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ACSUIRED IMVUNODEFICIENCY SYNDROME (A1DS) AND HEMOPHILIA

out AIDS in hezephilia iz the PR  (Mordidirty
cDC (Center for Disease Control, is
bably came iz your local mevspaper, o

You prebably first read ab
acé Mortality Weekly Report) cf the

Atlanta, Georgia). Your pext news pro
raziosal sevscagazite, or televisios mevscast, std the information gives B2y

hswe beep scatt but prebably very frightening. You may have received at appesl
fres the Natio=al Hecephilia Foundatics to repert cases of suspected AlIDS o3 a
pretocel forz to the CDC. You say bave received, in December, minutes of the
October 2 ceeticg of the Naticnal hezophilia Fousdation Medical and Scientific
Aévisory Counsil Meeticg, ot vhich AIDS vas discussed by Dr. Evatt of the coc

acd the Couscil discussed “what ve should tell patients.”

Vhile avaiticg this cribdle of isforoation, you may have been deluged wvith
isquiries frez frantic patients who read the alarcing sevspaper articles. Ve
at Orthopaedic Kespital felt the frustration of too little information and
uederstarding atout AIDS. but recogcized the necessity of decidioe wlether ve
ougbt to chasge our treatmest approach for patients vith bezophilis. We bhave
cade 8 sajor effor: in the past sonth to get mere information. Some of us
attepded the seeting of the American Society of Nesatolegy iam Vashisgtos and
took sotes on presestations and informal comments. Dr. Dietrich attended as
ccanoousced but “opes” meeting on January & at the CIC in Atlanta. On Jasuary
3, ve bad an evesizg meeting for our patients and their families anéd for our

ss epidemiologist from the
CDZ, ané Dr. Michael Gottlied, ac je==unologist frem UCLA vho has been hsndling
a large nucber of persoss vith AIDS in Los Asgeles, presented extessive
i=formatios. Representatives of the Red Cross 3lood Bask in Los Angeles asnd
sepresencatives froc four manufscturess of concentrate also offerad comments:
Ve also have bad private cosversations vith CDGC.officers.

Ve should like to share our small amount of additional informatios with
you, our colleagues along the Pacific Rim, vho are so far svay from-the cengess
of activity at the CDC is Atlaats god the NEF is Mev York.

Tirst of all, vhat is AIDS? The CDC defives AIDS quite strictly:
Kap08i’s sarcems or as iafectioen moderataly to highly predictive of s defect in
cell-medisted immunity occurring in & persen vithout s kaovn predispesisg
cause. o i "

Let us ¢elve inte this more deeply. Kaposi”s sarcoma usually vas sees is
tke USA in SO to 150 patients & year. Nest patients vere elderly and males
)zedoginate over females by 8 margin of 10 to ene. Signs and symptons iaclude
skin or eucosal lesions (small tusors) in 873, lysphadenopathy in 452, fevey in
3zs, weight loss in 262, diarrhea in 2421, dyspnes in 212, and thrush in 163,

Ksposi’s sarcoms (KS) is endesic ia A_ttiu. vhere the incidence is 20 to
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. 150 tices a9 high as in the USA, snd vhere it coostitutes 102 of all ecazcers.

A larger percentage of children ancd young adults are affected thao is the USA.
The gecgraphic distributicn of Kaposi“s sarcema in Africs is useven.

Iz the USA, prior to the current epidezic which dates froz 1979, Rapesi®s
sarco=a wvas seen also ic orgao trassplast recipiests asd other patients
Teceivisg i==unosuppressant drugs.

The epportusistic icfectioms which have bees associated with AIDS Rave
included poeuzocystis carinii poeuzonia (tbe most coseon sued infectios),
Toxoplaszesis of the CNS, cryptococesal mectisgitis, cytomegalovirus paeumonia,
aviao tuberculosis, candidiasis, zygonmycosis, aspergillosis, socardiosis, CNS
or pulconury stroogyloices, ictestizal cryptosporidosis, extecsive herpes
sicplex, and prolopged varicella zoster.

Poeuzceystic carinii poeumosia (PCC), the most cemmon epportumistic
icfectios iz this group, used to be a rare disesse. Before the current
epidesic, that is, before 1979, the incidence was 0.03 cases par 100,000 pecple
per year it the USA. Io one recent year before this epideaic, 194 cases were
reported in the USA scd only ose occurred in & persen wbe did mot have an
underlying disorder such as cocgenital cellular icmunodeficiescy, a he=atologic
caligsanecy, i=cunosuppressive che=otherapy, pre=aturity vith saloourisbmesnt,
etc. o.,

In a 23-zonth period fro= June 1, 1981, to November 12, 1983, the CODC
recorded the followving incidence of Kaposi’s sarcoma, poeumocystis ecarimii
poeuzszia, and other opportusistic infections iz persoms in the USA:

Number Nuabez
of of Percesnt

Sases Raazhs
KS without PCP 216 43 20
PCP with KS 368 163 43
Zoth KS azd PCP i s2 st i 60
Other Opportunistic Infectioms 26 A3 4
TOTAL: 732 286 3
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The CDC alsoc has records ©f the nuzber of cases of AILS (i.e., @O
predisposing cause) with PCP or KS reported ir 1979 through 1982, whick shov
the growth of the epidemic:

CALENZAR PERIOD NUMEER OF CASES NUMIER OF DEATHS PERCEST FATAL

1979 Jan-June 1 1 100
July=Dec ¢ S [ 3]

1980 Jan=June 17 13 76
July=Dec 25 22 [ 1]

1981 Jen=June 67 43 72
July=Dec ) 139 : & 60

1982 Jan-June ’ 264 83 3
July-ligv 208 27 13

By sge group, 5T of csses vere reported iz persons uszder age 25, &2 ie
persons age 25 to 34, 3162 in persons asge 35 to &4, and 152 in persons over the
age of 45. Thus, the epidemic is occurriog io young adults, pricarily.

The geographic distribution of cases is also {1lumicatisg, for 482 of
cases coce froa New York City, 132 fro= San Francisco, 61 ¢zoa los Angeles,
4.43 froc Miami, 2.52 fros Newark, 23 fro= Houston, snd the reaisicg 23 to 2462
aze s:attered scong st3tes along the sasiera seaboard, along the Gulf of
Mexico, slong the West Coast, &nd borderiag the Great Lzkes. Soz=e zidvestern
and auultéin stales afw bpefed. suw cuvuditiou Las Ddeeu repersed frca ten
foreign countries, mostly ia Europe, but also includisg Naiti.

As of Novesber 12, 1982, the groups at risk for AIDS costained the
folloving tepresentatives:

RISK_CROUP 2ERCENT OF AIDS CASES
Homcsexual er bisexual mes ) I T
1V drug users, 8ot homosexual . 14.1
Maitisms, is USA, sot bososexusl aad net IV drug users R

Memophilises, sot hesosexusl snd met wsers of - -

1V (street) drugs 0.7

Kone of above risk !I.Gt.tl 5.0

One theme unitisg the above groups is that sll are alse st high risk feor
hepatitis B. Those hoscsexuals wvith AIDS had s grest msny vore different
sexual psrtaers thas besosexuals vho have not had AIDS.

The CDC”s vorking hypethesis of the etiology of AIDS {s that it is caused
by 8 virus, vhich may be & sev hybrid virus, s nev strain of & ceseen vipus, or
sn uausual resction tp_s common virus. They eCTORgly suspect that magy smore
petsons sre exposed to this virus thas shov sigas of infection vith it. The
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virus =ay cause icjury te T-lymphocytes leading to irzune deficiency. This
j==une deficiency may c=ke the patient core susceptible to opportuzistic
izfecticns, iscluding perhaps icfection vith a virus vhich, in vuloerable hosts
(wrick say iociude those with HLA type DRS), may induce maligcant
transfor=ation of eodothrelial cells into Kaposi®s sarcosa. I==unologiscs
Fypothesize that in the early stage» of infection with the systery virus, the
pucber of belper lysphocytes is depressed vhile the sumber of suppressor
ly=phocytes re=ain normal, and as the diseiasc progresses, the susber cf helper
lyzphocytes becozes even core depressed vhile the sumber of suppressor cells
also is scmewhat depressed. The absolute number of lymphocytes is lov, acd the
ratio of belper to suppressor cells (usually i3 the range of 1:l or 2:1 or
bizbes) reverses, so that there are fever helper than supprasscr cells, i.e.,
ratios of 0.7 or below. Ko one koovs &t this poist whether persons isfected :
wvith the eystery virus vho stacrt to develop abnorsalicies in the lysphocytes ]
progress relectlessly to vorse and vorse abnormalities, or vbether sc=e Tecover i
spontaneously. It is mot yet koown vhether all persoss who develop wmarked
aboerzalities in the belper:suppressor ratic and absclute lysphocyte couat will
develop cpportuzistic infectioss or Kapesi“s sarcess, but certaisly many
isdividua ve been observed froc the hozosexual -hezeophili i i
. ~cr=alities asd are robu
heslghy. Ko one koows whether tiey vill becose ill, or whetner tkey vill
Tecover fres a “subclinical” infectior, if indeed they are infected with the
cystery virus. Such lysphceyte abnornulities are .‘&‘M asd
may be found also in persens wvith infectious motozucieosis, cytomega ovirus
izfection, and other conditicns. There is so pathogacaic laberatory test for
AlDS.
b —d

Among persons in the risk groups vhich have besn identified, that is,
bososexuals, users of 1V street drugs, and bemophiliscs receivisg blood
derivatives, some individuals have been found vho have illsesses vhich may be &
prodrome of AIDS, or s minizal mspifestation of AIDS. The signs sad syeptoms
bave included generalized adencpathy, fever, uoususl fatigue, pight sveats,
prolonged disrrbes, prolosged cough, unexplsized wveight loss, deayelinatiag
seuropathy, ITP, and Coocbds positive hemolytic anemis. Socae patients are
asergic to all skin tests. >
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Vhat cotoectice has AIDS witk hecophilia? Sc=e epidemiologists feel that
the mystery virus originated iz Haiti, a chesp sad popular vecation resort for
Nev Yorkers. The virus vas picked up and rapidly disseminated amongst the more
prosiscuous mesbers of the homosexusl comsunity in Nev York and thence te the
bososexual communities of other large cities. .The virus is believed teo be
trassmitted scong these persenms by intimate sexual cootact, aad trassaitted to
users of 1V street drugs by contaminstion of meedles and syrisges wvith the
blood of infected persons. lomosexuals comstitute & sotabdle propertion of
plassapheresis domors is big cities, ané they are also genercus contribucers te
volunteer bloed banks. Thus, infected plasma may enter the poels from vhich
clotting=facter concentrates are made, snd, to & lesser extent, it may ferm the
stzrtiog material from which eryoprecipitate is made, particularly ia these
large cities in vhich AIDS is epidemic.

Mov many persoas with hemophilia have been sfflicted with AIDS? As ef R
this writing, less than ten persons vith hezophilia have been reported to have
opportunistic infections. Ve don’t know yat hov many persens vith henghﬂh
have the sysptoms which might represent a prodrome or minisal vanifestation of
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irfection vith the mysterv virus. Several surveys of persons vith hesophilia
for lyspheccyte count suppressor cells have bdeen
perfor=es, altheugh t ec is limited by the fact that
these t:e~consuzing e perforsed on fresh blood, and
orly a fe. labsraceri . Dr. Meaitove aad colleagues
rejertesd a study ic 0 of helper to suppressor
ly=phccytes averaged 1.4 in 14 herophiliacs taking
concertrate, but 2.2 ryoprecipitate. Dr. Koerper and
coileagues fres Saz ¥ .1 of 13 patients vith soderate
to severe he=cphilia, concentrate intensively, the
helper:supsressor rat i22¢ deviatior belov the mear
ratio in control isdividuals. Dr. Tsoukas aséd %is colleagues from Montreal
report that 702 of 34 agveotesazjc patiests wich hemophilia who use coscestrate
are azergic, and their meat helper:suppressor ratio is l.] cocpared to & wmean
of 1.8 seec iz 22 age-catched poreal male costrcls. Dr. Lubas and collesgues
fron Washington, D.C., studied 25 childses vith bezophilis vho are takicg
concectrate acd found decreased lyvphocy:e counts in 22, but reversed
helper:suppressor raties is only five. An uzidestified physicians at the
peeticg cf the Aserican Society of Hecatology co=cented from the floor that he
ha¢ foucd a ceac helper:suppressor ratio of 1.2 is 31 hemophiliacs on
concentrate whereas the meac ratio wvas 2.] is ten hemophiliacs en
crvoprecipitate and also 2.1 io 39 coctrols.
szoxe fre= the fl zing tha

Thus, s substastial percentage of patiects vith hemophilis who take
conmcentrate Nave lysphecyte chacges sitilar te trose seen it AlDS or those sven
in illcesses which sight represent a prodroce of AIDS or misizal mspifestation
of AIDS (but cay also be seen in other infectioss, ss slready sentioned). Yet
most of these persons vith hemephilia asd lyephocyte changes appear heslthy.

What do these findings mean?! We do mot kaov vhether such lymphocyte
aberrations are characzeristic of herophiliacs in general, or characteristic of
be=ophiliacs wvho are on concentrates is general (oo matter vhether the donors
of the concentrate included persons with AIDS), or vhether these chazges are
indeed the result of a3 infection with the mystery virus. It would be most
interesticg to koov the status of the lysphocytes pf patients vith hemophilia,
who take ecancentrates, iz Aus:ralia, for AICS kas mot or. rea
Australia, and Australia Eases all its own coacecirace froms dosestic plasma.

1f ve accept, for the moment, that AIDS is transmitted by a virus through
blood products asd that it reprcsests a serious threat to the healtd of persons
wvith hemophilis, what cam be doze about it?

Icoediate action cas be taken to reduce the presumed exposurs teé the
mystery virus in sece patiests by using cryoprecipitate instead of Facter VIII
copcectrate, to the extent thet locsl blood banks can increase eryoprecipitate
production. The advantage of using cryoprecipitate is grestest if the DHloed
bank is LOT lecated im a big city vhere there is s large homosexusl community,
and if the recipient does mot have to use Factor VIII eftes (so that the total
nusber of donors to vhom he is exposed is lov). Ve have selected patients vho
wave been usirg Factor VII1 or 1X concentrate but vho do mot use it often er
vho do net reguire large doses (sueh as young children) and have ssked the
local blood back to prepsre additional cryoprecipitste and {resh=frozen plasss
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for their use. Io most patients, concentrate will scill de the ocly feasidle
. therapeutic modality. ;

Ve advise patients to treat hesorrhages gsrly, even if cesceccrate is the
osly preduct available to thes, in oréer to aveid developing the large
besorrhages which would reguire heavy, prolonged concentrate trestteat. Ve
advise patients to contisue using their usual dosage to treat hemorrhages, to
sssure hecostasis. We advise s fev patients to reraia en propbylactic
concertrate becsuse we calculate that these patients will use less coscentrate
on prophylaxis than they wvould ia the treatnest of frequent rssdod hesorzhages.
We_sre vostsenjrg pleccive gyzgerv, because it requires very beavy use of
coccenirace, uztil ve have sore isfornation sbout the risks of scquiricg AlDS.
We hope that we shall be able to expand our use of DDAVP is patiects vith aild
classic hescphilia snd patients with von Willebrand’s disesse, ané ve pray for
early licessure from the FCA. Seme patients with inhibiters to Factor VIII cas
be trested with porcine Facter VIII comccntrate, but this coscestrate is still
experizental i this country. V¥e hope for rapid expansion of its svailabilicy.

The blood banks sod the masufscturers of concentrate have recestly made
sttecpts to eliminate hososexuals from their domor pecpulation, asd are
iccreasing their efforts to evaluate dosors for possible sigas of predrosal
AIDS. Spokeszen for be=osexusl orgatizations, hovev > ivi hes
will vigiases if = ve ccrOfs B8T® Quet 3 reference.
Scoe physicians have cozzected unfavoratly about the presecce of plaszapberesis
centers on “skid rows.™ Manufacturers state that oost plassapheresis centers
sre in pleasast neighborboods and scall tovas; they aduit that scme ceaters are
ic dowvntovu aress snd have mo plaas to close these ceaters.

TYNIOIHO
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Several msnufacturers of coscentrate in the USA have developed
hest-treated Factor VIII concentrates vhich are, to some degree,
bepatitis=safe. lNyland Laborstories tested a comcentrate wvhich costzined the
virus of nes-A son-B hepatitis asd wvas icnoculated vith the virus of bepatitis
3. Dzhested coocentrate was injected into some chbispanzees vko then developed
both types of bepatitis. UNested concentrate vas injected inte other chbiwps vhe

* did pot develop son-A mon=) hepatitis, and developed hepatitis 3 only after as
ususually lomg imcubation pericd. This cosceatrate probabdly will be licensed |
is esrly 1983. Hylasd vill try to develop as even sore bepatitis=safe
concentrate. Other compazies are alse in the process -
concantrates. We hepe that the heat trestsest which kills eor sodifiss
heyatitis viruses alse extersinstes the mystery wirus of AIDS.

Concentrates prepsred from plasas peels fros which bemosexuals have been rd
eliminated wvill set rvesch the market for tve oF thres . sat=trest .
<GScantrates will set reach the sarhet for three or more mosths ia the USA, sad
they vill be more expessive thsn most current cancestrates. There is we
heat-treated Factor IX cescentrate. Therefore, for the mext fev months, ve
wust contisue te use the cryoprecipitate and comcentrite curzestly available teo
us. Some hespitals with facilities for bleood domers may be able teo make
cryoprecipitate and fresh-frezes plassa frem well-kaova lov=gisk deners.

Yany patients have asked vhat they csn do te lessen the chence of getting
sick from AIDS, in case they are baing expesed to it through bleed preducts. -
"Our physicisns suggest that patienzs lead & heslthy jife, gettisg nermal
smounts of rest, eating a good balanced diet, tryimg te reduce and sissge
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stsess, acd exercising properly ia order to build up zuscle strength so that
they bleed less often anc, therefore, need treateent with blood products less

citen. ecur phvsicians azlso resind our patients to report to the clisic

ie=edizteiy if they have acy of the symptoms which Bave been associated vith 0

Al2S (e.g., fever, adenorathy, cough, dyspnea, etc.) because opportunistic
iziecsicss restons best 1f treat early.

Many curses and latoratory workers have asked kov they should pretect
the=selves iga:cst infection with AIDS vheo they hasdle AIDS patients or taeis
deey fiuids. The COC has recoc=zended that the sace precautions be used wien
cazagizg patiex:s with AIDS as wheC caragice patieccs wish Jeopfizip 2, tnat
15, that the patient be isoiated and trat govns and gloves de usec ir haséling
hi= até bis blsod. When exssing and treatisg paiests who might have a proéroce
of AIDS, but cc cot have an opportunistic infectios, soce extra cossIg-sense
precsutions are advissble, such as kandling blood with special care, usicg
fizger-cots or gloves if the exsainer has a cut, wvashing hsads often, and so

cB.
Scze of our pastients vho take concentrate have asked vhether they should
cestisue to have sexual relstions with their vives, or cuddéle and kiss their

s=zll childrez. Our epidezioclogy and iemunclogy sdvisors co tot thiok there is
suificient evicence to justify interruption of the normal tugigy relationsirips

of he=cphiliacs vho are in good general health. It =ighp be wise fo syuspend
cavita) relzsices if o paries: falls illowith.the gycgizms itk the

ssesable.proc¢roce p{_AIRS.

1f significant further information becames available tn us, we shall
tra=scit it to you iz the mext Bulletin. We hope that 1983 will be a pleasant
sné successiul year for all of you.
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