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ACQUIRED-IMMUNODEFICIENCY-LIKE'
SYNDROME IN TWO HAEMOPHILIACS

MARGARET V. .RAGN} Jessica }3: Lewis
JORL A, SPERO FRANKLIN A. BONTEMPO
Departinent of Medicing, Divition of Hematology/Ontology,
University of Pittsburgh Sehool of Mediting and the Hemopkitiz
Centre of Westernt Pernsylodnig, Central Blood Banik of Pirtsburgh,
Pittsturgh, Pennsytvania 15219, U.SA,

Summary  Theimmunological status offtwo multiply

transfused patients with severs haemophifia
A und diffuse lymphadenopathy was evalusted, But patiénts-
appeared clinically well dnd denfed homosexuality or
intraverious drug abuse. Immunologics! studies revealed
depressed celfufar immune: fanction-with anergy, felative
lymphopenia, dececased F helper ¢ells, and-increased T
suppressor eclls In both patients and an-altered Tehelpet
<l Tesuppressor-cell tatio in one, Hyperzesponsiveness of
the fomora] Fmmune $ystem was demonstrated by clevated
1gG and IgM. Lymphenode biopsy sevealed benign nof-
gpecific hyperplasiz inboth patients. The lymphadenopathy
! intmunological fegrures in these two hastiophilises bedr
niking.: resemblance to the acquired immunodeficiency
syndronie {AIDS) of homoseiuals, intravenous drug abusers,
aod Haitian immiigrants. These findings may represent a
pridromal phase of a forme fruste of AIDS, Transmission 6f
an infectious agent in blood products seems likely,

JAntroduction

ACQUIRED dysfunction of the cellular indrune system bas
been recognised in homoserualy;™? intravendus drug
abusers;™ Haktiag-refugees,”® and haeniophiliacs.?® This
syndrome, characterised by Iymphopenia, defective
Trlymphocyte funcifon, inda réversatof the T-helper-cell/ Tw
suppressor-cell ratid, hds been associated with an intredsed
visk of opportunistic infections and malignantincoplasms in
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determined by ineubation of Ficoll ‘Hypaquestparated
!}ymphocyics wih _phpohienagplutinin - and  .uitired
Bithymidine? Specimens for solation .of eytomegalovirus
{CIAV) weré eultured on foreskin fibroblasts. Lyph-node biopty
specimens were examined by the department of partiology.

Casereports
Patient'l
I'his 32.year-old White man with severe baemophiliz A has 2
faciore VI Tevef of <0+01 U/ml and i on home treatment with

+ facionVIH copentrater In 1980-81 he used 5680 units of factoz-

VI concentraté froms a single lot. He was noted to have lympha-
denwpathy at his 6-mbnth evatuation April 8, 1982, The hodes hid
been present for several months, buthie feh well He denied nalaise
or gysterhic syraptorns {weight foss, night sweats, fevst, prutitus).
Although he carsies anti-HBs and anth HBe, he has Bad no clinfeat
hepatitis, He dénied 2 histbry of Tatravénous drug qbuse, forcign:
tawel, or homosexuslity, Specifically, shere Wwas no known
bisexuality, promiscuity, ot contact with known AIDS eases, He ls
eoployed a3 8 weldce, Physical examination showed bilateral non-
tender adenopathy in the corviea), postetior ausiontar, oocipital,
supsaclavicnlas, adillary, abd inguinal -areat and po bepator
splenomndgaly. A *Monospot*test was negative, and IG-CMV titfes
-were 1116 {seronegdtive) on Apsl 13; 1982, and May 11, 1982,

A sight axitfary lymphenode Blopsy, carried out on Sept, 3, 1982,
under cover of ‘factor-VIIT concentrate, revealed ‘benign noe
specific hyperplasia, Acrobie, anaerobic, and CMV cultutes of the
node, as welk a3 sowears stained for Mycohaérerium, both typical and.
atypical, were negative; Urine, buffy-coat, 2nd throat cultutes were
negative for CMV, and he was dnergic to the following skin-test
antigens:. Candila, histoplismosis, mumps, and PPD. A beséline
chest Keray-Wwas wnrematkable, The results of Immunologie)

~$tudies ars shown in the sccompanying table, Whn evalusted on
Octa 5, 1982, be bad Tost 5 15 in weight but rémains well
Patient2

This 18-yéanold White man with severe haomophiliz Abes 2
factorVIH tevel of, <001 Ulml 4nd Is on clinic trestient with
fagtne-VHI concentrate. n 197879, the year before development
ofulenopathiy, heused 33 308 units of factof-ViH concentrate from
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otherwise Hellthy people, The causative ragent(s) of this IMMUNOLOGE
S iiped P ¢ FOUs) O YOLOGICAL DATA
acquired immunodeficiency. syAdrome (AIDS) have not &t * PRI R e ST E Trm :
been identified, We now report 4 strikingly similar disoides Te 4 Nomaluoge | Paticatd | Padiem?.
;n x}:\;g syxp};l)}l'or;\-ftte' haemophifiscs whh  diffuse f;fmﬂ:quu feliviap}  4100-30700 400 | as00
ymphadenopith phocytecannt (eellfull 20+40% (150040000 | 19% (574)] 26% (1344]
) T iyedphocyres 0% (1050~2800) | 74% (546)] 70% (301)
T hafpeecells “S0% (750~20005 " | 327 {280} 35% (400)
Methods
: ; ) Tsuppressot eclls 209 (00-800) . | 34% (207} 20% (343)
{Wo patients with severe hacmophilia A end  diffiise Tﬁ&nfa{pﬁm 1+0+3:0 3 .

. Siphadenopathy were evalusted In Seprember, 1982, a3 the Immanaglobulins: : 3 09 iz
Hemophilia-Center of Wesiern Pennsylvania-and Presbyrerian G (g/dp $75£201 1810 4550 .
University Ho&p:t‘a_di Corniplete and differentist blood counts were IeA {ong/d 202283 172 191
obtained on both pitfents, Serum immunoglobulins irere mcasured Tl (mg/dt) 93530 R 14 241
with nephelometty,?* and serum proveing and immune complexes  Sauimprotein elettro. ’ '
wete measured with agarosegel electrophoiesis S T cdl‘z Pzt i
Tncluding T helper cells and Tsuppressor celks, were measared wi Tourlproeeln (D] 60-8-3 7801 560 .
Ecrw cytomerry and monoclonel antibody (Becton: Dickinson)J Jfb«:m g“’,f; gf:gf 33 gg

OnDelg L . v30s . .
ymphotyle  responsivencss  to Phy:?h;cmggludmn was o1 e 0610 0059 076
. B W]  0s-1d e8] 031
—— e — — b4 (y‘dX) (2 i 114 1e8% & 3049
G, M. ANABWANT AND OTHERS: REFERENCES megntiniéd . * M :
"
6. Tucheua K Teerrtsont of Chlness kateazae wand soiom assimony ghuconatt, § T ipleres
T ° (octomat | i
7. €ty JD, Bryceson ADM . Qu of sooastipotes of Leashmanls & ils trera}
il pen i i TS L Ao oM A b panes) | i) s
« 8,508 Guges PO Chemorberesy of foudinaplal dscasest  sevosnt of for Autelogous plitms {cpr)| 2150 RN [:7> ) A A
T IR Guede 1953, 833 20988, - - - ,  ABpfhsEn (ppf 150 914+0 510+6
9.%£%£gmmvamwuxmm«.mpu MV (TpC) titre SRwroneptive {125 49
13 230 seroposits
1 Repany of e nformal meering ca the Chemodbenspy of visceral Jelihmantl ra 30. _—
TDRAHEMLEISHALA2.9, Geneva Woekd Health Qepaaisation, 1922, PHA o phnobaemapghatinia,
L3 . 4
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twelve different lots, In December, 1979, he was firstnoted to have
adenopathy in the posterior cervical and pccipital aveds. The
adenopathy progressed to inVolve the supraclaviculix area in
August, 1980, 2nd the amctior corvical, posterior suricular,
axiltory, and inguinal arcas in August, 1982, He'denies malalse or
symproms of welght loss, fever, sweats, or prurlws. There is no
history of intravenous drug sbiise-of recent forelgn travel. There |
was no history of homosexuality, or contact with known AIDS
cases, Though a carrier of sntizHBs and anti-HEBc, he has not had
clinical hepaitis, Physical examination showed biliteral dlon-tender .
adenoparhy in the ametior and posteiior cervical, posterior
auricular, occipital, supraciavicitar, axillary, and inguinatareas and
no hepatosplenomegaly, Préfiminary Isboratory data from
Decernber, 1979, revealed 2 negative mionospol test and
seronegative toxoplasmosis and CMV titres, Sorum IgG and IgM
levels were clevated ot that tiine to 2960 mpfdt and 228 mg/dl,
respectively. His only other medical problem was short stature ind
pubertal délay, for which he was treated with sublingual
testosterone proprionate berween February, 1979, and November,
1980, with improvement in both height and weight.

A right posterior cervical lymih-node biopsy, corsied out on Sepr,
29, 1982, under cover of factor-VIII concentrate, revealed bunign
non-specific hyperplasia, Culrtres of the iymph node for aerobie
2nd anaerobic bacreria and CMY were negative, as were smears for
Myeobacteriurm, both typical and etypical, Inaddition, hisbufly coat
was negative for CMV, He wes snergic 10 Candidy, histoplasmosis,
mumps, and PPD shn-test andigens. A baseline chest Tomy was
nnrernzrkable, Immumnologics] duea are shown in the table,

Discussion

Because of the reports of dequired mmuncdeficiency
syndrome in several gronps of people with a high freduency
of hepatitis-B exposure, inlcuding three hasmophitiacs with
opporunistic infections,’ We studied wo sympron-free
patients with severe haempphiliz A 96d lymphadenopathy.
Both haemophiliacs are treatéd with factoy-VIII copcentrate .
and have -evidénce of .chionic hepadtisE exposure,by
serological markers,

The detection of (1) 2 defective cellnlar immune system
with ancrgy, sbsolute lymphopenia, and reversal of the
T-helper-cel/ T-suppressor-cell ratio in éne of these two
hacmophiliacs and (2) ar intect but hyperfunctioning |
humoral immune system with hypergammagiobulinaemia
and benign nomspecific lymplenode hyperplasia in both-is
consistent with the diagnosis of AIDS, In the absence-of
.opportunistic infection Or malignant turgour,  thelf
pregentation with ssympromatic diffuse lymphadeaopathy
may represent 2 prodromal phase or a forme fruste of AIDS.
Some homusexuals have been cbserved to. have a similar
prodromal phase, ' .

Although vinises {such a5 hepatitis B, CMV, arid.herpes
simplex 2) and drugs {stich g5 amy! and isobutyl nitrates and
marijudtia) have been implicared, the aetiology of this
syndrome remains unknown, The presence of this ATDS-like
syndrome in hacmophiliacs suggests the possivility of
transmission by an infectious agent throigh blood products.

This study suggests that haerhophiliacs may beat increased
sisk for the acquired immunodeficiency syndrome end
sssociated infectious or malignant complications, Careful .
observation of these and other haemophiliacs for appearance

* of symptoms will be necessary to further our understanding

of this disorder.
Dr Kathy Krause for sdvice on immunological fudles and Ms Beverly
Schselner for preparation of the mahuscript, .,
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INCREASED SEROTONJX-2 BIND :
FRONTAL CORTEX OF SUICIDE VICTIMS -

Departments of Pyychlary and Phaghaacology, Wayne State .
trolt, Michigan 45267 \

./ propegfiies were studied in frontal cortex
from suicitle victim#and controls, The-number of 5-HT,
receptors was significantly higher (44%) i the suicide group. ™
The pdstsynaptic/receptor changes were consistent with .
previg s findings of 2 reduced nurmber of presynaptic
serojbriin recepfiors dn the same post-mottena series. The

ined findings of both studies suppory the decreased n 3
of serotonin jn suicide victims and way also throw light onthe
nrchani 'of action of antidepressant drugs.

INTRODUCTION

ALTPRED functioning of the serotoninergic system is E
impligated in depression and suicide,! Post-mortem studies 3
of sticide victims and depressives have revealed below- 3

nopmat Jevels of serpronin (S-hydroxytryptaraine {5-HTJ) R ¢
afd its principal metabolite 5-hydioxyindoleacetic acid - k)
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