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month of life in" the S-month-old son of 2

tient with hasmophilia &. He did not feed well, and inter-
fitial pne'umuhixia, iymphajdme;mhy, heparasplenomegaly,
nd 2 celiufar immune defect consistent with the acquired
Immunodeiiciency syndrome (AIDS) followed. Both parents
34 signs of pre-AIDS during the vear befora their sun's

iness. Transmission presumably occurred in 3 stepst
arstiteraily, via factor VI concentrare in the haemophiliac;

heteroseually, from the hamwphshau o han wifes and
versicatiy, from mother o infantoor via doge parf:m nfant
+ matesnal-infant contact Thls first report of AIDS in the
fild of 5 haemophiliac supporss the thenry thar ATDG 18
onmed by wn indcdous  sgent (,uncemme treated

hiemophiliacs may ransmir thas agent 15 thew spmses or

,hxidreu, resulting in pre-ATDS or AIDS.

thdwezism :

THL aeqmred immunsdeficiency syndrome (AIDS) has :
been: reptmed in sexual pariners and infants of homosexuals,
ntravennus drug abusers and: Haitians. 12 Several studies

ave reported no special risk for AIDS
asnormalities in the spouses and siblings of sympmx
imemophxhacs, 4 bt AIDS inthe wife of 2 haemﬁphm

observatmn; support: the lheory tbat pre- on be

ransmitted heterosexually to partners not otherwise at risk.

G ATDS and sugpest that AIDS can be transmitfed o'the
Frpring of haemophiliacs either vertically, through the
emale sexual pariners; or threngh close malemal—miam ar
yaternal-infant contact. :

Maﬁzmiq

A patient wﬂh hax:mapmha A andbiswife, thw %mumh—old 508,
and ks wife's 3 year-olt daughter by o previous narriags were
suamined in August, 1984, gt the Hemuphilia Centar of Westarn
Pennsylvania and Children’s Hospind of Pittsburghe The
hsemaphilise had also  evatugted in May and July 198
Crhmplets and differential blood-counts were obtamed, and T
yrphocytes, m:ludmg T hcipcr Selfls and T Suppressor cells, wers
couned by means of flow cytometry. ‘wrum immunogichuding
gere “measured with @ rate nayheienezer Cytuanagalovirys

atibody (1eGy and Epsteis-Bory virus {EBY} visal psui aaribody
YOASEGY were fhessured By woedns of
Huorescrnce. Lymolocyie responsiveness to phytohaesma

: cluﬁx:‘rs Conaining 8 least 25 celigy were idneific
The assay was tepgated with interieukin:?
ies Laboratories, Silver Springs, MDj prepared

Oral thrush deveiéprd dm‘mg the semnd :

'deveiry;z:d A chiest Xeray s

133

: (FHA) o pukewee:dmzmgzm (PWM) wasevaluated ina suspension-

cubture {microculture) sysierm, WIS Specimens for isolation of

TOmERRIOVITuE {QM% Were quVuﬂ:d on foresin fibrokdasts The:

the faxesenée of PHA and incubared for 7 davs ina

fied atmesphere at 17°C 978 Colonias frighs

-stimlated lymphocytes {after which was rernved

praphy’ at o concenteation of SWiplate: Antibody 1o

Symphotropic viras ype 1L GITLYAI was measured

iofhe western blot itchnzqzuz, with 4 humgn T-ymhphoid
iymphoma call-line 2a substrare:

Lasevrewm

Seponthnld whits male was bors 1o, 323 yoar
white woman with msulin-dependent disbetes

Canedlitas after 7 3bweek gestating, The antenatal fourse was
‘compdicated by vulviwaginal  candidiasic refraciocy o topical

antifunga! agents and an episode of Ketoacidosis during the Znd
trimester. Delivery was by caesarean scction before rupture of
merbranes, P tal problems included hvpoglycaemin and
Byperbilirubinaemin, which responded to phiototherapy. The boy
wag Breastfed for 2% months. During the Zod month oral thrush;

‘resistant ti fystatin and grntian vmla' developed. He did not feed

welly “and after 3 moaths tachypnoes and perisral cvanosis
d diffuse: bilateral infiltrares.

al-blood gas o S| supplementsry oxuygen was pii 7435, pCO;
5+%, bicarbumate 22, and pO, 145 The whitecell count was

20 ::Qf}/ul, with 48% polyraorphenuclear leucnoytes, 4%, bands; 1%

vtes and 45% fymphocyres: Although blosd-oulzures were

enile and a spingl wp showed 7 !ymghacytesi;d the patient was

1 ApICIn, Bcwusr nf pmgtemve respxramr i detcrssmmu

“Bro 'cﬁasasccﬂpys hmses:l no srmctura e ftct, and open iuug baopsy
»dexmmnmzi pulmonary interstitisl fbrosis and no wind
acterial anid ﬁ.mga? cultures were fegative; us was the

stE@n fer zud fas( bsv:alk }I*ss pmmanm oedema reﬁp@miad to
H it Ca sth i

15 sredts; whith fespundcé 1] m:ravmﬂus amp\uihm t!-xs infant -

d 1o tmprove and was sxtubated 3 weeks dater. Further

examination reveated ordl thrush, Iepaosplenomegaly, and
- dymphadercpathy i the cervical; axillary; and dnguinal srens.
CManyoithe nodes were 2 2 omisdiameter. A chest ¥-vay showed

hvperexpension with stresking infiltrates; no thiymic shadow was

Cppted. Antibiotis thzrapy was discontinued. Electrocardiogram
showed 13t drgres awinventeicular bluoks extreme rightauis
'dematmﬂ, and righe ventriculsr hypertronhy greater than sxpected

for Kisags. At echomardiogram shawedn thickenadleftventriclebut
no leit ventricalsr dyaﬁmwm Digoxin and - dinretics wers
dxsmmmumi withour: di Tests for legionella zntigen.

Igﬁ, and taxup}as 15G

£ 'gm

{VCA ‘G, VCA IgM} WLE al% 13

rhie ysrine and throat, snd his daitial (',MVJg(r titre waé >i'2§)
Immune camyskxes Wet positive and tha ammuclcar mﬂbacﬁy was

tevesnied

'xmmum)i g:cal studzes :
i

weight-on 3 24
Tepatosplenomegaly,
the chst infilteates

v - :
yézith severe ha‘énﬁmﬁ 3 A, with facmr i <€1 GE Ul‘mi He 3133

ith an fnverted

LIT.001.5042

PRSE0004341_0001



S IMMUNCGLGGICAL BATA

3

THELANCET, JANUARY 19,1985

o Patientand date r@;:.d

!
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"Nm el vadues are fm adu)x miea Valws ior ;m»u EDS fm lfsart 477*1*51 100"248, 68~’50 an\i 0~122wg/-ﬂ, rtsmqmly mf‘anh-:xc au~mz, aO-%
2640, -and =16+ T mgidl, sespecavely: and ‘&year <ofd childiess e 6801328, e 355, 95343, and (=169 mgldl, sespectivety,
Fdnan 2BEM tritiared thywmidine wptske i countsimin Thers were $ controls 6f Lioths sexez.

FMean =S EM eolunies par 7
ND=nos done:

been recoiving factor VIIE concenrate for § years. In Moy, 1983,
- splenamegaly and a low T hdperlsuppre:sw ratic {0+ 853 were
- noted. Both CMV-1gG and EBV-VEA-1eG ttres were posttives I
Jenuasy, 1984, dilfuse lymphadenopathy vias voted i the anterior
. and posterior carvical, mellary, and inguinad arens. Althiugh his has
- chronically pusitive: Rzepatm&-ﬁ aneibodies 2B anti- BB e
bas no clinical Bepatitis: He dended intravanous drug abuse and bad
monogamous sexual contact with his wife for thie 2 vearsbefore his
sod's itlngss. Heds employedasa murse’s sid ats mental hospival and
has had surgety on the right koee only. Theee has beenno waight:
loss, fever, or ralaize, but he has had disrvhosa mtermintentdy for 2
years, Physical exspainstion showsd small, whitish plaguss on the
£Ongue (conﬂtmed a8 Candida aa‘bwam}; bai;ttzfai nortender
adensopathy ‘in the anterior and posterior csrvieal, axillary, and.
inguinal areas, splenomagsly 3 o below the 168 contal miargin,
covehomycoses of il toes;, contact dermatitds of the serotum and
anus, and a0 sryrhematous, non-pruritic tashover the dorsunfths
arms. & rettal swab and steol c;xfmre showed o anterhs pathogms
and no ova or p oridiay were present in
hi stoal, There was o svidsnce of vascu itis or Kaposi's sarcoms. A
monotest was negative; andhe was nnereactive 1o an agergy panslof
candida, s, trichophyton, aod punified protein detivanve,
The results of irnnunadogical studies ave shown in the fadle.
Poient §.~The mothes of patient 1 and wife of patient Zisa
2%-year-old white woman with s &-your Ristery ofnsulin-dependent
diatwies. She works as a nusse at the mental hospital where her
 hushand 1s employed. Shie sssists withihe Infusionof her husbend’s
- factor VIt concentraie but denies contact with die preduct o
nexdies. She fas bean well, except for recursent vaginal candidiagis
which bas responded to antifungal cresms. fs x child, she bad »
murnber of allergies. Dring the Zodtrimester of her pregoanicy the
vulvovaginal candidiasis became reffaaary o tapical antifingals,
-and she had ketoacidosis, whick resolved. During the monghbrfore
bisth' she  moted asymplomstic  cervical and  inguinal
lvmphadenopathy, and for 2 days before and 10 days sfter delivery
“she had fevers (DIOLYF), chills, and sweats, which resclvsd
‘spontanecusly 3 weoeks fater. She dermiadintravenous drug shuse and
had monggamous sexual contact with her hushand for 2 vearsbefore
her son’s iiness, Her only foreign tavel was u fweek mp 0 Wexico
in 1981, There has been no weight-loss, fevar, ot malaise. Physicat
sxaninstion showed biluseral; non-tender ivmphiflwopamy i the

745X 30 ceils plased. Thers Were 24 coniols of bo sexes:

anterior end posterior carvical; axiliary; and inguinal areas, aadny
tepatosplenomepaly. There was evidence of neovascularisationin
bath eyegrounds but no hacmorrhagesor extdates. A monotest was
negative, and she wai nenereactive 10 an anergy panel of candid,
smssnps, trichophyton, and purified protein derivative. The results
of immunntogical studiss are shown in the rable;

Pationy 4.-The half-sister of patient 1 and the 3%- yearvold
daughiter of patient % by a former husband. She Ras been healthy
since bisth and hax abways Hved with her mother and, for the last 2
venrs; hex stepfather. Her naniral fathier s a healehy white mals with
no: lstory cf_intmvtnaus”dmg ahisse or homorexuality. Fhysical

exarunation showed ¢ 5% 048 cmiantesior and posrior cecvical

Eymp%admopamy Bilaterally. The resaits of uwzmuolagaml studics
are shown i the tahla‘

Tisenssion

ALDS hus been reporied in 56 childfen so far.! The putative
agent  (HTLV-IHAymphadenopathy  virms?) iy be
transmitted through blood transfusions® or from pasent
child 2t birthor durmg the tecnatal period. 1987 This s the

- fizst report of ATDS in the child of 3 haetnnphiliac, and this

case Bts the Centers for Discase control eriteria for paediatrie
AIDS! The child's raised lymphocyte and T-ymphocyte
counds, normak of elevated immunoglobulin levels; and
abifity to produce both CMY and BBV amtibodies do not

 indicate severe combined immune deficiency or Nezelofls

syndrome, andthe lack of lymphopenia is typicatof children
with AIDS® The route of transmizgsion may have been

placentaly through ‘breastamilk, ‘or by dlose marernal o

paternal contact in the early neonatal period: Transminsion is
wnlikely tohave ocourred & birth, because, in the absence of

- premature rupture of membranes, cassarean section would

have precluded exposure 1o cervical secretions.

The presence of lymphadenopathy and celiular immune
defects in both paretss is compatible with an AlDS-related

syndrome or pre-AIDS. Lymphadenopathy in the semal
partners of haemiophiliacs has been previgusly reported,
but in this case the wife assisted in concentrate infasion, and,
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thereﬁ:ﬁfe, her éﬁg;msu:e 10 the ;ruta'tive-AIDS agent could
- have been heterosexuzl or through concentrates.

The presence nfantibodies to CMY and EBY in the infant

and family members is consistent with past ot current CMV
snd EBV infecrion and is typical of groups at risk for
AN 38202 However, the absence of past or current EBV
- infection in the infant 21 4 months of age, when symptoms of
AIDS were developing, suggests that infecrion with EBY

“may srise from infection with the AIDS agent or s a resultof

immune dysfunction in AIDS. Furthermore, CMVand EBV
infections have beenassociated with law T-helper/suppressor
(HIS) rarios™¥ The HIS ratio in the haemophiliac bas

continued to fall despite serological evidence of CMYV and:

EBYV 16 months earlier, and thissuggests thathis current H/S

- ratie may not be related to CMV or BBV infection. :
Both parents had serological evidence of past or curvent
infection with  HTLVSIIL S which s implicated i the
actiology of AIDS.® The presence of the antibody in the

- father 15 consistent with the detection of HTLV-IN ok
aned antibodies in heemuphilines with Iymphadenopathy. 78
The identificstion of the antibody in the mother, together
with development of lymphadenopathy and peripartum
influenza-like Buess, fnay represent resent HTLY-IU
infecrion, and this could have been transmairted 1o her child, »

_ Theahsence of HTLVAIIL antibodyin the infantaccordswith :

 the idenrification of HTLY-1IT isolates or anibodics in only

33436% of AIDS victims®20 and may be due 1o dgolared

abnormalities tn B-cell function ¥ :
The depressed T-oolony prowth, elevated 1gd4, IgE, and
sntibodies 1o CMV and EBV in the symprom-free 3-year-
old stepsister | {patient 4} may. dodicate - AIDS-lke
unmunulogu.ai abrormalities: but this neads tabe wnfwmed

Ada.imdum

I’nmmacyszxs pneumonia . and - AIDS have re:cam}y i

daveiaped i pat:em 2.
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SEducarion of sural pirls: The most crucial population segment
from the: point of view of family welfare, nucrition and health is
congrinated by the young unmarried girls of age 16 and above in
tisral arsas. irls in rural areas are geterally marnod off when they
arebarely 12 0113 yearsof age; andonce theyars soomarried they are
‘lost’. By the time the girlzreachtheir 25th veur they have generally
lready had their fivechildrenand all family planning programmes
addressed to rural women in their late twenties are largely futile.

What iz generally not apptacmteci ia that th: pmwml’ fertitity of :

ourished conme{pa{ts. Their reproductive span is fow; they
‘he later and menopause much carlier than the well
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aourizhed women. What is mors; there 15 now avidenca that for
nearly 10 years hefore they siain their menopause the
updernosrished women arg actually inferrile; the mensirual cycles

sumably snovulatory. 1 am, therefore, afraid that our
; hg progranimes sddressed to poot rural womern in late
Twentiss in akin 1o budting the door after the horse has escapad The
mostimportant snglestep that will reduce birthrates; isthe raising
of thixage of girks st marviage. Giris are married off carly hecause

‘unlike bays, they are now sonsidered ‘sconomic Habilities” by their

s it put-finding 2 way by which poge russl parents

willfind it rewar img st T sy off their daughterstili they are at
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