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Acguired Immune Deficimncy Syndrome -

The increased medical concern over the Acgquired TImmune
Deficiency Syndrome (AIDS) has  spread o the
hemophiliac pcpulation during the last Year., Little s
known abour it and because a variety of groups have
attempted 0 address the i2sue, AIDS has become the
center of irrational response in nany countries. This
is of particular concern to U3 because of ungub-
Stantiate@ speculations that thig syndrome may be
transmitted by certain blood products, tpeci!icnlly
Cryoprecipitate and AHT concentrates,

What is known =-- or rather unknown -~ about AIDS is
important. .

A, The mechanism of the Siscase ftgelf ig unknown,

Theories range from a wviral ag9ent or agents to
immune system overload. Many theories abound oo
fome are technical and quite complex medically;
others are wildly speculative, (See point 1 and
2, beleow.) C .

B. While it has not been explicitly postulated that
AHF concentrates are responsible tor the
Appearance of - this AlpS-like - syndrome,
neverthcless there exists ap implied - assumption
that they may be implicated in the transmission of
the syndrome gseex in hemophiliacs, What little
evidenze exists, hcvev;r; in fact tands to suggest
that AHF concentrates have no direct role in this
syndrome . {See pcints 3-6, below and Qi in the Q
and A summarv.)

c. The AIDS-like syndrome as seer, in hemophiliacs may
be A very different syncdrome from that seen in

Cases from other high risk 9Toups. There is even

fome guestion &s to whether the syndrome §n
herophiliacs can be defined ag AIDS, (See point
2., below.) :

o. In the United States, Plasma procurement Nas
aAlways been the subject of very . stringent
governrental controls. Cutter's plasma products
thus come from & raw material source that ig
carefully screened and controlled to reduce the
Tisk that disease agents wjil) be transmitted

through ceartain plasma products.,

Moce rorcert mearurer further provide a reduction
O the dovze il rhat AIfs ew if tn Taet 1t eap
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be transritted by tloed and certain blood produces
== w1ll be transmitted by plasma products,

Any acticns taken to trefine the ranufacturing
process to exclude such transmiscsible agents --
such a&s heat-treatment or chemical fnactivation =--
cannoc yet be proven to be effective. 1In fact, it
has  been shown by chimpanzee studies that
heat-c¢reatment by itself {3 not sufficient to
inactivete the hepatitis B virus in Factor VIII
concentrates. As a result, we ¢annot assume that
a possible ATDS-related transmissible agent in
bloocd would be inactivated by any known method
acceptadle for manufacture of products intended
for human use. Until such & method can be
devised, controls to provide the high quality of
the raw macterial «- plasma ~-- offers more hope in
preventing disease transmission than ary current

‘Process modifacation. (See points 8~10.)

is also inportant for you to khow the following

the relazicnship between AIDS, hkemaophilia, and

AHF concenstrates:

i

An AIZE victim does not die of AIDS. .AIDS is
sirply a medical term which indicates a generally
surpressed or ralfurstioning irmune - gvstem.
Yeortality usually comes vhen pathocens routinely
enccuntered in daily life ané repelled by the
body's irmure system erter the defenseless Yhost*™
ard-rultiply withous interference from the imrmune

systen.

As a resclz, unusual diseases ancd infections occcur
and ecrnen infections are seen in & more virulent
form. Although a tvpe of cancer {Kapesi's
sarccma) has been seen in many AIDS victims, it

has never been seen in hemophiliacs.

Last vear out of a populaticon of appreoximately
20 ,00C herophiliacs in the U.5S,, only 22 have been
ciaancscd »s  Raving ar  apparent AIDE-type
syncrore; nine of ther have died. Ko rates of

" this syndrcre have bhecn reported in hemcphiliacs

ir the V.8, rhis year

All 7?7 rthe hemophiliars whe were diaracned as
havirs an | AIDS-like svndrope usedd aue
corcererate ., fere uerd thr bloor preducts as
WCiir ST wars ap 1T.%. Jrua uset,
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Xdate' ANF concentratc was not used by any of the
12 hemophiliacs who were Teported as having an
AlDS-1like syndrome,

In only rare instances had the 12 cases in
question been exposed to cormon  lots of AlF
concentrates., A lot of AHF  concentrate may
contain up to 7,000 vials and may Pe .used by as
many as 100 hemophiliacs. In a single ve=ar, about
200 lots of AKF cencentrate are produced in the
U.5. and an average hemophiliac, using 30,000 o
5€,000 Iu/year, will get material from S ¢o 10

lots. .

The Centers for Disease Control in Atlanta repert
that in 1982 the largest single cause cf death in
hemephiliacs is still bleeding episodes.

Intensified donor scIeening procedures weze
instizyted througheout the U.S, on March 1, 19e1.
At Cutter, howvever, somc of the AIDS-relatad
screening procedures .-- such as routine checks for
weight loss and generalized lymphadencpathy -
which are now required by the FDA, have becn in
use for many’ years. Thus, Cutter alreacy had »
screening program in place prior to March 1, 1981,

Additiorally, Cutter'sy "donor screening®
procedures to  eliminate high-risk- greups of
unkealthy and HBSAG positive dencrs have always
corplied with the regulations of the UC.S. ¥DA
which are the most rigorous in the world.

There are no Cutter cernters in New York, San
Frarcisceo, les Angeles or Miari, where the vast
marority ©f AIDS cases to date have been Teported.

‘Heat-treatrent for complete viral insctivation in

Factor VI1I concentrates has nct been shown to be
elfective. Heat-treated preduct recently relaaszed
by a U.S5 corpany caused hepatitis in test animals.
A heat-trzated Facter VII1 copcentrate of European
origin ir zaid tc be free cf the risx of hepatitis
transmission but this has not been documentad nor
has the product been tected with the necessary

riger to robstantiate this claim.
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Q2.

A2.

This has not been shown. Koate® ANF concentrate
haz not been .implicated jn any of the 12 AIDS-like
Cases scen in hemophiliacs. It is not proven that
AIDS is transmitted by AHF Concentrates.

If AHF  concentrates <%ransmit AIDS, it is
impcssible to explain why al} hemophiliacs who

used a ccmmon lot did not contract this AlDS-like

tyndrome rather than the 12 reported cases,
Can Xoate?! AHY concentrate he safely used?

The U.S. FDA requires the most rigorous s¢reening
procecures in the world to contrel the quality of
plasma - used in the manufacture of Cutter's
producss. These screening procedures have been
intensified in order to eliminate donors at Righ
risk for AlDS.

Cutter has declared the loczation of its plasma
collecticn centers and nore of them are located

in New York, S$an Francisce, Losg Angeles or Mianmi
vhere the vast masority of AIDS cases have been

regorted.

Does heat-trpated AHF provide any advantage over
Koate ! AHF corncentrate? .

This cannct be proven. As a result of the lack of
positive evidence of complete imactivation of
viruses, - ar  assumption of {ncreased protection
Iron wviral transmizsion from heat-treated Factor

231 concentrate is not varranted at this time.

In the meantime, it is our feeling that it would
be ©of questiocnable value for hemophilia patients
to be persuaded to change to products which raise
the cost of an already expensive therapy in retuyrn
for no gquaraptee of increased protection. it
would ‘also be ipadvisable to suspend or reduce
treatment asnd thus increase the probability of
bleeding episodes which result in disarility and
deacl..

As lemg as the AIDS agent is net known and as ‘leng
as viral inacti{varion procedurcs cannot be shown
to be effective, it is more detirable to Frevent
the introduction of a possible AIDS agent in the
$tartina raceriel than to attergt o elimipate it
wi1th urjyeven procedurss at a 1ate: reaaer ir the

precssn,
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Q4. wWill Cutter introduce a hea:—treitéd ARHF
conventrate

A4. The Cutier goal iz to produce a virus-free AHF
concentrate which is safe and effective, Since it
appears that heat-treatment at present {s not
comrpletely effective for viral inactivation in AHF
concentractes, Cutter will pursue heat-treatment as
An interim step with the aim that heat-treatment
uncder proper conditions will result in viral
inactivation. ’

Final Statement

Your interestsx and cthose of .the patient are of
Paramount concern to us., Be assured that every avenue
for resemarch and exploration {into these few and
challenging questions is being addressed, AT new
developments occur we will. inform you fully:; we will
keep ycu in touch with progress.
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Vinside_address¥Mr. Godwin Nqan, Asst. Manager’
Luen Cheong Heng Ltd.

Caltex House 17th Floer

258, Hennessy Road

Heng Xong

¥salutation_nameVMr. Ngan

Vingide addressvMr. Ferdinand Fung
tnited Ttalian Trading Corp. Ltd.
Caltex House l16th Floor

258, Hennessy Road

Heng Xong

Vsaluzation_nameV¥Mr. Fung

Vinside addressvVDr. Haryvanto Santalo, Manager
Pradia Pharmaceutical Industries

P.O, Box 2684

Sl. Teman Traah Abang J11/25

Jakarta Pusat

Indonesia

Vealutation_namevlr. Santoso

Vinside_addressvlr. Hengky Indrajaya, Cutter Supervisor

Pradja Pharmaceutical Industries
P.O. Bax 2684
J1, Taman Tanah Adang 111725
Jakarta Pusat

Irdeomeria
Ysalutaticn_ namew.r. Ind--“ava

¥inside addressVMr. J.R. Hawkless
Smich Biolabs Co., lLtd.

P.C. Box 36307

43-45% woedside Avenue, Horthcate
Auckland 9, New Zealand
Vsalu!a:ien namevYMr. Hawkless

Vinside addressVMr. 3ill Wiggle
Smith BIolabs Co., Lta,

_P.O. Box 36007
43-45 ¥ecodside Ave., Northcote
Auckland 9, New Icaland
Vsalutation_nameVMr. Wiggle
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¥inzide_addressvMr. Mchamad Nahhas
Cutter Laboravorics

P.O. Box 1116

Amman, Jordan

Vsalutation_nameV¥r. Nahhas

Vinside_addressvMr. Aldo Yabbri
Laboratorios Dr. Gador y Cia., S.A.C,I.
Casilla Correo Cantral 4041

1000 Buenoca Aires

Republica Argentina
Vislutation_namevMr. Fabbri

Vinside _addressvDr. Jorge Ribeiro
Laboratorio Palenzona, C.A.I.
Urbanizacion La Trinidad
Caracas 108 ’
Vanezuels
¥salutation_nameVDr. Ribeiro

P

Vinside_addresswMr, Fernando Kauffman
Laboratorics Lepetit S.A.

Av. America do Sul, 1%500

CEP 04754 = Sto, Amaro

Sag Paulo, Brazil

Vsalutation namevMr, Kauf{fman

Vinside address¥Mr, €. Esquivel

Costa RIca Dental & Medical Supply Co.
Apartado 434

Calle 4, Avenida 3 :
Diagenal al correc b
San Jose, Costa Rica :
¥sslutation_namevMr, Esquivel

sl i, v IS whi L TR

*-::j ' ‘l’(:)(:"t’:z:(')

ey
)

-
LA

Vinside_addressvMr. Rafael Julia
Miles Cverseas, Inc,

Tabonuco St. 4=~B

Caparra Hills

5an Patricio Development
Guaynabo, Puerto Rico 00929
Vsalutaticn nameVMr. Julia

g’
“"ln-"h

Vinside addressvMr. Len Wisdom

Tuta Laboratories Pty, Ltd. ) .
332 Burns Bay Road

P.0. Box 1Ff§

Lane Ceve NSW 2066 - . 3
Australia . By
Vsalutation_namevMr. Wisdom 5
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Vinside addressVDr. Rcberto Gonzalez
Baver PRilippines, Ine.
Pharmaceutica)l Division

Equitable Bank Building

2.0, Box 7737 ADC, MIA

Ortigas Ave. Corner Roosevelt St.
Metro Manila, Philippines
Vsalutacion namevDr. Gonzalez

Vinside addressvMr, Rodelio Victa
Bayer PRillppines, Inc.
Pharmaceutical Division
Equitable Bank Building

P.O. Bex 7737 ADC, MIA

Ortigas Ave, Corner Roesevelt St.
Metro Manila, Philippines
¥salucation_nameWvMr. Vicia

vinside addressvMr, Frank Fung, Director
United Tralian Trading Corp., Ltd.
?.0. Bex 2536 .
207-8 Thomscn Road
' Goldhill Centre
Singapcre, 1130
¥ealutaticn_name¥Mr. fung

¥inside aclress¥YMr. Thomus Te-Shin Lin
Tian Shing Trading Co., Lltd,

P.O. Box 1617

Glory Building-7%h Floor

36, Chang An E., Rd,, lst Section
Taipei, Taiwan

Vsajutation_name¥Mr. Lin

Vinsice_addressVMr. N. Naewboonnien
Serea Company, Ltd.

997-1001 Silom .Road

Bangkok 5, Thailand .
¥salutation _name¥Mr, Kaevboonnien

Vinsicde_addressVMr., Xlaus Juelicher
Cutter Japan Ltd.

¥ob= International Friendship Bldg.
%-1, Minatojima-Nakamachi

§=Chome, Chue~ku

Xobe 50, Japan
vsajutation_nameVWMr, Juelicher
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Vinside_addressVMr, B, Laﬂalle
Dicpharm

17, rue Gaetar Lamy

93300 Aubervilliers

France

VYsalutation_namevMr. LaKalle

Vinside addressvir. J. Nicolau
laboratorios Hubber. S A,
Berlin, 38-48

Barcelona, Spain
¥salutation_nameVDr. Nicolaun

Yinside_addressvMr., J. Tersain
Bayer (Sverige) A3

Box S148 -~ Karlaragen 41

102 423 Stockholm §

Sweden

Vsalutation namevMr. Tersin

Vinside addressvMr. R. Frolezheim
Troponwerke

Vertrieb Cutter

Berliner Strasse 156

5000 Xoeln 30

West Germany
Vsalutaticn ) namevMr. Froitzheim

Vinside_addressvMr. B. Dyos
Cytter Laboratories

Division of Miles Laboratories
Stoke Court, Stoke Poges
Slough SL2 4Ly
Buckinghamshire, England
Vsalutaticn_namewMr. Dyos

Vinaide_addressvMr, B.F. Knudsen
Bayer XKemi A/S

Postbox 209% - 1014 Xobenhavn X
Christian IX's Gade 2

DenrarXx -~ 1111 Xobenhava K
Vsalutation_namewMr. Xnudsen

Vinside_sddressvMr. Petar Ngan, Director

Leen Checng Heng Ltd.
Caltex House 17th Floor

. 258, Hennessy Road

Hong Xong
Vealutatior nameVMr. HNgan
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