+wete homosexusl (or bisexuall men. 411127 were heterosexus! men.
20 1 7 were men of unknown sexual onentation. and 13 (4°%) were heterosexus! women
This proportion of heterosexuals (16 is hugher than previously described (1)
Frve states— California. Florids, New Jersey. New York, and Texas —accounted for 86° of
the reported cases The rest were reported by 15 other states New York was reported »s the
state of residence for 51° of homosexual male patients, 49% of the heterosexusl males, and

46°: of the females The median age at onset of symptoms was 36.0 years for homosexusl 6,.,0’
men. 31.5 yaars for heterosexus! men, snd 28.0 years for women The distribution of homo- . L., r
sexudl and heterosexus! KSOI cases by dste of onset is shown in Figurs 2. Overall, 69% of sl | W haﬁ .
reported cases have had onsat after January 1, 1981. e~

and female (73°%) heterosexua! patients than for homosexual patients {42%) (p<0.05). The | o™

o r fo
PCP accounted for a significantly higher proportion of the disgnoses for both male (63%) %, r/ ::j‘fbﬂ¢
v

e rat0 of homosexus! to heterosexus! males with PCP only, by ysar of onsat of symptoms, was ., . t\
. ( ; 51 in 1980. 3.1 in 1881 and 4:1 thus tar in 1882. Reported case-fatality ratios for PCP \ ™ et
U%v“ cases with onset in 1880 and 1981 were 85% and 47%, respectively, for homosexual men N WY e \
P and 67 and &1% for heterosexus! men The distribution of PCP cases by diagnos:s, sexusl (.j ‘ |
Q( M& onentation, race. and overall case-fatality ratio is shown in Table 1. ﬂ 24

,* Both male and female heterosexusl PCP patients were more likely than homosexual Pl/(“ E{j"f
patients 10 be black or Hispanic (p=0.0001). Of patients with PCP for whom drug-use infor- T

maton was known, 14° of homosexus! men had used intravenous drugs st some time com- _.Q ]
S parsd with 63 O hewrosexusi men =0.001) and 57% of heterosexus! women t ( /
( “©=0001)Table 11 ) X

Reported by Task Force on Kapasi's Sercoma end Opportumstic infections, Frid Swcs Dwv, Epedemiology
Progrem Oftfxce, COC

Editorial Note: Sexus! orientstion nformation was obtained from patiants by their physi-

cisns, and the accurscy of reporting cannot be determined. tharefore, comparisons betwean

KSOI cases mads on the basis of sexual orientation must be interpreted cautiously. Similsri-

ties between homosexual and heterosexus! cases in diagnoses and geographic and tempors!

distribution suggest that sk sre part of the same epidemic. Masur ot i (2) siso reported thet IN4g 4 qp’
tymphocyte dysfunction snd lymphopenis were similar in heterosexust snd hor usi cases

of PCP. However, ditferences in race, proportion of PCP cases, snd intravenous Grug use 8ug-

gest that risk factors may be different for these groups. A lsboratory and interview study of

heweroaaxusl patients with disgnosed KS, PCP, or other Ol is in progress to determine wheth-

o their ceftular immune function, results of virologic studies. medical history, sexus! practices,
drug use, and fe-style are similar to those of homosexusl patients.

*A ca3e is defined st Iness in 8 Person who 1) has either biopsy-proven KS or biopsy- or cutture-p
Etfe-thraatening opportunstic infection, 2) is under ¥3¢ 80. snd 3) has no history of sither Immunos;

Ve

pressive undertying illness Or imm
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FIGURE 2. Cases of KSO!l by specific diagnosis, year of onset, sex, and sexual orients
tion, United States, 1978-1962
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TABLE 1. Reported cases of Pneumocystis carinii pneumonia in previously healthy
persons, June 1, 1981-May 28, 1982, United States

Race -

Totsd White Black Hispanic Case-1stality rati V-Drug Use ¢

Homosexual .
men’ 18 80 22 15 51% 11/80 (14%)
Heterosexuat . H
men’ 26 8 1" [} 35% 17/26 (65%)

Heterosexus!

women® 0 1 4 2 50% \ a7 s
“Race dats lacking for 1 case ] ’ \\
tData not avaidable on sl cases )

1982 June 18:31:306-7
-—
Clustef of Kaposi’s Sercoma and Preumocystis carini/ Pneumonis
ong Homosexual Mals Residents of Los Angeles and
Orange Counties, Californis

Ll B B2 rd

In the period June 1, 1981-April 12, 1982, CDC received reports of 19 cases of\ /M
biopsy-confirmed Kaposi's sarcoma (KS) and/or Pneumocystis cerinii pneumonia "oq"l;b
{PCP) among previously hesithy homosexua! male residents of Los Angeies and j‘/"’
Orange counties, Calfornis. Following an unconfirmed report of possible sssocis- (,fM
tions among cases in southern Califomia, interviews were conducted with of 8 of yfﬂ“l

the patients still kiving and with the closs friends of 7 of the other 11 patients who
had died.
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Dsts on sexua! partners were obtained for 13 patients, 8 with XS and B with PCP.
For sny patient t0 be considered 8s 8 sexusl contact of another person, the reported
sxposurss of that patient had to be either substantisted or not denied by the other
person involved in the relationship (or by a closs friend of that person).

Within 5 yeasrs of the onset of symptoms, 9 patients (8 with KS and 3 with PCP)
had had sexusl contact with other patients with KS or PCP. Seven patients from Los
Angeles County had had sexus! contact with other petients from Los Angeles
County, snd 2 from Orange County had had sexus! contact with 1 patient who wes
not s resident of Celifornis. Four of the § patients had been exposed to more then 1
patient who had KS or PCP. Thres of the 6 patients with KS developed their symp-
tomns after sexual contact with persons who already had symptoms of KS. One of
these 3 patients developed symptoms of KS § months after sexus! contact, snother
patient developed symptoms 13 months after contact. snd s third patient developed
symptoms 22 months after contect.

The other 4 patients in the group of 13 had no known sexusl contsct with report-
od cases. However, 1 patient with KS had sn apparently hesithy sexus! partner in

with 2 persons with PCP; 1 patient with KS reported having had sexus!
contdct with 2 friends of the non-Califomian with KS; and 2 patients with PCP had
most of their anonymous contacts (xB80%) with persons in bathhouses sttended
frequently by other persons in Los Angeles with KS or PCP.

The 9 patients from Los Angeles snd Orange counties directly inked to other pa-
tients are part of san interconnected series of ceses that may include 15 additiona!
patients (11 with KS and 4 with PCP) from 8 other cities. The non-Californian with
KS mentioned sartier is part of this series. In addition to having had sexus! contact
with 2 patients with KS from Orange County, this patient said he had sexus! contact
with 1 patient with KS and 1 patient with PCP from New York City and 2 of the 3 pa-
tients with PCP from Los Angeiss County.

Reported by S Fennin, MD, County of Los Angeles Dept of Heslth Sves, MS Gottlisd, MD,
UCLA School of Medicine, JO Weisman, DO. E Rogolsky, MD, Los Angeles, T Prenderpest,
MD, County of Orange Dept of Public Heelth and Medics! Svcs, J Chin, MD, State Epidemiolo-
gist. California Dept of Health Svcs: AE Friedman-Kien. MO, L Laubenstein, MD, New York
University Medica! Center, S Friedman. MD, New York City Dept of Heahh, R Rothenberg. MD,
Stete Epidemivlogist, New York Heslth Dept. Tesk Force on Keposi's Sercoms and Oppor-
tunistic infections, CDC.

Editorial Note: An estimated 185,000-415,000 homosexus! males kvs in Los
Angeles County.® Assuming that they had a median of 13.5 to 50 differsnt sexus!
partners per year over the pest § mn,’hcprobcbiﬁtylhn7of 11 patients with
KS or PCP would have sexus! contact with any one of the other 18 reported patients
in Los Angeles County would seem to be remots. The probability that 2 petients
with KS lving in ditferent perts of Orange County would have sexus! contact with
the same non-Cslifornian with KS would sppesr t0 be even lower. Thus, observs-
tions in Los Angeles and Orange counties imply the existence of an unsxpected clus-
tor of cases.

The cluster in Los Angeles and Orange counties was identified on the basis of
sexus!l contact. One hypothesis consistent with the observations reported hers is
that infactious agents are being sexually transmitted smong homosexustly sctive
males. Infectious agents not yet identified may ceuse the eg_cgy_eolular immuno-

“Estimates of the homosexual male populstion sre derived from Kinsey ot al( 1) who reported

that 8% of adult males sre exclusively homosexus! snd that 18% have at least a3 much homo- -

Sexusl a3 heterosexus! sxperience for st least 3 years between the sges of 18 and 55 yeers;
ond the U. §. Buresu of the Census, which reported that spproximately 2,304.000 maies be-
tween the sges of 18 and 64 ysars fved in Los Angeles County in 1980.

*Estimates of sexus sctivity are derived from dats collactad by Jay and Young (2), indicsting
that 130 homosexus! male respondents in Los Angeles had » medisn of 13.5 different sexuel
pertnens in 1978, and from COC dats showing that 13 pstients with KS snd/or PCP in the Los
Angeles ares tended to report having more sexus! partners in the year before onest of syme-
mm-smmaw:wmmwmuvm.
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deficiency that appears to underie XS and/or PCP among homosexus! males (9-6).
i infectious agents cause thess Minesses, saxusl pertners of patients may be st in-
creased risk of developing KS snd/or PCP.

Another hypothesis to be considered is that sexus! contact with patients with KS
or PCP does not lead directly to .ggnd cellular immunodeficiency, but simply indi-
cates a certain style of life. number of homosexuslly sctive males who share
this kfestyle may be much smaller then the number of homosexus! males in the
genersl population.

Exposure to some substance (rather than an infectious agent) may eventusily
lead 1o immunodeficiency among s subsst of the homosexus! male population that
shares 3 particular style of kifs. For axample, Marmor st al. recently reported that
exposure to smyl nitrite was sssocisted with an increased risk of XS in New York
City (7). Exposure to inhalant sexus! stimulsnts, central-nervous-system stimulants,
and a variety of other “airest™ drugs was common among males belonging 1o the
cluster of cases of KS and PCP in Los Angeles and Orange counties.
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1982 July 9:31:363-81

Opportunistic Infections and Kaposi’s Sarcoma
smong Haitians in the United States

Reports of opportunistic infections and Kaposi's ssrcoma smong Maitians residing in the
United States have recently been received st CDC. A totsl of 34 cases in 5 states have been
reported to date

Rorida. From April 1. 1980, through June 20. 1982, 19 Haitian patients sdmitted to Jack-
30n Memorial Hospital. Miami. had culture, Biopsy. Of Butopsy evidence of opportunistic infec-
tions. and 1 other patient had biopsy- and sutopsy-confirmed Kaposi's sarcoms. The infec-
tions identitied included Pneumocystis carinii preumonie (6 patients), cryptococcs! meningitis
or fungemis (4), toxoplasmosis of the central nervous system (CNS) (7). Cendide albicans
esophagitis (7} and thrush (5), esophages! or disseminated cytomegslovirus infection (3), pro-
Qressive herpes simplex virus infection (1), disseminated tuberculosis (8). and chronic enteric
lsospors beli infection (2). Fourtesn patients had multiple opportunistic infections. Three ps-
tisnts had recurring infection. The clinical course has besn severe. 10 patients have died The
type of infection was initishy recognized st sutopsy for 6 patients.

The 20 patients ranged in age from 22 1o 43 years (mean 28.4 years); 17 were males Al
the pstients had been born in Hsiti and had resided in the Miami-Dade County arss for peniods
ranging from 1 month to 7 yesrs imedian 20.5 months). ’

When initisly seen. 18 of the 20 patients had peripheral lymphopenis (< 1,000 lymphocy-
tes/mm?). Skin tests performed on 17 patients with various combinstions of tuberculin,
mumps. streptokinase/streptodomase. Candide. end Trichaphyton sntigens were sil negetive.
Immunologic studies 8t CDC on specimens from the 11 patients tested showed severs T-cell
dysfunction. Monocionsl sntibody snalysis of periphersl-blood T-cell subsets revesied »
marked decresss of the T-helper cel subset with inversion of the normal ratio of T-helper to
T-suppressor cefts.

Of the 7 patients with histologically confirmed toxoplesmosis of the CNS. § have died. Be-
couse thers was no history of underlying conditions o¢ drugs associated with immunosuppres-
sion, CNS toxoplasmosis was not considersd in the premortem disgnosis of the first & ceses.
Pathology findings for ail these patients were confirmed with sn mmuno-peroxisse method
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for 1010piasmosis and. in ONE instance. with electron MICroscopy 8t wal Tachyzortes wers
the predominant form of the paresite observed. encysted 10ms were rare Of sbsent ;i Many
wasus biocks

n 86dition to the 20 ceses reported trom Miami, 8 Haitian fernale from Napiles. Flonda,
was reported 10 have P. corinii ppeumona

New York From July 1, 1981, through May 31, 1982, 10 Haitian residents of Brookiyn
were disgnosed as having the following opportunistic infections 2. cormu pneumonda (S pe-
bents). CNS toxoplasmosis (2], diaseminated cryptococcoss (1), ssophages! canddiass (1),
and disseminated tuberculosis (2) None had any underlying disesse or history of therapy
known 10 Cause immunosuppression Five dwed of their miections

AN 10 patients were males and ranged in sge from 22 to 37 vears Exght stated they were
heterosexusl; the sexus! orentation of the other 2 was not known One pstent gave 8 history n
of intravenous (IV] drug sbuse, 8 denied drug sbuse. and for 1. no information was availsble
on Orug use The 10 had resided in the United States for periods ranging from 3 months to 8
years (the majority, for 2 years of less). At least 1 pstient had onset of iiness before srriving n
the United Ststes immunologic studies performed st CDC on specimens from 2 petients
showed rasults comparable to those for the 11 patients from Miami.

Other Sistes Opportunistic infections or Ksposi‘s sarcoms were also reporied for 3 other
Haitians located in California, Georgia. and New Jersey All 3 were heterosaxus! meles who
Genved IV drug sbuse One patent had P. carinii preumonia, snother had Ksposi's_sarcoma,
and the third had ssophages! candidiasis
Reported by GT Hensiey. MD, LB Moskowitz. MD. AE Pitchenik. MD. MA Frschl. MD. SZ Tabei MD. P
Kory. MD. MJ Post, MD. FK Coniey. MD (Stanford Umiversity Schoo! of Medwcmel, G Deckinson, MO, D
Becker, MD, A Fournier, MD. M O Connell, MD. G Scott, MD. University of Muwmi School of Medicne, RA
Morpen, MD. JQ Cleveland, MD. Dede County Heslth Dept. M Tenns. Metropoliten Dede County MT °
Jonowski, MPH, RA Gunn, MD. MPH, State Epsdemiologist. Florida Dept of Mealth end Rehabdilitetive
Sves. J Viers. MD. S Landesman, MD. E Frank. MD. J Nadler. MD. Kings County Hospitel. SUNY Down-
state Medica! Center, Brookiyn. C Metroke, MD, T Nesh. MD. New York Hospitel, SM Fredman, MD. DJ
Sencer, MD, New York Crty Dept of Mealth. R Rothenberg. MD. Stete Epntemwigist. New York State Dept
of Mealth, T Howsrd, MD. Cedars.Sinai Medical Center. M Gottireb. MD. UCLA Medicel Center. S Fenmn,
&40, Los Angetes County Dept of Meaith Sves. J Chin, MD, State Ep:demiologist. Calitorrie Dept of
Hoolth Svcs. R Kapila, MD. New Jersey Coliege of Medicine and Dentigtry. IC Guerrerc. WE Parkin. DVM.
State Eprdermiologist. New Jersey Dopt of Heslth, J Mawkins. MD. Meowcal College of Georgia. RK Sikes,
DVM, State Epudemiciogist. Georpia Dept of Human Resources, Div of Perssitc Disoases. Dev of MHost
Foctors. Center for infectious Dvseases, Fld Svcs Div, Epioemiclogy Progrem Office. Task Force on
Keposi's Sarcoma end Opportunistic infections. coC
EdHorisl Note: The occurrence of severe opportunistic infections among 32 Hailiansreceat.
ty entering the United States is 8 new phenomepan The in vitro immunologic findings and the
high mortality rate (nesrlty 50%) for these wmmwm
smong homosexual males snd IV drug sbusers (1-4) None of the 23 Haitian males Ques-

[ osexual activity, and only 1 of 26 gave 8 history of IV drug sbuse —sub-
stantisfly lower than the prevaience reported for heterosexual patients of other racisl/ethnic
groups who had Kaposi's ssrcoma of opportunistic infections. Of the 34 patwents discussed
sbove with opportunistic infections or Keposi's sarcoms. 30 (88%) were males. All patients
wers between 20 and 45 years of age Dats from medical screening of 10.780 Haitians enter-
ing the United States between March snd November 1880 indicated that 73% were adutt
males. Only 2% of those screened were <12 ysars okd. and over 90% ware <45 years old (5

The occurrence of opportunistic infections smong adutt Haitisns with no history of under-
lying immunosuppressive therapy or dissase has not been reported previously_However. 11
cases of dissaminated K8posi's sarcoma have besn disgnosed by dermatologists in
Prince, Haiti, over 3 perod O yeors {6). Teason for the high prevalence of dis-

. semingted fubercuosis smong the group of patients discussed sbove is not known. but 8
Ngh prevatence of tuberculosis has been documented among recent Haitian entrants (7), ond 701 ZOO
the diseass has been reported 10 disseminate mors frequently amMong persons who are mmu-
nocompromised (8.9).

To date, it has not been established whather the cases of toxoplasmosis represent reacti-
vation of oid lesions scquired in Haiti or whether they are progressive primary infections ac-
quired in the United States. However, serum specimens obtained from 2 patients in Miami and
tested at CDC by indirect immuno-fiuorescence BIF! were negstive for IgM sntibody to Taro-
plasme. This suggests that the infections of these 2 patients wers not recent! red. -
logic tests_such & s helpld in establishing or excluding 8 diagnosis of toxo-

—~ptesrnios's for patients with CNS symptoms_Tachyzoites in tissus specimens can be visusiized
mors stectively using Giemsa stain or 8 recently developed immuno-peroxidase mathod (10
han with the standard hamotoxylin and sosin staining
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Pneumocystis carinii Pneumonis among Persons witi{ Hemophllis A

CDC recently received reports of three coses of Pneumocystis cerinii phaumonia 8MOng.

__p¥ With hemmophia A end withoul other underlying disease Two have dwd, one remains
critically osexusl males, none had » history of intravenous I1V) drug

sbuse ANl had lymphopenia, snd the two patients who were specifically tested have had in
vitro laboratory evidence of ceuler immune deficiency. The case reports follow.
Putient 1: A 82-ysar-o0ld resident of Wesichester Comlm with 8 _history of
_chronic_hepsiilis had fecarved frequent inyections of Factor VM_concentrate for severs
Mm_ophTia'El many yesrs In February 1981 .@mnn 1o experience weight loss snd vague
right upper quadrant abdominal discomfort s iated with laboratory evidencs of incressing
hepatic dysfunction. In December 1881, while hospitslized in Miami, Florida, for elective knee
surgery, he complsined of cough and fever. He was lymphopenic, snd chest X-ray reveaied in-
terstitia) infiltrates compatible with virs! pneumonia. He was digcharged in late December

after » brief course of corticosteroids sssociated with overall clinical improvemnant. He re-

turned in severe respiratory distress 8 few days leter. Open | ‘Opsy on January § reveslgd
- ——___P cadnii_for which he received sulfsmethoxszole/trimethoprim (SMZ Pl dunng the 2

frequent injections of tor Vil concentrate for several yesrs. Weight joss continued over 8
—pstiod of months Oropg.%al candidiasis was disgnosed in February 1982 He was hos: .

_pitalized in May 1982 with symptoms including nausea, vomiting. and recurrent fever

Plaintiff's Exh. #0070

weeks before death P. carinii pheumonia and micronodular cirhosis were documaented at

post-mortem examination.

Patient 2: A 59-year-old lifelong resident of Donv!r,E;dx. noted the onset of gradus!
weight loss, dysphagia associsted with pharyngitis. sphihous-kke uicers, and anjerior cervical
sdenopathy beginning in October 1880 As s patient with severe hemophilia, d received

Pneumonis med cytomegalovirus (CMV] were repestediy ident-
fied from lung tissue of nchisl secretions using histopathologic and cutture techniques
Therapy with SMZ/TMP and pentamidine isethionate continued until death on July 5, 1882
Laboratory evidence for cellular immune dysfunction included absent rnit'ogen responses and
depietion of the T-heliper lymphocyte cell population, relative increase in T-suppressor cells,
snd resultant inverted T-helper/T-suppressor ratio -

Petiont S: A previously heslthy 27-year-old kifelong resident of northeastern Oh'Adovul-
oped fever, urinary frequency end urgency, and extrems lassitude in July 1981.Me/had tre-
quently received parsnteral Factor Vil concentrate for mmﬂo__phi!iq Bilsters! pneumonis
wes diagnosad # October 1981, snd lung biopsy revealed P. cannii. He responded suc-
cessfulty to » S-EE: CGOreE Of ﬁi%ﬂ?. In Februsry 1982, he received ketoconazole to
suppress repested episodes of ors! candidiasis. He was hospitalized agsin in April with fever,
spienomegaly, snemia, snd lymphopenia. An sxtensive tumor work-up Including laparotomy)
chd not uncover an underlying malignancy Cuhtures of bone marrow, liver. mesenteric ymph
nodes, and blood graw Mycobecterivm svium. in vitro inmunological testing in March indicat-
od 8 reduction in absolute number of circulating T-cells. Subsaquent, more extensive testing
documented the lack of lymphocyte responsiveness to mitogens, sbsolute and relative de-
crease in T-heiper cefis, relstive increase in T-suppressor cells, and resultant inverted T-
helper/T-suppressor ratio.

For sach patient, records of the sdministration of Factor Vi concentrate wers reviewed to

numbers. NO two of the patients sre known 10 have received

-~ “concentrate lots. :
Y. ronkrenz, MD, South Floride Mospite! Consortiumn for Infection Control. J Rubini, MD,

Cedars of Lebenon Haspital, Mismi, R Gunn, MO, State Epidemiologist. Fiorica Dept of Health and Rehas-
bilitative Swvcs, CR Horsburgh. MD, T Collins. MD, U Hasibs, MO, W Hathawsy. MD, University of Colo-
redo School of Medicine, W. Doig, MO, R Hophins, MD. Stats Epidemiologist Colorado Dept of Nesith, J
Eliott, MD, W Moppes, MD, | Petel, MD. Autimen Maspitel, Centon, CE Knll MO. Children's Mospital,
Akron, T Melpin, MD. State Epidemiologist. Dhio Dept of Health. Field Services Div, Epicemiology Pro-
grsm Office. Div of Host Factors. Center for Infac ious Drseeses, Tesk Force on Kaposi's Sercama and Op-
portunistic irfections, COC.

Editorial Note: Pneumocystis corinii preumonia has not been previously reported smong
hemophilia patients who have had no other underlying diseases snd have not had therspy
commonly associsted with immunosuppression. A review of the Parasitic Dissase Drug Ser-
vice's records of requests for pentamiding isethionate for 1980-1982 failed to identify
hemophilis among the underlying disorders of patients for whom pentamidine was requested
for Pneurnocystis canini therspy.
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thoss rucently observed smong certan individusis from the following groups homosaxus! .

Teles, heterosexuslk who sbuse V Ml ently entered the United

——Fistes (1-3] Although the cause 51 e severe immune oy funcSuris Irlrswh, e occur-

mmmhum«um sgwtbwmnm-mdu\wt

1s.
L, ia A S Mdmehuoctuunbvoaﬁcmynrnmv.
sctivity Thare sre sn nﬁmnod 20.000 patients with hemophiks A in the United States (4)
Severity of disease is classied according to percentage of endogenous Factor VIR activity
Approzimatety 60% of the 20,000 are classitied 8s severs, snd 40N sre classifed as mode:.
ste (€). Factor VIl deficiency can be treated with infravenous sdministration of exogenous
Factor VI as either cryoprecipitate made from individusl units of fresh frozen plasms or
tyophilized Factor VIl concentrate manufactured from plasma pools collectad from ss many
s 8 thousand ov mon donon

nuyeommmoe is wawmmmplumofmm 'hnlemd'-

sgnosing opportunistic infections in hemophilia patients who have not received amecedent

immunosuppressive therspy sre encouraged to report them to the CDC through'local end

state hesith departments.

Retorences

1 CDC. Follow-up on Kaposi's sarcoms end Pneumocystis pneumonia MMWR 1981.30 409-10

2. CDC Update on Kaposi's sarcoma and opportunistic mfections in previously hesithy persons — Unit-
od States MMWR 1882,31:294,300-1.

3 CDC Opportunistic infections snd Kaposi's g Haiti in the United States MMWR
1982.31:353-4,360-1.

4 Petit CR, Kisin HG Hemophiks, hemophiliacs and the hesith care delivery system Nn-onnl Heart and

Lung Institute. Drvision of Blood Diseases and Resources, Otfice of Prevention, Control, and Educs-

bon. DHEW Publication No (Nid) 76-871, 1976

1982 Sept 3:31.:465-67
Hepatitis B Virus Vaccine Safety: Report of an Inter-Agency Group

On June 25, 1982, the Immunization Practices Advisory Committee (ACW) recom-
mended using inactivated hepatitis B virus (HBV) vaccine for individusis who sre st
high risk for HBV infection because of their geographic origins, e styles, or expo-
sures to HBV at home or work (7). The recommendations included statements on vac-
cins sfficacy and safety. However, requests for additions! information on safety con-
tinue to be received, primarily becauss of the plasma origins of the antigen used to
prepare the vaccine. In response to these requests, the Inter-Agency Group to Monitor
Vaccine Development, Production, snd Usage, with representatives from the Centers
for Disease Contro! (CDC), Food snd Drug Administration (FDA), and Nations! insti-
tutes of Heslth (N}, has further reviewed the available dats. Its conclusions on vac-
cina production and safety evsaluation follow.

HBYV vaccine licensed in the United States is prepared from human plasmas contain-
ing hepatitis surface antigen (HBsAg) {2). Hypothetical side effects from the vaccine
include rsactions to blood substances or to infectious agents present in donor plasma.
In trials involving approximately 1900 persons, reactions among vaccine recipients
were compared with reactions among placebo recipients, and only minor immediste
complaints, primarily of soreness st the injection site, were observed (3, 4).Infectious
sgents that might be present in donor plasma are most likely to be viruses. Virus trang-
mission by blood or blood products requires the virus to circulste in plasma or in cellu-
Isr elements such as leukocytes. The chance of virus transmission incresses with the
durstion of the viremic stats. HBV is the only well-characterized extra-celular human
virus with a prolonged carrier state. Other agents, presumably viruses, which remain
unidentified despite their common sssocistion with post-transtusion hepstitis, are re-
sponsible for non-A/non-B hepetitis.

Beginning in 1978, s disease or group of diseases was recognized, manifested by
Kaposi's sarcoma and opportunistic infections, sssocisted with a specific defect in
cel-mediated immunity. This group of clinical entities, along with its specific immune
deficiency, is now called acquired immune deficiency syndrome (AIDS). The epide-
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miology of AIDS suggests an unidentified snd uncharacterized biood-borme agent as
8 possible cause of the undertying immunologic defect (5-7). Because ADDS occurs

. among populstions that sre sources of HBV-positive plasma, this syndrome should be
considered in regard to tha inherent safety of HBV vaccine.

Vaccine plasma donors are scresned, and only hesithy individuals (HBsAg positive)
sre selected. The plasmapheresis centers sre icensed and inspected by the FDA. A
physician gives each donor 8 complete physica!l sxsmination, which includes s history
snd suitable laboratory tests. At the time of esch donation, the donor’s hemoglobin,
hematocrit, and serum protein levels must be within normal kimits. HBsAg-positive
donors’ levels of serum aminotransferase activity sre permitted to exceed those limits
set for otherwise healthy donors, but they must be stabile.

The process for producing sach lot of licensed HBV vaccine is dnugnod to remove

or inactivate infectious HBV and other viruses from the desired immunogen, the 22
nm HBsAg perticle. The process relies on both biophysica! elimination of infectious
particles snd treatments which inactivate viruses (pepsin 8t pH 2, 8M ures, snd
formslin}. The slimination of infectious virus by biophysica! purification depends on
the density and flotational property of HBsAg in contrast with those of infectious virus
particles. The double ultracentrifugation process {isopyknic and rate zona!l has been
proven effective in removing 104 infectious doses of HBV/ml, as measured by chim-
panzee inoculation (8). Pepsin treatment alone (1 ug/mi, pH 2.0, 37 C for 18 hours)
inactivates 10* or more infectious doses of HBV/ml, as measured by chimpanzee
inoculstion, and has been shown to inactivate viruses in the rhabdovirus. poxvirus,
togavirus, reovirus, herpesvirus and coronavirus groups (9, 70). Urea treatment alone
{8M, 37 C for four hours) inactivates 10° or more infectious doses of HBV/ml and has
been shown to inactivate viruses in the rhabdovirus, myxovirus, poxvirus, togavirus,
reovirus, picornavirus, herpesvirus, and coronavirus groups (9). Slow viruses, char-
scterized by the viruses of kuru and Creutzfeld-Jakob disease, sre inactivated by 6M
utes, 3 lesser concentration than that routinely applied to the HBV vaccine (77).
Formalin alone inactivates HBV (9), ss well 8s many other virus groups, including par-
voviruses (12), retroviruses (13, 74) and the delta agent (75).

Each lot of HBV vaccine is tested for sterility, innocuousness in snimals, and pyro-
genicity and is free of detectable viruses, as shown by inoculation into both human
snd monkey cell-culture systems. Additionally. 22 doses of each vaccine lot are ino-
culated intravenously into four chimpanzees.

United States licensed vaccine (produced by Merck, Sharp, and Dohme) has been
given to over 18,000 persons, 6,000 of whom received vaccine between October
1875 and December 1881 and 13,000 of whom received itin 1982. The vaccine has
been demonstrated to protect recipients from HBV infection (3,4 ), and no evidence
of hepatitis has been observed as 8 result of HBV vaccination. Aiso, studies by CDC,
FDA, snd others of aminotransferase levels in chimpanzees snd humans confirm that
HBV vaccine does not transmit the non-A/non-B agent(s).

In three vaccine-placebo trials {two among homosexus! men between 1978 and
1980 [3.4] snd one smong hospital employees in 1881), 549, 714, and 664
persons, respectively, received vaccine, snd equal numbers received placebo. Follow-
up surveillance of participants in these studies was 24, 15, and 18 months,
respectively, sfter the first dose of vaccine with no cases of AIDS being reported. in
sddition to the vaccine/placebo trisls. 17,802 persons (including 8,94! health-care
workers and 5,985 healthy adults, children, and infants from non-high-risk group
settings) have received Merck HBY vaccing in various study settings. Periods of
follow-up of these vaccine recipients have ranged from a few months to over 7 years.
However, lots used in early studies may have been produced before the occurrence of
ADS. Some of the groups from which HBV vaccine is prepsred or for which it is
recommended are also at high risk for AIDS; therefors reports of AIDS smong donors
and vaccinees 8t some future time may be expected on the basis of chance slone.

To summarize, these findings support the ACIP statement on hepatitis vaccine: 1)
immediate side sffects are minimal after receipt of HBV vaccine; 2] no long-term resc-
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tions have been reported; 3) the purification and inactivation process is known 1o
inactivate representatives of sfl known groups of snimal viruses, 4) sach lo1 is safety
tested in primates: 5) no known casas of hepatitis B or non-A/non-B hepetitss have
been transmitted by the vaccine and no known occurrence of AIDS hey been sssociet-
od with the vaccine. :
Aeported by the inter-Agency Group to Monitor Veccine Development, Production, 00 Usoge
ropr ted by the Centers for Dii Control, FMWM‘MIDM“M‘W';_
stitutes of Heslth.
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Update on Acquired iImmune Deficiency Syndrome (AIDS)
— United States

Between June 1, 1881, and September 15, 1882, COC receivedreports of 593 cases of ac-
quired immunae deficiency syndrome (AIDS) * Death occurred in 243 cases 81%).

Arnalysis of reported AIDS cases shows that 51% had Pneumocystis csrinii poeumonis
PCP) without Keposi's sarcoma (XS) (with or without other “opportunistc” infections [00]]
predictive of cellulsr immunodeficiency); 30% had KS withoul PCP {with or without 001, 7%
had both PCP and KS (with or without OO1); and 12% had OO] with neither PCP nor KS The
overafl mortality rate for cases of PCP without KS (47%) was more than twice that for cases of
KS without PCP (21%), while the rate for cases of both PCP and KS (68%) wai more then three
times »s great The mortality rate for OO with neither KS nor PCP was 48%

The incidence of AIDS by date of diagnosis (sssuming an simost constam population st risk)
has roughly doubled every hatf-year since the second half of 1979 (Table 1) Anaverage of one
10 two cases are now disgnosed every day. Although the overall case-mortsinty rate for the cur-
rent total of 593 5 41%, the rate exceeds 60% for cases diagnosed over s yes ago.

Almost B0O% of reported AIDS cases in the United States were concentraied in six metropoli-
tan press. predominantly on the east and west coasts of the country (Table 2) This distribution
was not simply a refiection of population size in those areas; for exampie. the number of cases
per million populstion repored from June 1, 1981, to September 15, 1982, in New York City
and San Francisco was roughly 10 times greater than that of the entire country The 593 cases

“Formeriy refermed 10 85 K8posi's $4rcoma and opportunistic infections in previously hestthy persone (7 Y
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ware reported among residents of 27 states and the District of Columbua, end CDC has received
sdditiona! reports of 41 cases from 10 foreign countries .

Approximately 75% of AIDS cases occured among homosexua! or bisexus! maies (Table 3).
smong whom the reported pravaience of intravenous drug sbuse was 124 Among the 20% of
known heterosexus! cases (males and females), the prevalence of intravenous drug abuse wes
sbout 80%. Haitians residing in the United States constituted 6 1% of slicases (2), snd 50N of
the cases in which both homosexus! activity and intravenous drug sbuse wers denied Among
the 14 AIDS coses invoiving maies under 80 years old who were not homosexusls, intrsvenous
drug sbusers. or Haitians, two (14%) had hemophilie A T (3)

Reporied AIDS cases may be separated into groups based onthese risk factors homosexua!
or bissxusl males—75%, intravenous drug sbusers with no history of male homosexus!
Sctivity — 13%, Haitians with neither 8 history of homosexuslity nor s history of mtravenous
drug sbuse— 8%, persons with hemophis A who were not Haitians, homosaxusls. or intrave-
nous drug abusers —0.3%, snd persons in none of the other groups — 5%,

Reported by the Tesk Force on Acquired immune Deficiency Syndrome. CDC

Editorial Note: CDC defines 8 case of AIDS 85 » disease, at least moderately predictive of s
detect in cell-medisted immunity. occurring in 8 person with no known cause for dimnirished
resistance to that dis Such d inciude KS. PCP, and serious 0013 Disgnoses are
considered 10 fit the case definition only if based on sufficiently relabie methods (generally
histology or cutture). Howsver, this case definition may not include the fult spectrum of AIDS
manifestations. which may range from absence of symptoms {despite lsboratory evidence of
immune deficiency) to non-specific symptoms (e.g.. fever, weight loss, pgenerslized. persistent
lymphadenopathy) (4) to specific diseases that sre insufficiently predictive of celluiarimmuno-
deficiency to be inciuded in incidence monitoring (e.g.. tuberculosis, ora! candidusis. herpes
zoster) to malignant neoplasms that cause. as well as result from, immunodeficiency® (5).
Conversely, some patients who are considered AIDS cases on the basis of diseases only moder-
stely predictive of cellular immunodsficiency may not actuslly be immunodeficient and may not
be part of the current epidernic. Absence of » reliable, nexpensive. widely available test for
AIDS, however, may make the working case definition the best currently svailable for ncidence
Moniton

Two points in this update deserve emphasis First, the eventua! case-mortality rate of AIDS,
8 few ysars atter disgnosis, may be far Qreater than the 4 1% overall case-mortainty rate noted
sbove. Second. the reported incidence of AIDS has continued to increase rapidly. Only a small
percentage of cases have none of the identified risk factors (male homosexuslity, intrsvenous
drug abuse. Haitian origin, and perhaps hemophilia A). To av0oid » reporting biss. physicians
should report cases regardiess of the absence of these factors.

TABLE 1. Reported cases and case-mortality rates of AIDS, by haM-year of diagnosis, *
1878-1962, (as of September 15, 1982) — United States

Mal -year of diagnosis Cases Deaths Case-mortality rate (%)
1878 Tsthalf 1 1 100
2nd hatf . ] 5 83
1980 Tsthett v 13 76
2nd hat 26 22 85
1981 1sthat! 86 46 70
2nd hatf 141 79 86
1982 1sthait 249 67 27

*Excluding & cases with unknown dates of dagnosrs

14 thirg hemophiliac with preumocys1os:s excesded the 60-yaar age fimit of the AIDS case defivtion

"I’mc infections inciude pneumonia, meningitis. or encephalitis dus 1o one or more of the following
aspergiflosis. candichasis, cryp is. Cytomegslovirus. nocardiosis, strongylowdosis, toxoplasmos:s,
Zygomycosis. or stypics! mycob 08is (; ins other than tuberculosis or lepral, esophagmis due to
candidizsrs, cytomegalovirus. or herpes simplex virus, progressive muttifocs! lsukoencephaiopathy :
Chroruc enterocolitis (more than 4 weeks) due tocryptosporichos:s, or unususlly ext ¢ M

herpes simplex of More than § weeks durstion.

‘CDCW reports of sny cancer smong persons with AIDS snd of sslected rare lymphomas
Burkitt's or ditfuse, unditierentistad non-Kodgkng lyr phomas) smong p with 8 risk factor for AIDS .
This difers from the request for reports of AIDS cases regardiess of the absence of rek factors.

- )
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Physicisns sware of petients fitting the case Sehinition for AIDS sre requested 10 repon such
case3 10 COC through their locsl or state hesith depsrtments.
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TABLE 2. AIDS cases per million population,® by standsrd metropolitan statistical ares
(SMSA) of residence, reported from June 1, 1981 to September 15, 1982 — United States

Cames
SMSA of Porcontage por million
residence Casos of totel populatien
New York N Y 288 486 3.
SanFrancisco, Colif. 78 132 240
M, Flo 3 5.2 191
Newark, N.J 15 25 746
Mouston. Texas 1% 25 82
Los Angeies. Calif k2 6.2 49
Elsewhere (wrespective of SMSA) * 129 218 06
Tots! 593 26

“From the 1980 Census

TABLE 3. Cases of AIDS, by saxua! orientstion and intravenous drug abuse, reported

1000

from June 1, 1881, to September 15, 1982 — United States

Porceniage
distribution nirsvenous drug Porcentage
Sexusl bysexual abuse’ using
Sex erentstion Cases  erientstion Yos No Unknown verugs
Maie Homosexus! 445 750 42 300 103 123
or bisexusl
Heterosexus! 84 142 49 33 2 598
Unknown 30 51 "N ] $00
Fornale Hetsrosexual 34 5.7 20 12 2 625
Total 593 100.0 122 356 115 25

*Regardiess of when the last such activity occurred
te xcludeng Cases with unknown history of IV drug sbuse

1982 Nov 5:31:677-80

Acquired iImmune Deficiency Syndrome (AIDS):
Precautions for Clinica! and Laboratory Staffs

The etiology of the underlying immuna deficiencies seen in AIDS cases i unknown. One
hypothesis consistent with current observations is that a transmissibie sgent mey be
hohd.ﬂw.umhbnofhmm-mnmmlmhmhw,
direct contact involving mucosal surfaces, such 8s sexus! contact among homossxus! males,
uhoth.nnmlmmhnoecmmwmww

"TKMM hemophilia patients using F

. Airborne 8presd and interpersonsl spresd

ough casual contact do not seem Kkely. Thess patterns resembile the distribution of disesse
ndmoduotlprudofmmlm.mmmlwwxw-mmmw

smong AIDS cases.

There is presently no svidence of AIDS transmission to hospital personnet from contact
with sffectsd patients or chnical specimens. Because of concern sbout 3 possible tranemissi-
bis sgent, however, interim suggestions are appropriats to guide petient-care and lsboratory
M.MMMMhmmmm.mmnm
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prudent for hospital personnel 10 uss 1he BaMe Precautions when caring for patients with

ms.mwlumﬁ%fl_wwniouhﬁﬁehmum

fuids likely %0 have besn contamingted with blood sre considersd infectve. Specifically,

petient-care and lsborstory personnel should taks precsutions to svoid direct contect of skin

and mucous membranes with blood, blood products, excretions, sscretions, snd tssuss of

persons judged likely to have AIDS. The following precautions do not specifically address owut-

petient care. dents! coars, surgery, necropsy, or hemodialysis of AIDS patients In geners!,

procedures Wofuwmmmohhfocudwmhmmlmanw
snd orgens of AIDS pstients should not be duneted. o

>~ “The precautions that follow are adviséd for persons snd spacimens from persons with: op-
portunistic infections that ars nOt associated with underlying Immunosuppressiys disesse or
therspy. Keposi's sarcoms (patents under 80 yesrs of sge). Chronic generslized
iymphadenopathy. unexplained weight loss snd/or prolonged unexplasined fever in persons
who belong 10 groups with apparently incressed risks of AIDS homosexusl males, intrave-
nous drug sbusers, Maitisn entrants, hemophiliacs); snd possible AIDS thospitalized for
evaluation). Hospitsis and lsboratories should adapt the following suggested precautions to
their individus! circumstances; these recommendations are not mesnt to restrict hospitsils
from implementing additions! precautions.

A. The following precautions sre advised in providing care to AIDS petients.

1. Extrsordinery cere must be teken to svoid accidental wounds from sharp instruments
contaminsted with potentiafly infectious material and to avoid contsct of open skin le-
sions with material from AIDS petients.

2. Gioves should be worm when handling blood specimens, blood-sofed items, body fluids,
excretions, and secretions, as well as surfaces, matsrials, snd objects exposed to them.

3. Gowns should be wom when clothing may be soiled with body fuids, blood, sacretions,
Or sxcretions.

4. Hands should be washed after removing gowns snd gloves and befors leaving the rooms
of known or suspected AIDS patients. Hands should aiso be washed thoroughly and im-
mediately if they bacome contaminsted with blood.

5. Blood and other spacimens should be labsied prominently with » specis! warning, such
88 “Blood Precautions™ or "AIDS Precautions.” if the outside of the specimen contsiner is
visibly contaminated with blood, it should be clesned with s disinfectant (such as » 1:10
dilution of §.25% sodium hypochlorite [housshold bisach) with water). Al biood speci-
mens should be placed in 8 second container, such s an impervious bag. for transport.
The container or beg should be sxemined carefully for lasks or cracks.

8. Blood spills should be clesned up promptly with » disinfectsnt solution, such es sodium
hypochlorite (see sbove).

7. MWWMMMMdi\minmmemmNnvybw
"AIDS Precautions” or "Biood Precautions™ befors being sent for reprocessing or
disposal. Alterratively, such contaminated items may bs placed in plastic begs of » par-
Siculsr color designated solely for dispossl of infectious wastes by the hospital. Disposs-
ble iterns should be incinerated or disposed of in accord with the hospital's policies for
disposal of infectous wastes. Reussble items should be reprocessed in accord with
hospita! policies for hepatitis B virus-contaminated items. Lensed instruments should be
sterilized sfter use on AIDS patients.

8. Needles should not be bent sfter use. but should be promptly plsced in 8 puncturs-
resistant contsiner used solely for such disposal. Needies should not be reinserted into
their original shesths before being discarded into the container, since this is 8 common
causs of nesdis injury.

9. Disposabdle syringes and needies sre preferred. Only needie-locking syringes or one-piece
nesdie-syringe units should be wsed to sapirste fluids from patients, 80 that collected
fluid can be safely discharged through the needis, if desired. If reusable syringes are
omployed, they should be decontaminsted before reprocessing.

10. A private room is indicated for patients who are too il to use good hygiens, such as
those with profuse disrthes, fecal incontinence, or altersd behavior secondary to centrat
nervous system infections.

Precautions appropriste for particulsr infections that concurrently occur in AIDS patients
should be sdded to the abowve, if nesded.

B. The following precautions sre advised for persons performing lsborstory tests or studies
on clinicsl specimens or other potentislly infectious materials (such as inoculsted Sssue
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outtures, embryonated eggs, snima! tissuss. #tc.) Trom known or suspected ADS cases

1. Mechenical pipetting devices should bs used for the menipulston of sl iquids in the
leborstory. Mouth pipetting should not be sllowsd.

2. Nesdies and syringes should be hendied »s stipulsted in Section A lsbove).

3. Laborstory costs, gowns, or uniforms should be wom while working with potentislly in-
fectous materials snd should be discarded appropristely before lesving the leborstory.

4. Gloves shoukd be worn to svoid skin contact with blood, specimens containing blood,
biood-solied items, body fluids, sxcretions, end secretions, 8s well as surfaces. materisis,
and objects exposed to them.

6. AR procedures snd manipulations of potentially infectious materisl should be performed
carefulty to minimize the creation of droplets and serosols.

8. Biologica! safety cadinets (Cless | or I} and other primary containment devices (e.g.. cen-
trifuge safety cups) srs advised whenever procedurss sre conducted that have » high
potential for cresting serosols or infectious Cropiets. These include ocentrituging, -
blending. sonicating. vigorous mixing. snd harvesting infected tissues from snimais or
embryonatsd eggs Fluorescent activeted cell sorters generate droplets that could poten-
tially result in infectious aerosols. Transiucent plastic shisiding between the droplet-
collecting sres and the squipmaent operator should be usad 1o reduce the presently uncer-
tsin magnitude of this nsk Primary containment devices are aiso usad in handiing mate-
rials that might contsin concentrated infectious agents or orgenisms in grester Quantities
than expected in clinics! specimens.

7. Laborstory work surfaces should be decontaminated with » disinfectant, such ss sodium
hypochlorite solution (ses AS above), following sny spifl of potentially infectious material
snd at the completion of work activities.

8. Al potentislly contaminated materisls used in leborstory tests should be
decontaminated, preferably by sutociaving, before disposs! or reprocessing.

9. Al personne! shouid wush their hands folowing complstion of lsborstory activities,
remaval of protective clothing. and before leaving the laborstory.

C. The following sdditions! precautions sre sdvisad for studies involving sxperimenta! sni-
mats inoculated with tissues or other potentially infectious materisls from individusls with
known or suspected AIDS.

1. Laborstory costs, gowns, or uniforms should be wom by personne! entering rooms hous-
ing inoculsted animats Certain nonhuman primates, such as chimpanzess, sre prone to
throw excreta and 10 spit 8t attendants; personne! attending inoculsted animais should
wesr moided surgics! masks snd gogples or other equipment sufficient to prevent poten-
tislty infective droplets from reaching the mucoss! surfaces of their mouths, nares, and
eyss. In addition, when handied, other snimsis may disturd excreta in ther bedding.
Thersfore, the above precautions should be taken when handling them.

2. Personnal should wesr gloves for all activities involving direct contact with experiments!
snimals and their bedding snd cages. Such manipulations should be performed carefully
10 minimize the crestion of serosols snd droplets.

3. Necropsy of experiments! animals should be conducted by personns! wesring gowns and
gloves. if procedures genersting serosols are performed, masks and goggles should be
wom.

4. Extrsordinery care must be taken to svoid accidenta! sticks or cuts with sharp instru-
ments contaminated with body fluids or tissues of sxperimentsl snimals inoculsted with
materis! from AIDS petients.

5. Animal cages should be decontsminated, preferably by sutocleving. befors they ars
cleanad and washed.

€. Only needle-locking syringes or one-piece needle-syringe units should bs used to inject
potentislly infectious fluids into experiments! snimals.

The above precautions sre intended to apply to both clinical and research laborstories. Bi-
ologics! safety cabinets and other safety squipment may not be genersily avsilable in clinicel
Isborstories. Assistance should be sought from a microbiology lsborstory, 8s needed. %o
sssure containment facilities are adequste to permit lsboratory tests t0 be conducted ssfely.
Reported by Hospital infections Program, Div of Virel Disesses, Div of Hout Factens, Div of Wopetitis and YINY DO

Virs! Enteritis, AIDS Activity. Conter for Infectious Dv Office of Bicsstety. COC: Div of Sefety. Ne-
sonsl institutes of Meslth.
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Cryptosporidiosis : Assessment of Chemotherapy of Males with
Acquired immune Deficlency Syndrome (AIDS)

$ince Decomber 1979, 21 males with severs, protracted diarthes caused by the perssite,
Cryptasporidium. have besn reported 1o COC by physicisns in Boston, Los Angeies, Newsrk.
New York, Philsdeiphia, snd San Frensisco. Al 21 have scquired immuns deficiency syndrome
AIDS). 20 are homosexusl; and one is & heterossxusl Haltisn. Their ages range trom 23 1o
82 years with 8 mean of 35.7 yeers. Most had other opportunistic infections or Kaposi's
ssrcoma in sddition to cryptosporidiosis. Eleven had Pneumocystis cerinii pneurnonis PCP):
nine had Candids esophagitis; two hed a disseminated Mycobecterium evium-intreceMuers
infection: one had 8 disseminsted cytomegasiovirus infection; and two had Keposi's sarcoms.
T-lymphocyts heiper-to-suppressor ratios were decressed (< 0.9) in ol 1& petients on
whom this test was performed. Fourtesn patients have died.

The liness attributed 1o Cryptosporidium was charscterized by chronic, profuss, watsry
disrrhes. The meen durstion of diarthes was 4 months, often continuing until the pationt’s
Geath. Bowel movement frequency ranged from six to 25 per day. The estimated maximum
volume of stool during ilness ranged from 1 to 17 liters per day with & mman of 3.8 liters per
day. Disgnosis of cryptosporidiosis was made by histologic examinstion of smaf bows! biops-
i3 (13 patients) or large bows! biopsies (four patients), or by stoo! sxsmination using 8 su-
crose concantration technique {18 patients) (7). More then one type of disgnostic method
was positive for savers! patients.

Table 1 shows the drugs given to the 21 patients while they hed diarrhes attributed to
Cryptosporidium. Only two pstients (8.5%) hsve had sustained resolution of their disrrhes
with negative follow-up stoo! sxaminations. The first was being treatsd with prednisons 80
mg daily) for chronic active hepatitis st the time his disrrhea began. When cryptosporidiosis
was disgnosed. he was started on diloxanide furoste (500 my thres times daily for 10 dayx),
and the prednisone was tapersd over 2 weeks and then stopped. Two weeks Ister, his disr-
rhes was improving; in another 2 weeks. his diarrhea had completely resoived. He has had no
disrthea for 8 months. Follow-up stoo! sxaminations 2 weeks and 6 weeks sfter discontinus-
tion of dioxanide furcate were negstive for Cryptosporidium.

Tha sacond patient, who siso had s clinical and parasitologic response, subsequently died
of PCP. in sarly Februasry 1982, 8 months before his desth, he had onset of watery disrrhes,
and 8 small bowe! biopsy showed Cryptesporidium. Trestment with furazokdone (100 mg
four imes & day) was initisted on May 5, and within 6 days, the petient had gained 1.1
kilograms (2.4 pounds); perentsral nutrition was discontinued, sithough he continued to pro-
duce s Kter of watery 5100l sach day. Ten days aftar trestment was startsd. his stools became
formed for the first time in 4 months, but Cryprospondium oocysts were still present. Furazo-
idmmimaudtoﬁOmfouﬁmuM.vadanoﬁumvwnW(10
days ster the higher dose of furszolidone was begun), the patient had one bowe! movement
8 day. but his stool was still positive for Cryptosporicium and remained positive despite con-
tinued use of furazolidone st 180 mg four times dally for s total of 2 months. At that ime,
two stool sxaminations falled to detact 0ocysts, and the furazohidons was stopped. One week
later, the patient developed PCP; despite trsstment with trimethoprim-sulfsmethoxszole, he
died 2 weeks fster on July 22. An sutopsy was not permitted.

After various traatment regimens. seven patients have had partial or transitory decreases
in their diarrhes. Two received no anti-parasitic drugs. A third patient temporsrily improved
sfter treatment with furszolidons (100 mg orally four times & dey for 7 daya), sithough 2
weeks olapsed betwesn the end of treatment with furszolidons and the onest of clinical
improvemnent. The patient's diarrhee sbated, but follow-up stoo! exsminstions remained posi-
tve for Cryptosporidiom. Three months after furazolidone therspy, he ogein developed
diarthes, and his stools wers positive for Cryptesporidium. Two pstents had less Glsrrhes
when given tetracycline. The first received Wetracycline 800 mg orally four times s day for &
months. His diarrhes decrsBsed from 12 watery stools to three 100se stools per day, but stool
examinstion sfter 4 months of therspy still showed Cryptosporidium. The second petient,
@ven the same treatment, siso hed s reduction in the numbaer of stools. When the drug was
discontinued, his diarrhes agsin incressed. ’

Twm'cmwmmmmmmumum
mhmmwmmnmommmg&mm-mm
of treatment, but both died within 1 week, snd sutopeies wers ROt sllowed. The first petient
mmmmm;mmmmmw.-mn
Pneumonia.
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The remsining 12 pstients heve had continuous. severs dierrhes. I sddition 10 the drugs
fisted in Yabie 1, bovine-transter factor has besn given to ONe patient and INtrevencus PAMMe
globulin 10 two petients; neither was effective. At present, 14 38.7% of the 21 individusie
heve died. end six s slive with persistent diarrhes. In 1o Instance was cryplosporidiosis
thought 10 be the direct cause of death, but the sssocieted severs mainutsition was often con-
sidered 8 contributing factor.

Shortly before cryptosporidiosis was recognized in ADS patients, investigetors st the US
Departmant of Agriculturs Nationsl Animal Disesse Centar INADC) began testing drugs for of -
ficacy sgainst Cryprosporidium in animais; results of thess initisl studies were published in
Februsry, 1982 (2). More recently, five additional drugs have besn evalusted at the NADC. .
Colves or pigs up to 14 days old without infection wers given the drugs orslly twice dally. One
ﬂyaﬂuha\nummmhmmw-*wmlmd
Cryptosporidium. The tollowing drugs (with doses in mg/kg/dey) were tested: smprolium
10.7), difiuvoromethylomithine (1250) pius bisomycin- 18 IM), dilioxsnide furcets (126.0),
dimetridezole (19.0), ipronidazole (23.8), lesslocid (0.7). metronidazole 23.8), monensin
4.8), oxytstracycline (50.0), pentamidine (10.0), quinacrine (11.9), sslinomyoin (8.0}, sulfs
quinoxaline (200.0), sultsdimidine {119.0), and trimethoprim {4.8) plus sulfediazine 23.8). Al-
though small numbers of snimals were tested in sach treatment group, no drugs prevented
fecsl shedding of oocysts or reduced the number of Cryprosporidisn sesn on intsstinel
biopsies. .
Asported by J Goldfard, MD, H Tenowitz, MD, Albert Einstein College of Medsxcine, Bronk, R Grossmen,
MD, Medice! Arts Center Wospitsl, C Bonanno, MD, D Keutmen, MD, P Ma, PhD, St Vincent's Medice!
Conter, R Soeve, MD, New York Hospital-Comel! Medicel Center. D Armstrong. MD, J Gold, MO, Memo-
na! Sioen-Kertening Cencer Center, S Dikman. MD, M Finkel, MD, K Secks, MO, My Sinsi Medica/ Center,

R Press. MD, New York University Medice! Center, D Williern, MD, St Luke’s-Rocsevell Mospitel, S
Friedman, MD, New York City Dept of Heaith, R Rothendery. MD, Swte Epidemiolgist, New York State

TABLE 1. Drugs used to trest males with cryptosporidiosis and AIDS

Dose and revte Number of Unchanged bnproved!  Curedy
Drug® of sdministrationt patients n ™ » ™ w ™)
No trestment - 2 0 ©0 2 (10000 0 00
Tni i 25 mg/kg QD 7 7 11000 0 ©O © ©O
sutfsmethoxszole of sulfamethoxszole
Trimethoprim/ 800 mg PO BO 4 4 (10000 0 ©OO0 O O
sulfamethoxazole of sutfamethoxazole
Furszolidone 100 mg PO QI0 (] 4 887 1 (187 1 (87
Furazolicone 300 mg PO QID 1 1 (10000 0 ©O © .©Oo
Metronidszole 760mg PO TD s 4 ®OO 1 @O © 0O
Metronidazole 760mg IV TD ] 0 ©O 1 (1000 ©0 OO
Pyrimethamine/ 25 mg PO per day . €« 1000 0 OO 0 0O
sults of pyrimethemine
Diloxsnide furosts 800 mg PO TD 3 2 ®87) 0 O 1™ (333
Quinacrine 100 mg PO TID 3 3 10000 0 0O © WO
Diodohydroxyquin 880 mg PO TID 2 2 1000 0 OO © KO
Tetracycline $00 mg PO QID 3 1 (333 2 ®es O OO
Doxycyciine 100 mg PO per doy 2 2 000 ¢ OO O 0o
Pentamidine 4 mg/kg M per dey 2 2 (1000 0 O © ©O
Chioroquine/ 500 mg PO per dey of 1 1000 0 ®O ©0 OO
primaquine chioroquine

*Some pstients received more than one drug.

180D = twice daity; TID = three times deily; QID = four times deily; PO = oraly; IV & intrevenously
in numbder of stools by st lesst 5O%.

YAbeance of dirrhes for mors then 2 weeks and 81001 sxemingtion negstive for Cryptosporidium.

*m » By related 10 s10pping prednisons.

WIover »
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. Mdm.-:M&WMM.&M.MMnDNMWL&-
¥ Jorsey Scate Dapt of Neaith, £ Bergauist. MO. Themas Joffersen Univers ity Nespitel, Priledeiphis, CW

: Neys, MO, Swmte Epiderruciogist, Psnnsyfvenia Saete Dept of HesRh; P Fergecs. MD, Lohey Ciidic Meodica!
Conter. Burlington, L Weinstein, MO, Brigham and Women's Nespital, Boston, NJ Fiumers, MO, Stste
Epicmiologist, Messachusetts Smte Dapt of Public Mesith. D Busch. MO, Sen Frencisco, M Derszin, MO,
M Gortiieb, MO, J Metthew, MO, W Weinstein, MO, UCLA Center for Heelth Sciences, J Chin, MD, Stete
Epidemniclogist, Coelitornie Dept of Meslth Sves; N Moon, PAD. Netions! Anime! Dissese Contec Ames,
lows, AIDS Activity, Div of Perssitic Disssses, Conter for infectiovs Disesses, COC.

Sditorial Note: Cryptosporidium is 3 protozosn parasits; itis » woll recognized causs of dier-

hes hmo.mwM.wmmnMMWﬂmamhw

(3). Individuals with normel immune function who heve developed cryptosporidiosis have

sefi-imited diarrhes lasting 1-2 weeks, but immunosuppressed individuals have developed
chronic diarthes. An effective drug 1o trest cryptosporidiosis has not besn identifiad, and the
sbova reports are squally discouraging. Of seven patients who are stitl fiving, only one has no
diarrhes 8t present. His recovery coincided with trestment with diloxanide furosts and discon-
- tinuation of prednisone. it seems unlikely that diloxanide furoste was responsidle for his
: recovery, since three other patients who received the drug did not respond, and the drug was
: inetfective in experimentally infected pigs given nesrly six times the recommended human
dose. R is similarly difficult to be certain that improvement reported in other, patients was dus
to the drugs they received because only 8 faw patients receiving s drug responded, responses
weore brisf, and the same or similar drugs wers ineffective in preventing infaction in experimen-
ta! animals. The ditficutty in intarpreting isolated responses is underscored by the two patients
who improved before sny specific therspy began.

Since none of the drugs reported sbove asppesrs clesrly efficacious, sdditions! tests of
other anti-parasitic drugs in animals sre needed. Until an effective drug for cryptosporidiosis
i identified or the underlying immune daficiency in pstients with AIDS becomes correctable,
management of diarrhes dus to cryptosporidiosis will continue to focus on supportive care.
Aeforences

1. Anderson BC. Patterns of shedding of cryptosporidisl cocysts in idaho calves. J Am Vet Med Assoc
1981; 178:982-4.

2. Moon KW, Woode GN, Ahrens FA. Attempted chemoprophyisxis of cryptosporidiosis in calves Vet
Roc 1982; 110:181.

3. COC. Human cryptosporidiosis — Alsbams. MMWR 1982; 31:252-4.

1982 Dec 10:31:644-52

Update on Acquired immune Deficiency Syndrome (AIDS)
among Pstients with Hemophilia A

In July 1982, three heterosexusl hemophilia A patients, who had developed Pneumnocystis
ceninii pneumonia snd other opportunistic infections, wers reported (7). Each had in vitro evi-
dence of lymphopenia snd two patients who were specifically tested had evidence of T-
lymphocyte sbnormatities. All three have since died. in the intervening 4 months, four sddi-
tions! heterosexual hemophilia A patients have developed one or mors opportunistic infec-
tions accompanied by in-vitro evidence of cellular immune deficiency these four AIDS cases
and one highly suspect case are pressnted below. Dats from inquiries sbout the patients’
sexual activities. drug usage. trave!, and residence provide no suggestion that disease could
havs been acquired through contsct with each other, with homosexusls, with Bicit drug
sbusers, or with Haitian immigrants —groups st increased risk for AIDS compered with the
genenal US. populstion. AR these patients have received Factor VIll concentrates, snd ail but
one have slso received other biood components.

Case 1: A 55-yaar-cld severe hemophiliac from Alabama developed snorexia and pro-
gressive weight loss beginning in September 1981. He had devsloped adult-onset diabstes
mellitus in 1973, which had required insulin therapy since 1978. He had had acuts hepatitis
ftype unknown! in 1976. In Merch 1982, he was hospitalized for herpes zoster and » 17-kg
weight loss. Hepatosplenomegaly was noted. The absoiute lymphocyts count was 850/mm3.
Liver enzymes were slevated; sntibodies 40 hepatitis B core and surface antigens were
present. A liver biopsy showed changes consistent with persistent hepatitis. Evslustion for sn
occult malignancy was negative. The zoster resoived following B days of sdenosine arabino-

In early June. he was readmitted with fever and respirstory symptoms. Chest x-ray
showed bibesilar infiltrates. No causative organism was identified, but clinical improvement
mqymammmmﬁmummmmuummdinu
on outpatient documented transient thrombocytopenis 163,000/mm?) and persistent inwer-
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sion of his T-heiper/T-suppressor retio (T, /T, #0.2). He was rescmitted for the third time in
sorty September with fever, chills and nONProductve cough. His cumulative weight Ioss was
now 47 kg Chest x-rsy demonstrated bilatersl pneumonis. snd open lung biopsy showed in-
fection with 2. cerinii He responded to Mowhouxobltrimothowin (SMZ/TMP). His T-coll
defects persist.

Case 2: A 10-ysar-oid severs hemophiliac from Pennsylvania had been trested with
Factor VIl concentrate on 8 home cars program. He had never required blood transfusion. He
had been remarkably hestthy until September 1982 when he experienced intermittent epi-
sodes of fever and vomiting Approximately 2 wesks later, he 8iso developed persistent
snorsxis, fatigue, sore throst, end nonproductive cough. On October 20. he was sdmitted to s
hospits! with 8 tempersture of 38.4 C (101.2 F] snd o respirstory rate of 80/min. Physics!
examination revesied cervical adenopathy but no splenomegaly. The absolute number of cir-
culating lymphocytes was low {580/mm?) and the T-heiper/T-suppressor ratic was markedty
reduced (T,/T, = 0.1). His piatelet count was 171,000/mm?. Serum leveis of igG. IgA. end
IgM were markedly elevated. Chest x-rays showed bilaters! pnuemonis snd sn open lung
biopsy revesled massive infiltration with P. cerinii end Cryptococcus neoformans. Intrsvenous
SMZ/TMP snd smphotericin B have led to marked clinical improvement, but the T-cefl sbnor-
malities persist. .. . .

Caso 3: A 49-year-old patient from Ohio with mild hemophilis had been trested relatively
infrequently with Factor VIl concentrate. During the summer of 1982, he noted dysphagia
and 3 weight loss of approximatsly 7 kg. in October. he was treated for celluiitis of the right
hand. Two weeks later, he was observed by 8 close relative to be dyspneic. He was sdmitted
in November with progressive dyspnes snd diaphoresis. Chest x-reys suggested diffuse
pneumonitis. His WBC count was 11,000/mm? with 8% lymphocytes (absolute lymphocyte
number 990/mm?). The T,/T, ratio was 0.25. Open lung biopsy revealed P. carinii. The patient
was trested with SMZ/TMP for 6 days with no improvement, and pentamidine issthionate
was sdded. Virus cuttures of sputum and chest tubs drainage ravesied herpes simplex virus.
He died on November 22.

Case 4: A 52-yssr-0k! severs hemophiliac from Missouri was sdmitted to 8 hospital in
April 1882 with fever, lymphadenopathy, and sbdominal pain. Persistently low numbers of

circulating lymphocytes were noted (480/mm?). Granulomats were seen on histopathologic *

examination of a bone marrow aspirate. Cultures were positive for Histoplasme capsulatum.
The patierit improved after therapy with amphotericin B. During the following summer and
earty fall, he developed fever, increasad weight loss, and difficulty thinking. On readmission in
earty November, he had esophagea! candidiasis. Laboratory tests showsd profound leukope-
nia and lymphopenis. A brain scan showed s left frontal mass, which was found to be an or-
genizing hematoma st the time of craniotomy. A chest x-rsy showed “fiutfy” pulmonary
infitrstes. Therspy with SMZ/TMP was begun. Explorstory lspsrotomy revsaled no
malignancy. A splensctomy was performed. Biopsies of liver, spleen, and lymph node tissues
wers negetive for M cepsuletumn gransiomata. The lymphoid tissue including the spleen
showed an sbsence-of lymphocytes. His totsl WBC declined to 400/mm? and the T,/T, cel
retio was 0.1. He died shortly therssfter.

Suspect Case: Described below is an additiona! highly suspect case that does not meet
the strict criteria defining AIDS. A 7-yug-old severe hemophilisc from Los Angsles had mild
madiattina! adenopathy on chest x-ray in September 1981. In March 1982, he deveioped »
spontanecus subdural hematoma requiring surgics! evacuation. In July, he deveioped
parotitis. In August, he developed pharyngitis and an associsted anterior and posterior cervicat

sdenopathy, which has not resoived. in late September, he developed herpes zoster over tha -

right thigh and buttock, snd ors! candidiasis . Chest x-rays revesied an increase of the medi-
ssting! adenopsathy and the appesrance of new perihilsr infitrates. In lste October, enisrge-
ment of the cervical nodes led to 8 lymph node biopsy. Architecturs! festures of the node
were grossly shteced, with depietion of lymphocytes. Heterophile tests were negative. igG,
b&andvad:mnlobnhd.l\bhauma&-dnducﬁonh'l’-hob«uls“.'l’ﬁ.
retio equel 0 0.4. Recent progressive adenoid enlargement hes Caused significant upper
Sirway obstruction snd resultant sissp spnes.

Reported by M-C Poon, MD, A Landsy, PRD, University of Alsbeme Medica! Center, J Alsxender, MO, Je!-

forson County Heelth Dept, W Birch, MO, State Epiderniciogist, Alebemae Dept of Hesith; ME Eyster, MD,

M Al-Mondhiry, MO, JO Bellerd, MO, Mershey Medics! Conter, E Witte, VMD, Div of Epidemiciogy. C
Hayes. MO, State Epidemioiogist. Pennsytvanie State Dept of Mestth. LO Pess. MD. JP Myers. MO. J
Politis, MO, R Goidberg MO, M Bhatti, MD. M Arnold, MD, J York, MD, Youngstown MHospital Associetion.
T Holpin, MD, State Epidemiclogist, Ohio Dept of Heslth, L Herweldt. MD, Weshington University Medicel
Contec A Spiveck. MD. Jewish Hospital St Lowis. HD Donnell MO, State Epidemiologist. Missowri Dapt
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of Meshh; D Aowers, w.tuMCMny1dmCM Modscel Conter, 8L
Fonnin, MD. Los Angeles County Dept of Heonth Swes. J Chin. MO, State Epidermipiogist. Cokforms State
Dapt of Hoslth; AIOS Activity, Div of Hest Fecters. Div of Virs! Dsessss. Conter for infoctiows Dssssses.
Fiokt Swes Div, Mmiabnhwa'la.wc
Sattorisl Note: These sdditions! cases of AIDS smong hemophilis A patients share severs!
mmmmmwcm Al but one are severs hemophikiscs, reQuir-
andFmﬂmmo.MMnWwwu
nfections. All heve been profoundty lymphopenic {< 1000 lymphocytes/mm?3) snd have had
ireversible deficiencies in T-lymphocytes. Chinics! improvement of opportunistic infections
-nhmtolﬂmszMMw.Twoolmm have died. .

in most instances, these patients have boen the first AIDS cases in their cities, states, or
regions They have hed no known common medications, OCCUPStions, hebits, types of pets.
uwmﬂmmmmdmlumlrnsm'nwmnmw

Although complete information is not available on brands ond lot numbers for the Fector
VE concentrate used by thess sdditions! five patients during the past few ysars, gtiorts to cot-
toct ond comparoMdmmwmﬁonobummmudbﬂhmwmmm
way. No common lot number has been found among the tots of Factor Vi given to the five ps-
tients from whom such information is currently available. )

Thess additional cases provide important perspectives on ADS in U.S. hemophiliacs. Two
of the patients described here are 10 yesrs of 8Qe or less, snd children with hemophilis must

increase, snd the iliness May pose 8 significant risk for patients with hemophilia
The Nationa! Hemophilis Foundation and CDC ars now conducting 8 nations! survey of
hemophilia trestment centers 10 estimate the preveiencs of AIDS-associated diseases during
{ the past 5 yesrs and to provide sctive surveiance of AIDS among patients with hemophilia.
{ Physicians sre encoursged to continue to report AIDS-suspect dissases smong hemophihs
: patients 10 the COC theough locs! and state health departments.
Aeference
1. CDC. Pneumocystis CRIINii PORUMOniS Imong persons with hemophika A MMWR 1982, 31.385-7

1982 Dec 10:31:652-54
Possible Transfusion-Associated Acquired Immune
Deficiency Syndrome (AIDS) — Califomnia

CODC has received 8 report of 8 20-month old infant from the San Francisco area who de-

veloped unexplained cellular immunodeficiency and Wn This occurred

’Wﬂ%\g.hm!mﬁeﬂd 1ets Gerived from the blood of 8
mele subsequently found to have the acquired immune deficiency syndrome (AIDS).

The hhnt.awhmm.wnddinndbycuuﬁ-nmmuorchs.1901.1"-00-
timated durstion of pregnancy was 33 weeks; and the infant weighed 2850 g. The mother
uumwhanwmmwndmwﬁum-m.mdnmm
done during this, her second, pregnancy .how.du-mmmmunm fetatis. The
mwmmmmmmMWIthucamuw-
pilcubinemia, six double-volume exchange wanstusions wers given over 8 4-dsy period.
mm1mmwmmcmmmhtmmmmm-.w-
NMM.WMM*N”&BMlOW.MMW
were iTadisted. . )

Atter dischorge in April 1981, the infant sppeared well, sithough hepstospienomegsly
was noted st age 4 months. At 7 months, he was hospitalized for trestment of severs otitis
M.MWWIMMWNM.MDM‘M
sge. he developed snorexis, vomiting, snd then jeundics. Transaminass levels were slevsted,
mmmslummAmsmwmmmmmm;mA
non-8 hepatitis was diagnosed.

Mummdm.ﬂuiﬂmwwmmmm
mwmmmmmmcmwmwumw
dm.mwwmmonmmwwtamh
m.rmmwm.Nmmmmmmew&
h«naldodcdbuu.?humﬁum.lbunmwum.ukmwmww
WuwumRMMWM¢MhWCMdmmM
m,ummnmmmmmu-m-hmm

wmummmmmmwmmmum

thrombocytopens.

01232

Plaintiff's Exh. #0070
PLTF004826

CGRA0000289_0029



-27-

The parents end brother of the infant are in good hestth. The perents srs heterosexusi non-
Haitions snd ¢o not have 3 history of intravenous drug sbuse. The infent had no known per-
sonal contact with an AIDS patient.
Investigation of the biood products received by the infent during his first month of ite has
revesied thet ons 0f the 19 donors was subsequently reported to heve AIDS. The donor, » 48-
yesr-0ld white male resident of Sen Francisco, was in spparently good hestth when he donst-
od blood on March 10, 1981. Plstelets derived from this blood were given to the infent on
March 11. Eight months lster, the donor complained of fatigue snd decressed sppstite. On
eoxamination, he had right sxillsry lymphadenopethy, end cotton-wool spots were seen in the N
reting of the left eys. During the next month, December 1981, he developed fever and severe
tachypnes and was hospitslized with biopsy-proven Pneumocystis cerinii pneumonis.
Although he improved on sntimicrobisl therspy snd was discharged sfter 8 1-month
' hospitslizetion, immunologic studies done in Merch 1982 showed severs celiuier immune
dysfunction typics! of AIDS. In April 1982, he developed fever and orsl candidissis. and
began to lose weight. A second hospitalization, beginning in June 1982, was complicsted by '
SsimoneNs sepsis. perisnal herpes simplex virus infection, encephslitis of unknown stiology. -
and disseminated Tytomegsiovirus infection. He died in August 1982.
Reported by A Ammann. MD. M Cowan. MD. D Wers, MD. Dept of Pedamtrcs, Univensty of California ot
San Frencisco, M Goidman, MD, N Perkins. MO, irwin Memonia! Biood Bank, R Lenzerott,, MD. J Gukert,
MD. A Duti, MD. St Francis Memorie! Hospitsl, S Dritz, MD, City/County Mealth Dept. Sen Frencisce, J
Chin, MD, Stete Epicdemioiogist. Colorra State Dept. of Neelth Svcs. Field Sves Drv, Epedemiology Pro-
pram Oftsce. AIDS Activity. Dev of Host Factors, Center for infectious Disseses. COC.
Editorial Note: The stiology of AJDS remains unknown, but its reported occurrence
- homosexual men, intravenous drug sbusers, snd persons with hemophilia A (7} suggests it
may be caused by an infectious sgent transmitted sexualty or through exposure to blood or
biood products. i the infant’s liness described in this report is AIDS, its occurrence following
receipt of blood products from & known AIDS cass adds support to the infectious-agent
hypothesis.
Several festurss of the infant’s liness resembie those seen among sdults with AIDS. Hy-
pergammaglobulinemis with T-call depietion and dysfunction are not typics! of any of the
$ weli-characterized congenital immunodeficiency syndromes (2), but sre similar to sbnormali-
-. ties describad in AIDS (2). Disseminated M. svium-intreceliviare infection, seen in this infant,
l is 8 reported manifestation of AIDS (€). Autoimmune thrombocytopenis. siso seen in this .
: infant, has been described among seversl homosexusl men with immune dysfunction typica! :
of ADS (5). Nonstheless. since thers is no dafinitive laboratory test for AIDS, sny interprets-
; . tion of this infant’s liness must be made with caution.
1 the platelet transtusion contsined an stiologic sgent for AIDS, one must assums that the
' sgent can be present in the blood of 8 donor befors onset of symptomatic Biness and that the
! incubation period for such Biness can be relatively long. This model for AIDS transmission is Mg
consistent with findings described in an investigation of » cluster of sexuslly releted ADDS
casas among homosexual men in southemn Celifomis (6).
Of the 788 definite AIDS cases among adults reported thus far %0 CDC, 42 {5.3%) belong
%0 no known risk group (Le., they sre not known to be homosaxually active men, intravenous
drug sbusers, Haitisns, or hemophiiacs). Two cases received blood products within 2 years
of the onsat of their Binesses and sre curtently under investigstion.
This report and continuing reports of AIDS smong persons with hemophilis A (7) raise
serious questions about the possidie transmission of AIDS through biood snd biood products.
The Assistant Secretary for Health is convening sn advisory commities 1o address these
Questions.
Reforonces
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