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ISOLATION OF RETROVIRUSES FROM TWO
‘PATIENTS WIT1 *COMMON-VARIABLE"
HYI’OGAMMAGLOBULINAEM!A .

A.D.B: WEBSTER A G, DALGLEISH

. M: MALKOVSKY R:BEATTIE
S.PATTERSON G. L. AsiERSON -
M. NorTHt R. A. WEIssS

 Divisions of bmmunological Medicine and Hmc,oa:hobg Clinical
Research Caun, Harrou Mlddlmx; and Im:mreof Cancer
-Researck, Chester Beanty Laboramm, London SW3 678

‘Retroviruses related to huinan T-lympho-
“tropic virus Iymphadenopathy-associated’
vinis (HTLV-IIULAV) have been isolated from pcnphenl
bldod ménonuclear cells of two. patients’ with common
varisble” hypogammaglobuhnaemxa who were bcmg trca:ed

:h mmvcnous gammaglobu]m. ‘One has .had thrce
diffefent. opponumsuc ‘infections In. both patients:
hypogammaglobulmaemu dcveloped within. 6 .yéars of 2.
longlasung und:agnosed viral like ilindsé in adolaoence, and
itis suggested that the virus uusmg zthat l!lness also gave nse
it ‘the’ hypogammaglobu!maemu -However, -fatrogenic
“infection froth intravendiué gammaglobuhn cannot be niled
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“COMMON virigble” - hypogmnglobuhnaemn (%] H)
. -picsentsat talla gcs, :l:hough the pcakmcxdence isinthe third-
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decide? The discase is hetérogenéous, aliholgh sitbgroups intravénous ‘Sandoglobilin! 2nd remaing well apart from episods.

can, bc xocogmscd Most pmems have some cm:ulmng B’

lymphocytes, Whichcan bcmduced in Vitto to xmke IgM and Methods
IgG,"*’ a]:hough xmmunoglobulm producuon mwwo is. .
lmpau'cd. In  genieral these- paticnts aie . prone to ccmm Immunologmle:(Tabk §/)]

bacterial and mycoplzsma mfecuons but ndt to oppormmsuc
vual, protozoal, and fungal :nf'ccmns, such as zre seen in.
. patients. -with- $evere: .defects in oellular unmum:y
ch:nhdess, at least 30% of CVH patients; have s, Tl
lymphopcma and ful to show dclaycd hypcrscnmmty skm
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reactions.** In some patients the diseasc appears to stact with,
2 viral hkc :llncss, -with malaise, fever, splefiomegaly, and
Iymphadcnopathy.

Wedescribe the isolation of retroviruses from two paucnts .
‘with CVH-" on_ intravenous gammag!obulm therapy Wwho
fiest prcscmod in adolescence with 2 virallike ilgess.
Oppormmsnc infections ‘charictetistic of the acqun'ed
|mmunodeﬁcxcnq syndtomc (AIDS) have dmlopcd inone
-patient; the oxhe.r remaing relatively well.

sCasc-reports

Table't outlines the initis! illness and present clinical status
of the two paticnts. Both panems presented st our. clinic with
recurrent upper and Tower respura(ory infections. Nen:her sbused
drugs. Pneumocystis- carinii, pneumonia devcloped'i in patient 1
4 momhs ‘after - stasting mmvenous gammaglobulin therapy,
(‘Sandoglobulm, 12-g every 3 wcd:s). She mpondcd 10 €0t
trunonzolc, but 5 months later gmmlwedcuunows Hrrpes zoster-
devcloped, and this mpondcd 10 acyclom She'is currently Iosmg
we:gh:andhasanuncxphxncdfmr.Shchadsmhmermm for
the first umc ‘after the' dcvelopmcnx GEthE Prewmiocystiy infection.
Hcr pannéf is well and is seronegative for human T-lymphotropic
- virus type Il!ﬂympbadcmpuhy—mocuwd virus (HTLV-HI/LAV)
by cozymelinked” immunosorbent afsay. (ELISA) ‘(Busroughs
Welloome). In August,’ 1983, non-A, non-B hcpmm developedin .
pulen: 2,2 mamod man who denied homosexual contact, duringa
trial of intraveaous gmglobdm. He had previously been on
regulaf intraimascylas gam:mglobuhn therapy for 5 years. Hisliver
tuncuomwmumedmnomn!wuhmayw Hehadhzd:boms
-months’ treatment - with anotbcr intravenous pnpmuon -
+(‘Gathimune’, ‘Cuticr) befores’ retrovirus" was xsolated from his
blood - iz ‘August, :1984; he: hay’ smoe ‘beea” rcoemng regular
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of du.nhoa duc to chroni¢ salmonells enterms. ' - -

*Patiént/ | was profoundly’ ]ymphopeme before treatmet, with
‘very fow relative numbers of T cells and 1 reversed TA/TS ratio:
Patient 2 was mi!dIy lymphopcmc with 2 dormal pcmenuge of T
Toetts) Lympbocytc transformation . with- phmhaengglunnm
(BHA), oonunznhn A,:and Trradisted” allogencic: cr.!!s (mlxed:
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IM&ells (CD4 +T leukaemra eell llne} 1. week afxer mfec:lon with
sipernaian: from co-cultures with [ymphocytes from patlem 1.

() shows several retrovirus particles huddmg from the plasma membrane;
.(b) shows' released vxrus pameles close, xo :he cell surfuce, Bar represents
200 nin.

lymphocyte reacuon) was severely depressed in patient 1 but wulun
. the nofmal rangé in patient 2. Both patients® sera were neganve for,
‘HTLV.JII -antibodies ‘when tésted by means. of immurio-
. ﬂuorescencc against HTLV:IIL-infected cell 1_1r3e_s orby comperition
+* | ELISA| (Burroughs Welicome). . - o

Virus Isdlatian Procedu res

. . Penpheral blood' nionodvcléar - cells .were separated B¢
Lo 'Frcoll!paque gradient centrifiigation. The-cells, viere: grown in
" RPMIsupplemented with 20% fetal calfseruin apd stindulaiéd with

A PHA for24- 72 h,after which rhemlmresweresupplemeutedvmh *
s recombmant interleukin2 :(IL:2,, Bidgen)., Subsequently, .av--
R - intervals of 2+3.. ~days, samiples from: these culfures- were co-
Lo culuyated with CD4-positive cell lines.™ Polybrene “ yglml) was,
- .. - added to the co-cultiirés from panent-l «Reverse transtriptase § Was:

. measured in the pelletcd supernatants ffom co'cultures? .,

. - Syncynumformauonwasobservedeotm.ﬂruresﬁompanen .1_‘

W o inwwodifferent laboratones, 1he first time 0n cells faken 4 moriths

after the start, of; intravenous gammaglobulm Afeatiment, ‘Virus

1solanons Were ot anempted béfore tiedtment: Extensave syneytivm:

‘Tormition . was -seéft ‘in polybirerie-treaied - co-cultures, whichzom",

clectron rmcroscopy showed a- retrovirus - morphologmlly

o . ‘Indistinguishablé from HTLV-IIVLAV®*%scé figire)and- dnitna) -

-

sreverse: transcnptase, .and‘-".the eells* were »

L. . - with the anti- HTLV-IImonoclodal anubodics, a-p24 anid a-a-p19

-0 tfromi Dr R.'C; Gallo): -Southern;blots of restricted. DNA, from

" iinfected cells were probed wuh ABH-~10 (ﬁ'om DrR:CY Gallo). 10

. - Jndicated that the viral | genome shmvcdwhomology‘io ‘HTLV-

. .- HILAV b with restriction énzyme sifes. distiner’ from- the

, prototype isolates, H'I:LV L1118 and LAVIL. Reveise rmnsenp;ase,v

K <o lentivirts pamcles, and immunoﬂuorescence with AIDS ‘serd were
) also found in Ihe co-culture cells from panem L,

Tl ST T Drscussion ,' Ry

L There are .obvious parallels between rhe clm:cal ‘and ..

T laboratory abnormahucs .in. some. patieiits w::h CVH ‘and:
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lentiviruses: Supernatant -frony this co-culrure was.pasitive o . clearly related to HTLV:IIULAV,: ‘but further. analysis. is

unmunoﬂuoresceuce with serum frof 3 patient with. AIDS and. ‘

. Cnum:il and the Cancer Resedrch Campalgn.
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those. with AIDS. Lymphopenia, absent delaye@fhyper:
sensitivity skin feactions, and a tendency to autcimmune
bleod: dyscrasias, ‘particularly thrembocytopenic purpita,
are commeon to-both disorders,'™2 At least 10% .of CVH
patients also have a relative excess of circulating T8 positive
lymphocytes.*? The one major laboratory difference
between GVH.and'AIDS is that AIDS patients are usually
hypergammaglobulinaemic,. although specific antibody-
produiction is impaired in many.M

Most CVH patients are clinically - distinguishable from
those Wwith AIDS, siiice they are not prone to life:threatening
opportuniStic fungal, viral, and protozoal infections.
However, the Opportunis:ic infections seen:in AIDS have, B
rarely, been reported.in CVH patients;'™!® some of these
patieitishave hadan associated thymoma:' Cutaneous Herpes
z2ostér inifection is also commonmCVH ‘but ivisiisually selfs-
imiting and relatively mild.

We lopked for retroviruses in CVH patients whose.
disease’ had - -déveloped’ i adolescencé: after 3 possible .
prodromai- viral-like illness. Retroviruses, morphologmally v
‘indistinguishable from HTLV-III/LAV, have. been-isolated.
fromm ‘their periphiéral-blood: morioniiclear cells, and severe .
opporrumsuc ‘infections character:suc of AIDS "have.
deve10pecl in-one pauem. The viruges: were isoldied: at a
time when both patients were * ‘receiving  intravenous: 5
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gammaglobulm treatinent;and-it could be arg'ued thar this ‘%‘
was the source of infection, parncularly An-view of a recent -8

« report that HTLV-IIILAV .may survivé the ethanol 7 #}
. precipitation used-to produce. Cohn fraction II material,?? &
However, about 30 “other. CVH pauents on regular 3 N
intfavenous gammaglobuhn trearmem in- England -have not B '
‘shown -any clinfcal signs of AIDS desplic feceiving % !
gammaglobulm kinown t6 conain aanTLV—III, arid there :%';a oo
-havé been no repdrts of AIDS iri the many hundreds 6f other . | Bl
_patients. recewmg -ihis treditment (hroughout the “world. ﬁ !
Furthermore, pat;ents with' hypogammaglobulmaemra who §

recelved the same batches of gammaglobulm givén to patient
1, have been ‘traced, and none hds clinical features of AIDS,
:Other-;possible-modes of - -transmission of HTLV-IIIILAV‘
need tobe consrdered Infection through sexual coritactisone.
. -possibility, parucularly sincg wormen have cof racted AIDS. - °
through ‘héteroséxual confact; 18 However, neuher of -our
psuents was.profiscious. Patient -1 had -févef.had sexual
“imercourse until- after the developmenr ‘of - “her first g
‘opportuinistic mfecuon, and her.. partiter is:Seronggative for . ", -
HTLV-III Itis ,possxble that hypogammaglobulmaemlc ‘
patients are,particuldrly proge to’ HTLV-IIIILAV ‘infeétion
Lhrough trivial exposure,,but there is n6: vxdence ‘that otir
* patients were int cofitdér with: 1Anyone ¢ sidered- o bé’ina
hxgh-nsk group for AIDS. :
“The-retrovinises-isolated from the oo GVH pauenrs are

i
3

fisgsens

2

requ:red 10 establish theit xdenmy. I refaing 16 be: seer:
whether. this vifus is causally rela:cd to CVH or’is.d.rare
xatrogemc xnfccnon. -

PR . v ..
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differences of below 300 mg/dl, An the patients were crthusisstic.  concluded that'a value of 107% would give 3 sufficient margin of »
Qi patiens, fesring AIDS contamination of IVIG, discontitued  safery for radfarion protection purposes in all sitwations where the
infusions temporarily 2ad was subsequently admitted to hospital  infake carinot be deséribed precisely. The humin data (8-9% 10"
‘with pneumonia; he réturned 10 selfadministered twicoweekly,  [Mussato-Rauhamaa eval] d 0+ *820-3% 107* [Hunt et o) give
mrus:om.'rhebulthoﬁuothe:pmcnuhabemn leastasgoodas  added confidencé to the proposed range ind also suggest that the
- that on monthly infusions given in hospital,  proposed upper v value ef 10°? would not bé exeessively autmu. By
-Home treatment has saved about $100 [per-Infusion (or $2400~  ‘There mray be iituations in which this ciutious value for f; of 1073
3800 per patient per year). By admstmg time intervals, the dosage  would needfobe repl::ed by a different value moreappropriate o
canbecalcularedso thatevery. vialiscompletelyused,thus avoiding  the spccxfc situation. .
waste of IVIG, a Rirther saving. Inviewof pubhc concernabout the effects of a possible s reluuof s
‘A further, unexpected benefit was that the instructibhal sessfons  radionuclides into the enviroament it s important for those of 88 . ;
provided group support for-the . process, and’ a .sharing of mmlvcdmnduuoapmomontobeopcnmwdmnoﬁbe
experiences related rothe disease fiselfbolstered coping sXills. The  -uncertaintles in'the b:olog:cal and other indices that we use, We ‘
stlf-admininration of IVIG, in'the ¢comfort of their home, reduced should be careful ‘1o’ avoid: ;xvmg. everi umntcnuonauy an FH.
dmuiﬁcn;:;drf um:;dm from mﬂml, :rrzdako provided  unjustified Empression of precision. ’
greater nce 2nd more control of disease, .
We conclude that the bome. sdministratioa of IVIG is.both K"fm;‘“m
feasible and safe, It permits more’ frequent. infusion’ and the D250 Karlrube 1, Wem Germmoy

fuintensnce of near-nonnal sef'ummd 1tG. lewels, Home andUsiversiey ol HeldeRberg. - Davib M. TaLor »
sdministration -is more convenient:2nd -cheaper than hospial Yack wbola T, Mietti Lado X, 1 fa Finsied
tmm:nz.mdthe patients aré pléased with the change. s powr gl aJx ,:'ma-v,-m..
o of Pediit ’m’g?wmmmﬁhmﬂmlemm
”“""‘7"’""""‘“- - Hug D.Oqis {2 Loersaaast Commiron on Radiiogit Proscion, The meibitcn o haeoa
,“ . Scartle, Wauhiagron R Susaxna H. BscHER Mmdmm«‘mwgﬂgmp.:mmn 3 K
. 0 N . . M\x'mil.lza' : . "y 0w [n Awn JCRP. N :
N HMWD‘I&M . ‘ 7mc3. DeLSON« . . B Mo
¥ Gieadale, Califorale 93242, USA . P mevs.l(mgbox : g 3 I
Depecisent o Pedbicic KTLV.II SEROCONVERSION ASSOCIATED WITH'
Usiveriicy of Wacklagron j ~Raum J: WeDG woot_)_. HI-:ATTREATED FACI‘ORVHICONCEHTRATE -
- . %, Patiests:with Baemnophilia are at Bigh risk of HTLVIIT
‘ 1 Mewwe H.o:n HD, weamd M. Sateontel of echont - “‘h :nfmmmdAIDSfmmummteddm;ﬁaotmmts. .
20d myosiin fwcich wih Lucrivencos bamece obalia izl e Alihoeh HTLVAIL . has' 0ot beea demonstrated in_these | '
’ ' mm'mzmms e, o sy € 10w CoRCentTIES, the prevalesios of HTLV-Il satibody in hatasopilic < :
giobulia b patiencs wkih primary bamorsd panenuuhxgh.Onlhcbuuoﬁbeknownsennu vity of HTLV-IL. .
s.o:.n:::m *;-&wl”:‘!tarl N o wd t6 hest mdofstydxclc'zdemommurxg inactivation of!{'n.mll !:': ;
A . ,“‘, procd X, Comperiscn ¥ Nigh-done ,‘;';‘““ spiked concentrates, " the Centers for Disease Control and ¢ g
C ‘E‘.’M:.:‘ e e s Imanyos Globulinand ibe -Medical> ind :Scientifi¢: Advisory., Council "of the ‘Natonal £,
; wn«m-:m:m.rmww PR Hemophitia Foundztiod in thie United States have recommended. %;

the prd‘erenml usé ol' héat-treated facto:d 3l prepa:;:lons over
cryopreapatate, plasma, or hon-heat-treated materials. ummry . N ¥
. GUT TRANSFER %ﬂm&‘ﬂl’r M‘ PLUTONIUM: " studiés have revealed 2n abs«cncc of HTLV:III seroconvemon m s
previcusly. dntreated § paumts receiving heaf-treated pmduc:
e . &x,—DrHumandhucolluguu(Fcbzz,p439)hwc However,  thés¢’ stirdies, ha vebecadoneonmllmznbmol‘:
, pnnmhng]ymmnd(bemm&:ofmmomalp!ﬂoniummd patientis: some have had mild of moderste-disesse tnd their
. muhummmehmnmﬂomm!hmnmmﬂt‘ ,mrmummmxnlmymhavemulwdmsmmamdyhuvy
resulus suggest that qurrently scorpred gut transfer lctors maybe inoculun of surviviag virus to induce serocoaversion. We feport
" ) mvﬂy“‘eonsmvt‘—u open.ito quesmmOnIym ,fhercawcofmvmmnmonmamddha
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* ‘messuremens of the absarptioh of plitosiun from the human ' aftes”adminisiation of high' doses-of beactreated fator VIII TEsE
. . gastrointestinal “tract :have  been- reported=one" by, Huntiaid.  concentrate” '« AEA e AP T
‘ _f' colleagiicd fof absorption from ¢Sellificld shellfish” and theother A3 yumldmmthmﬂdhcmOphﬂhAmmnsfmedlozhc

st

‘ by, Mussalo-Reuhamia et al! for abeorption’ from reindeer. lives- e"mmame&mhmanﬂHmmwmlmm
: ‘conteminated by fallout plutonium. Both groups sre cafeful to 1985, with ‘a lafge_ hiematoma. fn his left 1ég.4nd an-2cute

o + poist out that the probleins of analysis ad the assumptions Tide " eompartment fyndrome. He H1d beed treated with eryoprecipitate: N
i eoncamng .the . [ntake 28d? excretion ; introduice. .considerablé lnhu youth bt had not had plaseia; cryopmp:me,orotbcrblood .
» . -uncerfainty lato their, ulcuhnons; fusther, neither reindeer Siver. ptoductssmce 1975, He sdmited to previous drugabise, inc

*nof Scliafield shellfish aze typical componcnts of the diet: Thus,  ftavedious™drugs,-but denied use-of-Earavenous. dnige' in the, h
very vahuble thoigh they are, these human data misit be treated- previods 7 yeats. Hehadnoctbctmkraamforams. ¥
. with some caution in the sssignment of pumerical values for gut An’ emergsicy four-compartment :fasciotomy. Wiy done aftes”
i - tranisfer factors, ;- - . . sdministration of héatreated factor VIl concentrate. Packedred -
! ‘Averylarge body of sniinal dita én th:absorptmofplmomum *~ Blood &xlls from two female donorswho were HTLV-lil iegativeby
’ =~ &om:hcgmxdntmmdmdvmmspmahuxhownthﬂ EuSAmadmmsmeddumgzhcopmuon.Ovuzhczow
S absomhnmybehﬁummdbymdfaﬂmmdnﬂinsm oonn!ucmtpenod.lhe paticot” received 99 960 tnits of beats N
. lngcs!ed. ‘dietary “status;’ Pressdee: of ‘complexidg ‘saions; ‘and, . trcated Concintrite fron five different 16ts cbuined fromasingle . v 7
perhaps, discase states ordrugs; All these fctorsmustbe takenizto . *mznufactuier, Fxhlotmconfumedtoh;vebeen bmtreatcdby « o, I

o wcoumlnproposmganlueforthegxmunsfafaﬂor.!kauscof . ghemmrmumd vt -
- . the"wide variztions In the data reported ‘and the difficultiesiin’ » = On July 24, 25'diyy’ postopeﬂmdy, the; padcm cxpedcnoad v
) " necuritely; mmuring ‘very'low levels of absrption it*has bew‘ febnkv fllness characterised by beadache; = chills,> ~malafse,
"a-afgued; in'a report submitted to thé International Com:mmon on “ pho:opbobu, “generalised’ my:lgu, and fover  {38:7°C):Physical
: H R;dmlogm! Pmecdon,’ that :he datado not penmt sgut! transfer - mmm:uonthcnw:s significint foc new, bxh!eul. ténder cervical . ; .
1> N - faetor (fy) fof plutorihim and thi trivalent actinides to be - ipéeified’. . lymphadengpathy, te lonsllhr enlargement without cxudalte, and a8 '
* more precisely thn a whole ofdér « ofmzmtude.S'nouhcuponed “  erythethutdls rash over. the back. There-Was no bépatospleno-  «
x dzmuumanluefoxﬁ lugmhm 1074 mdlemhmlo yitwas. . mepalyi Comp!cmml r:nuon titred for mu:oplasmawm!m than'
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" #6430-85b" was mkcn several hours after-fnfusion, Sampleswere.

- with-most HTLV- TII antibody pos
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HTLV.H reaetivity by western blot nnalysis,
HTLV.J directed aritibody was detected using SDS-d:smpted HTLV-IH -
{right panel) and recotmbinant peptide 121 (left panel) 25 antigen. Sera from
successive bledds weretested at# 1350 final ditution and binding antibody was
locaIrsed with lnstzphylncnccal protein A, Sample 6-30-852 was obtairied:
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attempt to detect live vifus in the patient’s [ymphocytcsm,the time
he was seropositive was unsuccessful, the possibility remains that in
th1s case, heat treatment l‘anled to inactivate virusand immunity was
in, fesponse.to infectious virus. The finding 6fan inverted T4 T8
ratio (0+62) at the time seroconversion was first noted suggests live
virus transmission. Also, the febrile illness 25 days postoperatively
could have been eeute HTL V-1 infection.” Another possibility.is
that inactive virus or -viral: fmgmems provoked' the immune
response, If viral material is present in concentrates, heat treatment
might mactivate virus, but \nral antigen-might still-be present in.
. amourits sufficient to elicit an immune response. Seroconversion in
this case would not signify- exposuse toactive virus, Another
pDSSlbllll'y s passive transfer of HTLV-11 antibody, }2G is present.
in factor VIl concentrates-but we have been unable to identify
antibodies against HTLW proteins in the concentrates.we have

_tested and one would have expected the samplesof June 30 and July
25 10 have been dntibody-positive.. A final possibility is-that-the
“patient acquu'ed HTLV-III through intravenous drug nse, despite
his denial of current activity, ‘More recent specimens are not
‘available; e have Jost touch with this patient.

This case illustrates thc need forfarther stidics of hea:-treated
“Factor VIII and factor IX concehtrates with the aim of dctemunmg
as tapidly as possible how frequeéntly HTLV-III seroconyersion
oécurs.after. administration of hieat-freated product- -and: whethcr
sefoconversion rfeflects a response to live or attenuated virus, The
urgency ‘of these studies is- -obvigus in view of the. need to makeé
reliable reoommendauons for’ safé .trestment of hacmophlhc
patients,

on’ zdmission before, treatment” with:, Fector VIII* 6=30-85b, from day of
admission after treatment with factor VIH; 7—25—85, from day, of admissic

with.Febrile ilingss; .7-26-85, second,. s:mp[: “from, :dnmsswn with febiile
illnéss; 8-5-85; -from folow-up clinic Visit, Molecular weights - of, vinal
polypcptades are ot sight. Recnmbmanl pepade I21 was & glﬁ from Centoaor
Laboratorjes:.

i6. Serumt n!ra against Epstem-Barr viral mpsld and earlya anugcn
wele suggestive of récent: ‘expastire. Anglquy titres (inverse) were:
IgG. <1640, capsid IgM 10, carly auugcn more than 20, nuclcar
antigen 5.A*Mo nospot‘ testas negauvc. Liver funttion tests were
notmal and he was hepatitis antigen ‘negative, Ann-HBs was
posmvc. The pauent recovered fully with:supportive, thempy
ELISA, Tor HTLVAII -antibody, was not done, All, HTLV- 11
antibody ‘studies were done by westernblot, The ﬁgur&shows a
western blot analysis of serum] sampl& obtamed at,various- times
during thé patient’s. po : ample labelled
*6--30~852" was talten before Factor VHT infiision and that labélled

‘tested .on | mu'occllulose . strips | containing - SDS-dzsmpt d.
HTLV-IIL as vell as rccombmam peptide 121, (pl21) 12l
contains ghout onc-half the--aminozeid sequefice of “the. viral
tmnsmcmbmne protein gb4] and has- been shown to be reactive .
tive scra,$ Specifié.antibody
was unly apparent i in thc last blodd samplc (Aug 8 and. thls sample

-showed reactivity | to both the rccombmant envelopé peptide 1 12las

wéll:as'to the intcinal éore antigens.of H'I'LV-III {p24) and the
uncl&vcd precursor. of” the. internal anngcn (p56) Lack. .of
sensmviry to-gpdl on the stnps contaxmng dlsrupted HTLV-III

despite-binding .to the analogous stquénces‘in‘the .recombiriant -
'peptide’121 is not unusual: This s thought to berc!atcd to mcreased

detection sensitivity of these antibodies whén higher levels:of the -

* target! anngcns are loadcd .on ;the .tést .strips. Thi§ pattcm of

réactivity is also charactcnshc of sera taken rclanvcly early du.nng

the infectious process,; . - . .

. While the seroconversion cncountcrcd in this " me Appears to -
represent a specific immune rcsponsc against, H'I'LV III antigens, :-
the-significance of. thxs response.is unegriain, . Although = single
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RATIONALE FOR EARLY USE OF LEVODOPA lN
c o PARKINSON!SM S .

Sm,-—lt has béen suggmcd thax 1evodopa may musc permancm
changes dn; thcmervous system sthat.- give -rise"to fluctuations jn.
clinical response.! Ifso,it wouldseemsensible to withholdshis drig

. for as long as. possanc End to uubearly parkmsomsm\w;th other
medxcanons. p et oA «
. Thereis conﬂd:rabIc ev:dencc thatitis the loss, of dopan-unerglc
‘beurons and not lc\(,odopa thcrapy thatls the cause of fluctuations:

(1) Flucruations gre more commonly: seen in advanccd -severe’’
mscs of this clegcncratwe disease. 23 .y,

« (2) Fluctuations are encountered eag[y in the treatment of acutc,

~ severe pa:kmsomsm in' young *people’ -exposéd fo 1- -methyl-4.
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