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Table 1. Details of nine patients, who experienced no major change in factor usage or bleeding history after starting an HIV protease inhibitor.
The table shows the results of total factor usage before and during HIV protease inhibitor treatment and the patterns of bleeding.

Factor VIIIC usage

Coagulation HIV protease Bleeding
Patient no. defect (%) inhibitor (pre) (post) pattern
2 FVIll< 1 indinavir 36 770 34 900 haematuria
3 FVIII < 1 indinavir 19 470 20 990 occasional nose-bleeds
5 FVIII < 1 ritonavir,
saquinavir 59 250 38 580 on prophylaxis
throughout
8 FVII =1 indinavir 33920 27225 nose-bleeds
11 FVIll < 1 indinavir 12 340 10 690
12 FVII < 1 indinavir *20 000 *20 000
13 FVII < 1 indinavir *10 000 *20 000
14 FVIII < 1 saquinavir *10 000 *10 000
18 von
Willebrand 's indinavir 0 0

*No home treatment sheets returned; data collected from treatment issues.
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Table 2. Details of 10 patients, who experienced a change in bleeding events after starting the HIV protease inhibitor. The table shows the
results of total factor usage before and during HIV protease inhibitor treatment and the patterns of bleeding.

Coagulation HIV protease

Factor VIIIC usage

Patient no. defect

inhibitor (pre)

(post) Bleeding pattern

1 FVII < 1 indinavir

4 FIX <1,
with inhibitors

indinavir

6 FVIII = 1, indinavir

7 FVIII < 1 indinavir

9 FVIII < 1 indinavir

10 FVIII < 1

15 FVII =1 indinavir 0

16 FVIII < 1 indinavir

17 FVIII 15 ritonavir, 0

saquinavir, indinavir

19 acquired indinavir 0
haemophilia

in remission

50 000*

22 000
FEIBA

12 020

10 600

50033

indinavir 9200*

10 070

100 000* bleeds at unusual sites, e.g.
knuckles, wrist, anterior shin, toe
joints; prophylaxis introduced
after 5 months on indinavir, and
successfully prevented further

bleeds.

42 000
FEIBA

bleeds at multiple sites (joints
and muscles) simultaneously;
after stopping indinavir, bleeding
episodes becameless severe and
frequent.

20 530 target joints more frequently,

also gum and throat

54775 (13 285
due to assault)

target joints more frequently,
haematuria (X2)

71 810 no spontaneous joint bleeds in
first 6 months on prophylaxis;
then breakthrough joint bleeds
despite continued prophylaxis;
also haematuria (x3) and

haematemesis in next 6 months

40 000* enlarging pseudotumour, and
severe post-operative haemorr-

hage

34 075 muscle and joint bleeds,
intraorbital muscle bleed,

haematuria

22 030 multiple joints

0 nose bleeds, easy bruising and
bleeding piles on ritonavir

0 menorrhagia, nose and gum
bleeds, and prolonged bleeding
from skin wounds

*No home treatment sheets returned; data collected from treatment issues.

DRI TR L 72458, 22007V — 7|28
DT SNTz, 1DV —TI12139 ADBEE
F 7225, HIV 70 7 7 — B IHESI G-/ 1 i <
=B LI LR U o2 V=T TH o T
(Table 1)o #2027V — 7139 NDILEIFES &
KEMEROLMEERZ 1 A0SR ), HIV 70T
7 —EHEAEGICL DRIy — FOMEE T 72
WX =AU V=T TH o7z
(Table 2)o Z DHEDESEMKIHREZ 8 NIZ6H HD
AT B HR U2 LR R 42 G- O R B SN L 72 &

HE LTz, 22007V —TFDOREDHEH L7124
K75 DN D> T Mann—Whitney U-test & H
THERLZZEZA, MAHFIICEDN D D 2 & DR
a7z (p<0.01), HIV 707 7 — L RHEHI 5L
DX EWEIH (1847 H £T) 122w TS
BT L72RER, 6 7 A ox I TR S K
ASEEI 22 D TH B Z L IR ENTZ, BT ¥
V= FEBOBHICL > T, 22007 )V —7RICIEHS
MRENRD LN (FT—FIIRENTVRW),

HIV 71 7 7 — ¥ RHEH] 8 FHI R A i ¥

13



Full Translation: S.J. Stanworth, et al.

V= ROREDRH 57210 ADH 6, 5 NOEFEHE
Barb & (AL LBEN O MAEEA ML 72L 0
ZETHot, RO DS ATIE, MM/ Ny — D%
1, BIZIEER SR WERA (FREEA) ToOH
i (FPFRETRAES, IR, Siim) 25457z,
COZNV=THTIE, b &b EMBEEA O
B oz BEN2 NNz, 209 b, BRRICE
SEDIM AR EE 1 A D ritonavir IR HIZ BB IME &
CREHIMOFEIE L EME L2, LAL,
saquinavir % 72(3 indinavir IZZHE SN THHIEZD
£ BIERIEE U b o 720 BRI O £ KM M AR
B EIIARDPEL oz b & U, TOBREIL
F 7zindinavir% BIfGE L T S AR L OV G % A4
U BHED ML 7L b U7z, M7V — 7 THIV
7u 77 —EHERORM % fl ) 72 B3 2 N3
L7z A ASEE ) & R iown < S e Lz &L
Tz,

COZNV=TDOEZTIE1 NEBRWT100x 10%/1
DU E DM/ MRAHES S 72 58D D1 AIZT5x 10°1T
b oz, 3FFEEE G HHATOfE & i L
LTz, AL m 2 FRRm A CIE R & 221t
EAONLholz, MIECY IVE MED EFHH3
ANDEEHETHD O N, iEEIZ47 umol/1TH - 72,
2 IO 2 WIFHEREO AD ) B3 AD ¥ L e
YHEASESL, AT 80 umol/1 ¥ THE L 72,
indinavir % BA%E S % Bifg CEME S 7z kit (05
Fam TR S 7o) ofR2» 61, i ozt
BT AL BEEHOLNICT LI LIITE S
no7z,

HIV7' a7 7 —EHEAZRH L TWwb EFOR
FHILE OFEMEEZ S 29 572012, 1ER O
ik i DY

BE10

CHE 36 DT 7)) A — ) T RO ESEM I
DIEBITH %o D EHILCDAEA 10 x 106/1 A
DIRFEDS 3 A THB Y, 3FIPLL P A )L AJE
HESEAME & 7z indinavir O BAGAET, B X
HIMOREERIZITE A LR h o7, 84ERT, A5LDH
XN SR BIEE AL, YRS EhH -
720 1995 fFE\ABIES S T3 L72AS, TRiRSE VI A

14

THFN Lo THEBES BT SN Twiz, L
2L, WIR~NOT 7 APAR RO RSN, &
FIREAENZ LD ORI FERS#EY L I3EZ S
Neh ol BEEORE SIIHELAICHTREET
& - 72H%, indinavir ¥ G0 3FEE LRI L T 5
FFITRE LR, 4 AMIZ D7z o THEENIZ VI
AP SN D b O TRREIALN L
Motze BEOEHIRENGE L2720, HEIY)
BoSERE SN Lo L, BEES 7L —T 7))V —
VK (10x10x5cm) &7 0 HRICHEE L 72729,
ARG FAT 2SR B G S L7z, iR R AT Ik LI
MINIRIFTDH - 7203, 24 R MR VI BEREAL 2> 5 It
WBHEPHERT 2 X912k o 0 WEREMZHFHN
Xy 7 LI2hs, HMILL TWAIME 2T 52 L
TELdrol, L LEEORATHIMAEREL, 32
DIMFEZWEI L 28BSy F o 7 L7212 2 0b 5
3, R L7ce SO, TorE OBV EA 2 f
B U720 ARHEERIMER 15 HAL, SEVITET- 122,120
B 5- a7z, FI AT LMERGL
indinavir & W1k L 7248558, MMz &
n7z,

I

HIV 7177 —YHEANL, FRERD gag B LT
gag—poli &L DR XTF g & 7 A )V AKEeE %
BYHaT7HABLUBWENT O LY V75571
WA TaT A F—XIHERNEEHE b > Tnd 0,
HIV 7’82 7 7 —¥322D[[-—99:K 1) X7 F NHh
LhALRETIAY—EATH S, ZOfEIIL =~
BIORT Ul NOREET ANTF T
077 —EBELEWHL IR AR, T4 VAR
RO R HEWE O WRE L 2o 72, i
I DEFRFER B & U'National Steering Committees?®
LO/ETIX, X7 L4y FREERE HIV 70 7
7 — EIHER & OPFHIFERERN L Fa T AV X
WEE L CRIRSND RIS ), FIREGES X
O AV ARmRERIC X > TRERR S N7z & ) AN
PHIFF SN D T EDTRENT WS @210

HIV 707 7 —EHER D IFERT b 70— 4
P_lckoTRHSN, 20700 ORITHET L3

450



i ba oAV ATa 77 —EHEANC L o> THEE SN TS HIV PR ER 1250 5 B

FIEMHBEIERTAZ L X CHREENT WS BS),
L2 LZDMOBIEHIZOWTIZFUTEBH S 212
ENTWR N, WL OO HIV Bk A% B 5 12
T BRERIERE T, HIV 707 7 — ERHEH % kRH L
TWAHEZFTHIMT Y Y — FH3HIL, F7:8%H
MICHIMASE S 5 2 EATRME S 7208 s
BEAETHEEICRE L-RKFHEOMETIE, HIV
T 757 —EHERORG ZHG L T oLk
DBEFD, BT Yy — FOWINE 721X M IERD
ZAED LM ARER L2 L W5 L7z, SOME
T S 2 720 Il S M7 T-m o B
WIS N7z, KPEDBETIE, I OBEEE M
L7225, HIV 78 7 7 — ¥ HER$ 500 & [/ CERAT
TH U7z, 200 BETIE, B3y — > D24t
REYHLNT, FRONEEHCIRNGA % &
TIEEL WL ) ZEACHRIMASE Uz, &, IHEE
R e & KGR RIS ho7z &L S
BHE DAz, 209 B EODOFEFITIEAI
DIFFT 2R EE S & 2 720 FFRICIIRICE§ 2 35
BHWEML, 5 TE2EY = FTHho7201
st LG HIRIE 7 Y — PG SN, EiR
OB REMIREE TIE, BAAEORIMAEIXIE
HTHoIZbhboTHEB L UWAHMAA L
72o L2 L, FEMMKREZ Z 35 LZHIV 72 7
7 — B IHEA O KL/ TAHRER T3 H E IR 3 S
NTwiawv, L7z5->7T, A TIE T ADARDE
HCTHELZZD L) EALOERIIAHTS 5,
RIFFECIEEIEN R E N & 2 2 EHIEH S A1
N o228, M8y — > oZibe HIV 72 7
7 —YIHEA & OW L 22 BRIE IS OFH], F
AL &5 2 &% b % Vindinavirll b LR & #F
ZHND. ZOMDIEHFHREIZL D, ritonavir B &
O saquinavir 237 L & B L TW 5 2 & 2RE
ENTVEE  CNLERAETLE, 2DV TAD
ARG ENTH L EDRBENDL 72,
HIVZ7 a7 7 —EHEANTZ DML hay AL
AHKEFERFICEBE N2 b 6T, X7 L
¥ GRS S 7 — > OZALICES- L Twb &
DE L,

HIV7' B2 7 7 — B IHERDMAREE TS HIH
Mz4 L SELEFEAHTH D, s DIFRET

BFEBAICOWTAZ ) — =0 F % AT o 7208, i
DEALZHSE DT H LI TE LD o 72, MK
WL OBE %R L) REEIXES N Do 7,
HIV7' 027 7 — CHEANIIFRREICRE T 5 2 LAt
MOENTVDEH, MAREETEIBEFEBLUC
RFRD720 & HIEALT B REMEDH 5 10, L
L, EALFRICERZIFERINT 2R & 9 2k
AR ONL D572, RPEOBRE TEHIRIEN 3 FIHT
Lbao A VAREZRIGL TP Ol 6212 L
720 L72ho> THTE T 7213 COmBATES &
Lol gERE LCHIVZ U T 7 — EHEAIIRA o
HMAREE ASHE L 72T REVE D Z 2 H N2 7%, FeE AL
OHIME AL 7ZEEICEHTEISEVTHA ),
—7, IREEDLEIZ X ) HIVEEER DD 7 { 2 5
T\ b ZOFERIZABER ML A o &8 hn &
RLTWAEDLDTHo7, 2D L) RAEFDHIC
b LBEHIAROFETII R WD, ZO5HIZD
WTIEEDIZEEEINLERETHLEEZ TV,
HUAEIRAS HIV 70 7 7 — B RHEARIIRA #1221
TAHIEDIRR SN RN, BEB L UEEREA
y v ZIFRFEEATOEEZBIMIZOWTERL %
T 5 v &) BELFwRIEINT, %<
DMAIREE LY — AL L 7-BIET B & OSSR
HILIZIES L TBY, iz E60HEZ 2R L 2112
HBNTWLDIFEHELWEEZ SNDL, KEED 26
DEFDLHIZ, COGFGIED/ZOIZHIV 70T
7 — CIHER % kT 2 B A U S RENED D
%o BERRERCIIHIV 70 7 7 — EHEH| AP HIV
BYPREOEBELRBERTH A EIRENTVELE D
EMD, L ha AV ABEEOGRICET 287 7%
MEEZRET 2, 2O X) LEIHED RIS 5
25, HIV 70 7 7 — EHEA] & HIV b1k i A6 B8
DIBEP LYY EETRETIRARWL, TXTOEH
WA TIEZWIZL TS GERI 1 &ER9), TR
FEAICE Y HMEFCZ EI3TE B, ER 2 THE
SN/ EH I, MMERESH YHIVI T 7 — ¥
FHER Z R L T2 BEICTAHR 2179 &, HED
i % 4 U 5 el dyes < = 25685030 5 o Tl O
BICHLL Fa 7 AV ZEFEIZOVWTHHFAET L0
WEF LW, FLLEICLoTIEHIV V077 —
YIHEAOTIEZHETTH5RETH A ),

15



Full Translation: S.J. Stanworth, et al.

F LD EAREE, HIV IS L 721 A0w S E
ICHIV 78 7 7 — B IHEANAEHE L7288, &svdl
ATCTHIL NS — > 0% bB L OHILE ORI % 4 L
ek ERR LIz, BEIIIBRERET A0
FIZOWTHILELRETH L, 72, Ew LA
TEEDOHMAE U 22w &) SRR IG5k
HICEZY T HRETH Do HHUERMAMAERIC
i LEBEZLDEVEE Z SN D IEMAIRELRET
HIV 707 7 — YIHEH % %, Hlimns H s
%7 EOWMMBER OB DT RV D L) H % R
THILENEETH b,

A. Burns SO L K HAT GR35 LIEH L £ 97

16

References

10

11

UK Haemophilia Centre Directors Organisation. Darby SC,
Ewart DW, Giangrande PL, Dolin PJ, Spooner RJ, Rizza CR.
Mortality before and after HIV infection in the complete UK
population of Haemophiliacs. Nature 1995; 377: 79-82.
Cohen JA. HIV infection-1. BMJ 1997; 314: 487-91.
Moyle G, Gazzard B. Current knowledge and future prospects
for the use of HIV protease inhibitors. Drugs 1996; 51: 701—
12.

BHIVA Guidelines Co-ordinating Committee. Gazzard BG,
Moyle GJ, Weber J, et al. British HIV Association guidelines
for antiretroviral treatment of HIV seropositive individuals.
Lancet 1997; 349: 1086-92.

Anonymous. Safety issues with anti-HIV drugs. CSM current
problems. Current Problems in Pharmacovigilance
(Committee on Safety Medicines) 1997; 23: 5-6.
Anonymous. Monitoring but no drug-regimen changes
advised for hemophilia patients taking HIV protease
inhibitors. Am J Health-Syst Pharm 1996; 53: 1999.

Helal A. HIV protease inhibitors and increased bleeding in
hemophilia? Can Med Assoc J 1997; 156: 90.

Ginsburg C, Salmon-Ceron D, Vassilief D, ef al. Unusual
occurrence of spontaneous haematomas in three
asymptomatic HIV-infected Haemophilia patients a few days
after the onset of ritonavir treatment. AIDS 1997; 11: 388-9.
Major advances in the treatment of HIV-1 infection. Drug
Therapeutics Bull 1997; 35: 25-9.

De Cock KM. Guidelines for managing HIV infection. BMJ
1997; 315: 1-2.

Lee CA. Transfusion-transmitted disease. Haemophilia
Bailliere's Clin Haematol 1996; 9: 369-94.



