NATIONAL BIRCHGROVE CONFERENCE REFORT
BATH 24TH - 2671 JULY 1998
INTROBDUCTION
he 5th Nationa! Birchgrove Conference was held af the Stakis
Hotel, Bath, over the weekend of 24l - 26tk July 1998, on the
theme of “Ircatments and Alternatives”. The intention of the
conforence organisers was t0 provide a foram for discussion of
conventional combination theraples and complementary treat-
ments for hacmophiiiacs co-infected with BIV and Hepatitis C.

Friday 24th July

REGISTRATION AND WELCOME

Delegates from 2l over the country hegan to arrive ai the Stakis eatly
on Friday aflernoon. Registration was compieted by 7.00 pm with a
total of 60 delegates in attendance. Rather than scheduling seminars
for Friday evening, this time was set aside for old acquaimances to be
renewed and for first time attendees Lo meet with and get (o know the
old hands. A three course dinner was arranged for 800 pmin the
Willow Suite, where « fine meal was accompanied by some Tively

discussion on the business of the conference,

Afterwards, people retired 10 the main bar where the itk
i continued into the early hours. The atmosphere throughout the
eventing was relaxed and convivial, aud there appeared (o be u note of

cawtinus optimism about the {wure.

Sarurday 23 July

HIVHEPATITIS C CO-INFECTION

Following a hearty breakfast, delegates decamped to the Willow Sujte
for the first Seminar, Cady Khudabux, on behalf of the National
Rirehgrove Sicering Commitéee, welcomed the delegates lo Bath and
introtiuced them fo other members of the organising commitice. He
outlined the agenda {or the weekend snd then introduced the first

TiYD. TEL: 01222 387960

A brief report

speaker, Nigel Hughes, the Clinicat Nurse Specialist at Preston Hall
Hospital, Maidstone in Kent. Nigel gave a lively and informative talk
on HIV and Hepatitis C co-infection, speaking for approximatety 45
minutes on a nuntber of issues relating o this wpic, including currem
treanments with alplia-interferon, wnd siso the long-term prognosis for
those whe were co-infected, Subsequently, guestions were invited
from the floor and the number of people wishing 10 put questions to
Nipel was indicative of the high Jevel of interest his tatk had

geneeated.

MACFARLANE TRUST OPEN FORUM

After a break for tea and coffee, there was an Open Farnir wilks threc
represematives from the Macfarlane Frust describing the workings of
the Trust and their roles and responsibilities within the erganisation.
Fim Hunt, Fran Dix and Anae Hithersay gave delegates a valuable
insight into the Trast's policies and procedures en a number of issues,
ranging from how decisions are made regarding grant awads, 1o the
criteria needed to apply for such grams, Enthusiasic delegates raised
a number of pertinent questions on past dectsions and on the futere
direction of ¢he Trust,

CHILDREN'S TRIP TO BRISTOL 200

The Birchgrove Children and Families worker, Marthi Cirino, with
the help of volunteer Choy Sterio, had organised a chitdren’s day out
at Bristol Zoo, A total of seven children were takest by train 1o Bristo)
in the morming, thus allowing their parents to attend the day’s
seminars, All the kids were returned safe and sound to the Stakis at

around 4.30 on the Saturday cvening,

ATP: COMBINATION THERAPIES

Affer the morning's sessions, luneh was served between 1,00 and 2.06

pi, with delegates retuening to the Witlow Suite for the wain

business of the afternoon, a question and answer session on the latest
continned on page 2
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confinued from front page

news reparding Combination Therapics. This talk was
conducted by Rafi of the AIRS Treatment Project and
provided a platform for delegutes to voice their fears und
concerns regarding a wide variety of treatment issues.
With difterent levels of knowledge emanating from the
delegates, Rafi managed 1o conduct the discussion at a
Jeve! which scemed to offer someihing (o everyonc.
Issues raised included when was the best time 10 begin
treatment; what was meant by CD4 couns, viral load
tests and HAART; the consequences of delaying
treatment; the different classes of drugs, Le.. nacleoside
analogue reverse transeriptase inhibitors (NRT1s), such as
AZT, DDL 3TC and DAT. non-nuekeoside analogue
reverse transeriptase inhibitors (NNRTIs), such as
Nevirapine, Delaviridine and DMP 266, and protease
inhibitors (P1s) such as Ritonavie, Indinavir and
Saquinavir, Other issues discussed related to drug side-
effects, and when and it it would be possible to cease

drug treatment.

Rafi also gave delegates up to the minute feedback
on developments at the recently held World AIDS
Conference in Geneva, While some of the news was rela-
tively depressing — for example on the sexious side-
offects connected with long term treatment on Protease
Inhibitors, other news struck a more cautiously optimistic
note, Doctors and AIDS specinlisis were developing what
had been termed ‘Protease Sparing Regimes” for treating
HIV infeetion, and there was 1lk of new NRTIs being
available in the near future, us well as the development of
a whole now class of anti-HIV dregs.

The seminar ran for over two hours, with a coffee
hreak in between, and while there was a lot of informa-
tion 1o 1ake on board, much of it new to many detegates,

it proved to be an interesting and informative session.

MEAL AND DISCO

T the evening, another three course dinner was followed
by a disco in the Willow Suite. This provided ample
opportunity for various delegates and steering commities
members (o make spectacles of themselves ¢ither on the
dance floor, or througls their tewly appaliing taste in
music. The disaster of the Haemophilia Society’s soon to
be wed HIV worker ending up having a midnight dip in
the Stakis lake, courtesy of a number of female defegates,
was narrowly averted by the judicious - and as yet unre-
warded — intervention of two members of the steering
cominttice. That he didn™t get ducked perhaps indicates
the high esteem in which hie s held. Or maybe rot, as the
case may be,

Sunday 201k July

TRADITIONAL CHINESE MEDICINE
Unfortunately, the representative from fohn Tindalt's
Gateway Clinie in London, scheduled 1o give a talk on

Teaditional Chinese Medicing, did not wrn up. Instead,

Mike O’ Driscoll gave a talk on the subject from a
patient’s point of view. Mike had been using Chinese
Herbs For twe years in the meatment of both his HIV and
Hepatitis € infections. He explained how the initial
consultation with John Tindalf was designed (o enable the
practitioner to gain an overall picture of the patient’s
heahth and well-being, witl patticsiar atiention being
paid to specific indicators - pulse, respitation, tongue,
mental and cmetional health, ete, A preseription was then
drawn up by the practitioner, which could jnctude up 1o
wwenty or thirty differest Chinese Herbs in various quan-
titics. Whilst the consultation with Joha Tindall is frec of
charge, the patient has to pay for the herbs, which,
according to the prescription, can vary in ¢ost up (o

£35.00 for a munths sopply.

Treatment consists of bailing a quantity of berbs in a
fitie of water, straining and reserving this mixtuee and
then repeating the process. The resuliang lquid was
enough for four days treatment, which eonsisted of
approximately half a cup drusk wice aday. The liquid
could be drunk kot or cold, bt Mike advised that it was
best W drink it down in one quick gulp, and have
something more palatable at hand o get rid of the
unpleasant afiertaste, Mike talked for about twenty
minutes and then answered questions (rom delegates.
From 2 personal point of view, he told the conference
that he felt the herbs had bad a beneficial effect on his
hiealth, and that it was 2 shame that a represeniative from
the chinie had not wrned up, as they did have stistical

evidence to show such benefiss to health.

HAEMOPHILIA SOCIETY'S HIV WORKER

Steve Fouch held a question and answer session during
thie second hult of the morning. Steve. the Society™s HY
workez, explained his role within the society and how it
related 10 the Birchgrove Group. He is closely involved in
projects with hoth National Birchgrove und Birchgrove
Wales, and seex pant of his role as developing links with
Tocal Birchgrove groups in other parts of the coumry -
the North-west, north-east, East Anglia and the Midlands,
for example. He aiso intends to encourage other HIV+
huemophiliacs that e may come into contact with, and

who have not previously had any links with Birchgrove,

w get in contact with the proup,

Again, this was an interesting and informative
session with lots of questions from the floor. Given thiat
fhis way largely an imprompiu session, doe w the non-
appearance of the Chinese Herb spectalist, delegates felt
that it was worthwhile in that it gave people a chance (0
meel Steve and gain an understanding of his role.

Sunday Lunch was served between 12,30 and 2,00

pm. alter which the conference drew 10 a close, with

delegates returning to all corners of the country.
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KEEP TAKING THE PILLS

fter & person is infected with HIV, many

diffcerent strains of the virus appear over time
as the virus copies isell. Each new generation hag
{iny differences, or mutations, in its structure. Some
of these mutations eccur in the parts of HIV which
are targeted by andi-BIV drogs. This can result in
strains of HIV that ace fess valnerable to treatment,

When an anti-HEY drug is started, HIV strains that are
highly vulnerable to the drug disappear rapidly. This
leaves strains behind that can copy themselves despile
the drug's presence. In time, the “pool’ of viruses will
include tewer and fewer drug-sensitive strains and
more and more resistant ones, These may or may rot
be capable of harming the body.

Resistance is an important reason why many anti-HIV
drugs have only Eitited or short-tenn effects.
Whenever HIV is still able to reproduce in the hody of
someone who is taking anti-HIV drogs, it is extremely
likely that resistant strains will eventaally emerge, and
the viral lewd will increase, This increase is sometimes
called viral load “rebound’.

MINIMISING THE RISK OF RESISTANCE

Using two or more anli-HIV drugs at once, known as
combination therapy. delays resistance, because
viruses that are resistant to one of the deugs may still
be controlied by the other(s).

Studies have shown that the risk of viral toad rebound
is related 1o the point to which vival load falls afier
starting treatment. calied the ‘radit”. The lower the
nadir, the iower the risk of rebound, and therefore the
tisk of resistance.

People whose viral toad fails, and remains, below 30
copies are at a much lower risk of developing resis-
tance. However, resistance may emerge even in these
people over the fonger termi. (Most viral Joad tesis
carrently in use in the UK mensure viral load o a
lower Hmit of 400 or 500 copies. Ask your doctor
about the tests available in your clinic).

Adding or changing u single new drug to a comhina-
tion which is not suppressing viral load is likely to
lead 10 the development of drug resistance, because
the impact of that single new drag is tikely: 1o be
insufficient 1o block replication. Experts now advise
that treatment changes should always include at least
two new drugs, wherever possible,

Comtinuing with the same drugs after your viral load
beging 1o go up can also encourage the development
of resistance. ‘This is because resistance to some drugs
develops progressively; as more resistant mutations
sccumnulate, sensitivity to the drug will fall. However,
resistance o drags emerges at different speeds, For
example, 3TC and nevirapine resislince emorges very
quickly, but d4T and ddC resistance emerges slowly.

Also, people whose viral load remains Bigh or
rebounds whilst taking anti-HIV drugs may il expe-
rience a rise in CD4 count, and delayed disease
progression. Though resistance is a common reason
for viral joad rebound, it is not the only reason.

It is important 10 take anti-HIV drugs exactly as they
have been preseribed, by sticking rigidly to the
suggested dose and timetable, and observing istruc-
tions abowt food.

Taking too ligle drug (by missing or reducing doses)
could ailow drug levels in the blood to fall o inade-
guate levels, allowing viral replication to occur und
incressing the risk of the emergence of resistance.

CROSS-RESISTANCE

Single mutations, or sets of mutations, in the virus can
produce resistance o several different drugs, This
means that opce resistance 1o one drug has emerged,
this vins population may alse be resistant to drugs
you haven't taken yel.

This is called cross-resistance and may affeet all
currendy available anti-HIV diugs 1o a greater or
lesser extent, For example, it is possible that if you
develop resistance 1o a protease inhibitor or a non-
nucleoside reverse wanscriptase inhibitor (NNRTT),
you wilk also be resistant to all others in the same
group,

RESISTANCE TESTING

Several lests are being developed to detect which
drugs you are resistant 10 and your lével of resistance
to them. It is not currently known how useful these
tests will be in guiding treatment decisions.

DISCLAIMER

The views expressed in each-of the
articles are those of the individual
authors, and not necessarily those of
the Birchgrove Group.

“BIRCHGROVE?” is published by:
The Birchgrove Group,
P.O. Box 9, Abertillery
Gwent NP3 1YD.
Tel: (0345) 697231 (Helpline)
(01222) 387960 (Admin.)
Editor: Gareth Lewis
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Two Three or Maybe FOUR by pr stErHEN AsH

Otw reads reporis of clinical trials of new drugs
and combination therapy and how good they
are at producing quite dramatic drops in viral loud
(expressed as multiple log fatis*) and rises in Chd
connts. Bat how well are things going in the real
wotld outsitie of clinical trials?

Certainty there are reposts of hospital wards closing
due to reductions in the numbers of opportunistic
infections in poople who have responded to HAART
{(highly active antiretrovira] therapy). On the down-
side we hive heard about problems with HAART, for
exampie drug failure due o viral resistance, and ide-
effects such as lipodystrophy ~ abnormal distribution
of fat in the body.

Tt s mare than two years since patients Ealing
Hospital were first offered ILAART (which in practice
has usually meant triple combination therapy
including a protease inhibitor) and it seems like o
good ideu 1o take stock of the sitwation and see whit
can he learnt, Althongh the foliowing data is very
prcliminary, it gives a rough idea of rends and
responses 1o HAART we have encountered,

Over 50 puticnts are on triple or quadruple therapy af
Ealing Hospital, n most cises including at least one
protease inhibitor. The majority of these patients are
gay males as we would expeet from the pattern of
infection.

However, over forty per cent are heterosexuad and
almost lwenty five per cent are Wwomen.

More than cighty per cent of those starting HAART
aschieved an undetectable viral foad (less thao 200
copiesfm}) within four months. Mast of the twenty per
cent who didn’t achicve this goal hadn't tuken the
drugs regularty as advised. However, about half of all
patients on HAART had to change their therapy in the
first year. About one third changed a single drug due
{0 side offects, although their viral load was less than
200.

The remaining two thirds had 1o chunge two or more
drugs on the basis of vising vira! load. Poor compli-
ance accounted For many of these instances, but not
all, Fhose people with previous experience of taking
antiretrovirad drugs ended o be more likely 10
develop drog failure.

Despite all the problems of HAART, it has been a
privilege to witness the amazing benefits that some
patienis have clearly teceived from these drugs. The
hospital admission rate bas dropped as a result of &
fali in the number of opportunistic infections and
other serious infeetions thal one would have expected
10 see. Although this parallels the rise in CD4 count
scen in most patients, even fhose patients with onty a
modest rise in CD4 count seem 1o get some form of
protection against infections,

ALY this has resnlied in an increased life-expectancy
for people on HAART. The rate of CMV and MAL
infection has fallen by ninety per cent; that of
Cryprosporiditm and Preuraogystis pneuania by
one hundred per cent (no pew cases). The incidence of
Candida scems to have been reduced by & more
modest seventy por cent, We have witnessed the
regression of Kaposi's sarcotma upon commencement
of HAART, as well as some improvements in PML
and HIV cacephalopatiy. However, there has been no
improvement in the incidence of HIV-refated wimonrs
such as [ymphomas.

As has been reported by othor centies, the enhanced
immune sysiem response that follows HAART can be
teniporarily harmitd, We have seen one patient with a
flare-up of their CMV retinitis although this did seitke
fasrly quickly with prompt Lreatnsent.

Additionally there have been soveral pitients who
started HAART with very low CD4 counts whose
previously undiagnosed MAT of the lymph ghands
heeame obvious once the immunc sysiein Deeame
strong enough to attack the infection, This resulted in
swelling and discharge from the Tymph glands. Once
again the cventual auicome was good thanks to rapid

diagnosis and early treatment.

As time goes by, we arc more and mare aware of the
Jonger tern: prablems of HAART and we routinely
moniior for all sort of complications such as:

« High blood sugar feveis
o High cholesterol and trighceride Jat) levels
» High Mood pressure

» Lipodystrophy

{abrormal fat distribution)
o Osteaporasis

s Kidney stones

(associated with indinaviv in particular)

Farly warnings und iitervention can mininise the
tmpuact of such problems.

Pespite much emphasis on side-cffects and worrics
about as yet unrecognised long-tern problems with
1he use of many of the new drags that make up 4
HAART combination, if is nevertheless clear that
most people who stut HTAART receive enonmous
benelit and it appears that for most people this is an
effect that can last for years.

Dy Steplien Ash is Consultant Physician in General

Medicine and Infectious Diseases af the Ealing
Hospital NHS Trust.

"Multiple Log Falls (of viral copies)
From 1,000 10 100 =1 log fali {(1F o 1)
oF
Frows 10,000 to Hi= 3 log fall (10¢ 10 10)
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Spontaneous Bleeding

Protease Complications

hat are the specific issues facing people

with haemophilia  and hepatitis?
Recently, AIDS Treatment Update has
reccived several calls from HIV-positive people
with haemophilia, over reports that protease
inhibitors may not be safe for them to take.

The concerns stem from a Tetter sent py the US Food
and Drug Administration (FDA) o American dactors
on 1 July 1996, Tt reported 15 cases of spontaneous
bleeding episodes among people with haemophilia in
Europe who were being treated with saquinavir,
indinovir or ritonavir al e tinte, Since then, a
substantial number of cases of unusual bieeding have
been reported world-wide among haemophiliacs
receiving protease inhibitor therapy.

Most of the bleeds have been of a type known as
haematosmas, I which the bleeding oceurs into body
tissues, causing a swelling. Only 2 minority of these
bleeds have been hagmarthroses (bieeding intw a
joing), the 1ype that is (ROSL COMMON AMORE people
with hacmophilia.

CAUSE OR COINCIDENCE?

The FDA stressed that there is no conclusive evidence
that these unexpected bleeds were cawsed by the
protease inhibitors {PIs), It is possible that il was
simply  coincidence that these people were taking 2
Pls,

There were no reports of increases in bleeding or
blood cloning problems among haemophiliac or non-

- paemophiliac participants in clinical wials of protease

inhibitors. In a study reported at the. annusal
Retroviruses conference in Washinglon in Spring
1997, French rescarchers reported that two owt of 21
pon-haemophiliac people showed signs of blood
cloning abnormalities afier they started treatment with
ritonavir or indinavir (abstract 201,

ANECDOTAL EVIDENCE

Dr Keeling, o consultant at the Haemophilia Centre at
Oxford's Churchill Hospital, agrees that “the evidence
is really anecdotal, I these is a real jink with protease
inhibitor treatment, we don’t Know whether it's
something that wili only affect a smalh inority of
patients, or whether everyone is i an increased risk of
hleeds. No-one has come up with any explanation of
how the protease inhibitors might cause an increase i
bleeding. T still remain slightly sceptical”

Dr Kecling expressed coneern that the reports might
be used as a prelext to prevent giving Proteasc
Tnhibitor Therapy to people with hacmophilia, “If a
person with haemaophilia needs treatment with a
protease inhibitor they should receive i, and be
monitored carcfully, These repotts shouldn’t be used
just as an exeuse neL o give expensive drugs 10 people

with hagmophitia™

Nevertheless, there continue 10 be reports of bleeding
problams apparently related to prolease inhibiors. At
the recent Hamburg Conference. Spanish doctors
reported thit 5 out of 17 hacmophiliscs who werc
wested with indinavir as part of their combination
therapy developed hiceding episodes: the three major

hleeds were all hacnatlomas,

YET MORE ANECDOTAL EVIDENCE

The evidence has inereased for unusual bleeding
amongst the haemophifia/HIV popalation.
Anecdotally and fornately, this srusual spontaneous
bleeding has shown to decrease, after the complian
usc of protease inhibitors over a period of five 1o six

months.

irish doctors alsw seporied on their experionce of
teating 20 haemophiliacs with Pls. While there was
1o statistically significant increase in the number of
bleeding episodes oF In patients’ requircments for the
Factor VIU used to treat and provent bleeds, two indi-
vidoals with severe hagmophilia did report unusual

HACIAOMAS,

While the some of people with facmophilia and HIV
have not experienced problems with protease
inhibitors, the unceriainty has feft many cither very
cautions about or aleady decided against wking a

protease inhibilor,

RECENT STUDIES

Unfortaately recent studies suggest ai intolerance of
HIV protease inhibitors in HIVAICV + individuals
receiving Highly Active Anti-Retroviral Therapy
(HAART), Liver toxic reactions Were more Commion
in HIVHCV+ individuals receiving the proteass
inhibitor — Indinavir (Crixivan), though they remain a
minority of individuals. Chronie HCV is an indepen-
dent pointer of fiver toxicity and is found more in
individuats with HIV/ HCV+ via people with

haemophilia or injecting drug usc.

While other protease inhibitors were apparently
indicated less in this side effect, {ult and larger shudics
10 evatuaie the problenm are needed. There is b0
evidence as et that “protcase sparing regimes” using
nucieoside (NRTIs} or ron-nucleoside reverse iran-
seriptase inhibitors (NNRTIs) cause similar difficul-
ties, with few reported antagonistic effects bewween
these therapies and Alpha terferon therapy for
chronic Hepatitis C.

Certainly HIV+ individuals co-infected with HCV
aced 10 be monitored for side cffeets and interactions
between the differing fherapeutic agents used for both

virat infections.
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GENERAL SYMPTOMS AND THEIR
DIAGNOSIS

IV infection and AIDS are associated with an

increased incidence of a large number of
symptoms, such as fatigue, dey skin aad intermit-
tent diarrhoea. These symptoms are seen with many
iflnesses, It is not within the scope of this atricie to
deal with these individually, but it is possible to
discuss in general some of the more common
symptoms.

Swolless glands (lymphadenopithy) may be present in
the grown, annpits and neck, and these are often
tender. Some doctors believe it to be a good sign of
the body responding 1o the HIV infection. The
swollen glands are usoally generalised and fluctuate in
size, but sometimes one particular gland enlarges
much more than others. Your doctor may wish to
remove oF sample (hiopsy) such a gland to exchude
infection or cancer,

Diarrhoca is & common sympiom which may lead to
weight loss and wasting. It it is persistent your doctor
wili ask for samples of your stools. There are many
causes for diarrhoes inchuding anxicty, conymos bowel
infections (c.g. giardia, rotavires, campytobacter,
satmonella), and AIDS related opportunistic infections
such as eryptosporidivm and microsporidium.

These infections may be passed by contaminated {ood
and water su it is important to listen for health
varnings wbout tood and water. Somie people
recomnicad boiling all deinking water. These infec-
tions may also be passed on by some sexual practices.
Your doctor will be able to suggest specific treatment
for diarrhoea, but it is essential to maintain your
nutrition and tluid intake during a bout of diarvhoea.

Fevers and night sweats may occur due to HTV
infection itself or an underlying infection. Some
people eed 10 change bed clothes because of
swealing, Aspinin and paracetamo] will often cause
sweating when given for a fever, as this is part of the
body's nonmal cooling system. Your doctor may wish
1o take blood cultures or other tests if you are having
frequent night sweats,

Easy bruising and bleeding may oceur if the *plateiet’
count {alls due to HIV. This is called thrombocy-
wipenia and occurs in many circumstances olher thun
HIV. Fhere are a vagiety of treatments Tor this but in
the first instance your doctor will probably suggest
antireiroviral treatment.

SEROCONVERSION ILLNESS
Serocomversion ilness is a viral syndrome that usually
occurs within one montl of being infected with HIV,
It causes symptoms similar 1o the flu, such ag sore
throat, swollen glands, fevers, and aches and pains.
Many people have fatigue and o rash similar to that
scen in glandutar fever. In up to 20% of people the
sympiomms wre serious enough to consult a doctor, but
the diagnosis is frequently missed. Even if an HIV
antihody test is done at this time, it may not yet be
pasitive. Some people consider that weatment at the

tinte of seroconversion may have Jong teem benefits
by altering the viral load set poind evel). If HIV
mfection is strongly suspected, your doctor may
crpioy other tests (c.g.. PCR ) to confirm the
dingnosis,

ANTIRETROVIRALS

There are currently two classes of drg licensed to
dircetly wreat HIV infection (antiretrovirals), These are
nucleositle analogues and protease inhibitors. Another
class becoming more widely used are the non-nuckeo-
side reverse wanseriptase inhibitors (NNRTIs), these
are not yer ficensed and are avaitable 1hmug]1'
specialist HIV centres and clinics.

Deciding when treatinent should be started, and which
drugs should be used, is very much an individual
decision which will need 10 take into acconnt sach
{factors as a person's viral oad and T4 count,

It is vitally important that once stagted, medication
should be taken at regular intervals, with the appro-
priate diet (i.c. Tasting or afier meals) and without
missing doses. Clear insiruetions should be provided
by vour doctor or another health professional.

If drags are not 1aken correctly, (i.e. there is not full
compliance), then the drogs may soor become inef-
fective as the virus becomes resistant. Due o the
phesomenon of “cross resistance” this may mean not
just one but a number of drags becoine meffective
against HIV. .

‘The BHIVA guidelines suggest a minimum of three
drugs in combination to treat HIV (“combination
therapy™); so increasingly, two drag combinations arc
used less. Single drug teeatment (monotherapy) soon
fatls and should never be used. There is no single
“correct” combination of drugs which should be
taken.

NUCLEOSIDE ANALOGUES

Nucleoside analogucs work by inhibiting a specifie
HIV cnzyme catled reverse transeriptase, and the
following nucicoside analogue drogs have been
licensed in the UK: zidovudine (AZT, Retrovir), ddl
{didanosine, Videx), ddC (zaleitabing, HIVID), 3TC
(tamivudine, Epivir) and d4T {stavudine, Zerit).

FADOVUDINE (AZT, Retrovir)

Zidovading was first licensed for use in the treatment
of HIV infection in 1987, when a trisl showed that
people who wok zidovudine lived longer than those
given a placebo (inactive tablets). It also showed that
the zidovudine recipicnis developed fewer oppur-
tunistic infections.

Subsequently, trials have looked at the use of zidovu-
dina in earlier stages of HIV infection, 1o see if it is
beneficial in people who have no HIV-related
symproms. Some studies suggested that the use of
zidovudine may delay the onset of symptoms in
peaple who are well bt who have a T4 count of less
than 500. However, & European study, Concorde,
Continwed on page §
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which followed up participants for lopger, docs not
appear to show any difference in the benelit of taking
sidovudine alone when asymptomatic with a higher
T4 count, compared to delaying tking it until cither
symptoms have developed, or the T4 count s Calien,

Fidovudine has abso been shown o reduce the chanees
of HIV transmission from mother © baby during
pregnancy The best way 1o use zidovedine appears
from several studies, such as the Delta study (zidova-
dinefddC or zidovudine/ddl)., 1o be in combination
with at least one other drug. During 1995, resuits of
wo studies demonstraied an advamage for combiail-
tion therapy over zidovudine alone in tenus of both
survival, delay in opportunistic discases and skowing
of T4 decling in people with T4 counts ranging from
50-500 and both AIDS, sympioinatic HIV and
symptom-feee infeetion. Importantly. combinalion
therapy did not appear to resuit in a sigaificant
increase in side-effects.

1 apjpreass likely that the benefits of this type of two-
druty, combination therapy only last for 2 limited
period. This may be due cither t development of drug
resistance of intolerance.

AZT or 647 are inciuded in most combinations, They
should not, however, be used ogether as they cempete
and lose effcctiveness. -

Side-effects of sidovadine

Side-effects can be divided up into wansient initisd
probiems aud ke effects, Early side-effects muay last
up 10 six weeks bat are usually more shost lived than
this, and oceur in less than @ guarter of the people
staried on zidovudine,

Some of these side-effects can be helped by otber
medication. Euly effects include nassea, insomnia
and vigue headuches. Late side-effects are infrequent
{affecting less than 10% of people) and include
asaemi, which may reguire blood wransfusion. and
myalgia (museolar aches and painsh. These are
roversible on stopping zidovudine. Fears of zidevu-
dine causing cancer or even AIDS are not supported
by the resuits of several studies. including the
Concorde and Delta studics.

Zidevudine gained a repatation as a woxie drug when
first used because it was given in much higher doses
thar are now used, Also, it was given to sicker people
whio are more prone 10 side-clicets from all drugs.
With tower doses und healthier people, side-effects are
much less ¢conunon,

ddi (didanosine, Videx)
This was the second drug to be approved For use in
the veatment of HiV.

ddl #s given as chewsble tablets which need to be
1aken on an empty stomach, Because it ablers the
acidity of the stomach, it may iaterfere with the
absorption of ceriain other drugs and vice versa. The
side-effects include diarthoca, pancreatitis (o poten-
lialty serious inflammation of an abdominal organ)

and peripheral neuropathy (pivs and needles or
pumbness caused by dummage so the nerves, usually i
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the feet). However, these side-effeats ae less commat
at the cuprently used lower doses of ddb Although the
peuropathy is gencraily reversible on stopping the
drug, some damage 5o the nerves in the feet may
rentab.

dd{ (zaicitabine, Hunb)

This drug was the third nucleoside analogee 1o be
licensed in the UK. Side-effects include peripherad
neuropathy (rerve damage) and, Jess commonly. oral
uleers. Pancreatitis appears rare (> 1 %) with 4dC,

AR
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It should be noted that peripheral newropathy may
happen o people who have never taken ddf or ddC. In
some cases this is probably due to the direct effect of

HIY itself. Symploms of peripheral neuropiathy. such
as pains or pins and needles i both feet, presen
constantly over 48-72 hours, should prompt urgent
discussion with your doctor.

A4 (stavedine, zerit)

d4'T was Heensed, based on safety dats from « large
expanded aceess programume and trinls in patients
heavily pre-wreated with zidovudine. The rale of ddT
will be as a combination drag with ddl. 3TC and other
drugs. It may be used in initial contbipations in place

i

of zidovudine or when a zidovudine based combing-

fulids

sion has faiied.

Peripheral neuropathy appears 10 be the most frequent

SR

side-offects, ceusring in arounsd 109 of people with
bow T4 counts. The combination of ddT with ddC
may increase this risk.

FPC (lamivudine, Epivir)

Licensed in 1996, 3TC (in combination with zidove-
dine or zidovudine + ddC or ddl) has been weported to
profong life as compared to just ridovudine alone.
Combinations of zidovudine + 3TC (or ¢47T 4 3TC)
with a protease inhibitor have alse been reporied (o

have substantial effects on viral Joad and T4 count.

FEC appears usclnl in both inidal and subsequent :
freatinent regimens, is crosg-resistance protile, has
led 1o suggestions that it should be vsed after ddC or
ddl treatment. 3TC is very well wolerated with no
increase in side-eifects reporied in large studies,

PROTEASE INHIBITORS

Protease mhibitors are & new group of drugs which
are active al a different part of the life cycle of the
vires. These drugs are potent inhibitors of HIV,
including virus witich has become resistant Lo zidova-
dine and other nucleoside analogues, There are
currenily four protease inhibitors Heensed in the UK:
saguinavir (Invirase), ritonavir (Norvir): indinavir
(Crixivan); and i fowrth drog. nelfinavir {Viracept),
hass Just heen licensed this yean All towr drugs have
been reported to prolong kife in people experienced
with zidovudine.

Continwed on puge 9
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TREATMENTS AND DRUGS IN HIV

Caontinued from page 8
This class of compounds can change the levels of
other drugs in the blood by altering their breakdown
in the liver, H is therefore important 10 el your doctor
about other medication you may be tiking, including
“over the connter” preparations such as antihistamines.
Drugs may become ineffective or reach 1oxic and
lethal concentrations. This also applies 1o recreational
drugs such as Ecstasy where a fatality has been
reported tn association with a protease inhibiror

Many people starting protease inhibitors experience
fatigue and skin rash in the first mounth. This is
prohably due to improving immune function and the
refease of antiviral chemicads fron immune cells. The
bady soon heeomes used to these and you start to feel
better with more energy and improved quality of life,

SAQUINAVIR (Invirase)

This was the most widely used protease inhibitor, with
few side-effects and a favourable resistance profile
making it attractive. However, because the drug is
poorly absorbed it is probably nol 4 potent as the
other protease inhibitors, A new formulation, soft gel
form, available in F998 achieves much higher blood
tevels and shoukd rectify this.

Saguinavir levels way be increased by administration
with another protease inhibitor, a new strategy under
preliminary investigation. Saguinavir is 1aken thice
times a day and must always be waken with foed,

INDINAVIR (Crixavan)

Stuclies with indinavir in combination with two nucle-
oside analogues indicate that many paticnts experi-
ence very substantial falls in viral load, often main-
tained beyond a year of treatment, Indinavir is
generally well wlerated although some people expesi-
enve kidney stones, These do not need 1o prompt
stopping indiaavir and may be prevented by drinking
plenty of water cach day. Indinavir 1s taken three
times a day on an cmpty stomach or with 2 Jow fat
et

Changes in body shape due 1o the redistribution and
toss of body fat hiave been associated with indinavir.,
However, it is probably an effect conmon to all the
protease inhibitors. Viras which becomies resistant o
indinavir is often resistant 10 & range of other pratease
inhibitors, Therefare compliance (tking 100% of
tablets on time), which limits the chances of resis-
tance, s critically important,

NON-NUCLEOSIDE REVERSE TRAN-
SCRIPTASE INHIBITORS {(NNRTIS)

This class of dregs includes nevirapine {Virnmune),
and delavivdine (Rescriptor) are currently licensed.
But DMP 266 (Efavirene) is ctirrently unlicensed but
is available dwough special nceess programmes or
(rials.

R iy uncertain how these drugs should he best used.

They are less potent than protease inhibitors and resis-
tance can develop rapidly vniess viral replication s

cffectively suppressed. They are frequently used in
initial regimens to save the protesse inhibitor class for
Jater, They may akso be usefui when other drug
treaument has failed.

The most common side-effeet is @ rash which may be
severe. This appears to be less with DMP 266.

OPPORTUNISTIC INFECTIONS AND
THEIR TREATMENT

PNEUMOCYSTIS CARINIK

Prewmonia caused by the fungus Pnewmocystis
Carinii {PCP) is the commonest opportunistic
infection in develeped counties.

The main featwres are a gradual onset of dry cough,
breathlessness and fevers. Investigations needed 10
diagnose this condition and assess its severity we a
chest X-ray, o spectal sputum test and a blood sample
taken from an artery (1o measure gases in the blood).
The doctor may also ask you 10 go on an exercise bike
whilst mensuring vour oxygen levels (exercise
oximetry). Sometimes a bronchoscopy is needed to
muake the disgnosis. This involves passing & thin fibre
optic instrument inte the lungs through the nose. This
procedure is caried out under sedation.

There are several available treatments for PCP. The
commaonest i co-trimoxazoke (Septrin, Bactrim)
which may be given itravenously as a drip or as
tablets, depending on the severity of the infection. Co-
wrimoxazole may cause nauses which can usually be
controlled with anu-sickness pills, Rashes are also
conmnion with this drug.

Other drugs commonly used include pentamidine
(Pentam, NebuPent), clindamycin with primaquine,
dapsone with trimethoprint, and aloviguone
(Wellvone). All these drags have some side-effects
which should be explained to you by your doctor if
they prescribe them,

PCP is a preventalle infection, IF you develop certain
symptoms and/or your T4 count reaches a certain
leved {ussally less than 200, or 15%), vour doctor will
recominend stasting preventive weatrment. This is
called prophylaxis, and several regimes arc available,
The commonest are co-trimoxazole, dapsone or
inhated pentamidine, They are given in low enough
doses to minimise side-effects but large enough 1o
ward off PCP.

TUBERCULOSIS

Tuberculosis {TB) and refated infections are common
in people with AIDS. Symptoms including cough,
fever, sweats and weight loss are suggestive. People
from overseas, where TB is more common, are at
greader risk and may be offered a skin test (Heaf or
Mamoux) and chest X-ray to screen for this. A previ-
ously rare form of TB cailed Mycobacteriam Avium
Intracelutar (MAT or MAC) may be seen in people
with AIDS. It is o generalised infection which may be
first found in blood, stoots or samples specially taken

from the Hver or bone marrow. The symploms are
Continued on page 10
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TREATMENTS AND DRUGS IN HIV

Continned from page $

non-specific with weight loss, night sweats, diatrhoea
and anacmia, offen in someone who has had AIDS
for some time. Treaiment usually ipvolves a combing-
tion of severul antibiotics, usually taken for at least
six months, and possibly for life. Some antibiotics,
rifubutin {Mycobutin) and clarithromyein (Klaricid).
and azithromycin (Zithromax} may be useful in
preventing the development of MAL However theiy
use ix noi currently widespread in the UK. Also, in
Londen there has been a recemt outbreak of TB
resistant to usual weatments. € you have heen in
contact with someone with TB and have any chest
symptoms it s importanl to inform your doctor.

CYTOMEGALOVIRUS

Cytamegatovirus (CMV) couses probiens ist
sdvanced disease when there is prafound Hnmune-
suppression. It mast commonly effects the eve
(retinitis) but may affect the gut, brain or lungs. Any
eye sympioms shoukl prompt urgent medical consul-
Lation. Some clinics offer regudar screening by an
ophthalmotogist when the T4 count is low (e, < 6%

Because CMY soon returas F reatment is stopped.
medication is maintained litelong. The most estab-
lished treatments are given intravenousiy on a aily
basis (i.c. ganciciovir and fosearnet). An oral prepara-
tion of ganciclovir is licensed and this may be ased
after the first two to {hree weeks of intravenols
{herapy. Other preparations being used inchede
cidafovir which has the advantage of heing adrinis-
tered overy one to two wecks instead of daily.
Injections and implants into eves also Jook good

i {ntravenous therapy needs 1o be maintained, thes
permaneit access theou gh a Hickman line or
Portacath will be achicved through a simple
operation. "This avoids i need for repeated use of 4
needle to find a vein.

Side-cfiects of ganciclovir include lowering of the
blood count. Foscarnet and cidofovir can affect
kidney function, While taking these drugs yous clinic
will monitor you to detect any adverse reactions.

THRUSH

Thrush or oral candida is a common fungal infection
of the mouth. It usually appears as a thick curd-fike
coating on the fongue, guis and patate. H plen
develops after a course of antibiotics and may be
more common in smokers, 1t is gencrally casy o tret
with cither lozenges, mouth washes or tablets.

The tablets include ketoconazole (Nizoral), flucona-
zole (Diffcan} amd itraconurole (Sporanox) which
ali work cqually well, A short course (e.g. five days
or less) is all that is needed. In the rare evend that the
infection keeps recurring, your doclor may
recommend taking tablets more regularly. Candida
can also affect the gullel. This cavses difficulty and
discomfort on switllowing. The treatment is the sumc,
and provides rapid and effective reficf of symploms,

ORAL HAIRY LEUCOPLAKIA

Oval hairy lescaplakia (OHL) is an infection caused
by the glandular fever virus (Epstein-Bare virus) on
the side of the tongue where it causes white hatry
looking marks, There are no symptains and the
infection comes and goes. It is not thonght to be
infectious and no treatment is necded.

SHINGLES AND HERPES

Shingles {Herpes zoster) is 3 reactivation of previous

chickenpex infection and occurs in u nerve distribu-
tion producing a “band” of blisters on the face or hody.
“There arc ofier associated aches and pains and

IR i ;. o e

ftchiness. This is weated with 4 high dose of the anii-
herpes drug acyclovie (Zawirax) or the similar drugs
famciclovir (Famvir) or valagiclovir (Valtrex) waether
with painkillers, and # psuatlly then sesolves over a
coaple of weeks. When present. shingles is highly
infectious 1 people who have not fuid chickenpox.

Recurrent vold sores and penital irerpes ¢hoth caused
by Herpes simplex virus) are common problems for
peaple with HIV. They can he successfully suppressed
by taking acyclovir tablets, and some siugdies have
shown thal this treatment may hive & heneficial effect
on HIV discase itsell,

TOXOPLASMOSIS

Toxoplasiiosis is & protozoa infeetion which usually
causcs abscesses in the braiin. These sbscesses oan
produce symptoms of headache, fits, weakness or
numbness in a limb, or confusion. Toxoplasmosis can
e dingnosed by carrying ol CT or MRY brain scan.
Treatment is with & combination of drugs, &.2. sulpha-
dinzine or clindamycin with pyrimethamine, often
with a course of sterpids, Treatment is for several
weeks until improvement has oceursed and the drug
doses can then be reduced 10 2 preventative level,

Toxoplismosis is cusrently 1ot a common infection in
the UK. its main host is cats, so care must he taken
with these pets, particularly when cleaning up their
Ytter, It is also impartant that meat should be well
cooked. However, in most cascs toxoplasmosis ocoeurs
as the result of infection acquired in childhood.

Cryptococcas 15 an opportunistic infection in people
with AIDS which usuaily causes meningitis with
{evers, headache and neck stiffness. The standard
treatment, the drug amphotericin, is highly effective.
However, it is oflen difficult 10 tolerate 88 it causes
chills, agitation and Kidney problems and nceds o be
given as a drip.

The alternative is 1o use Nucosazole which is also
very cffective in intravenous or oral form. Onee
weatment has been successful a preventative: dose of
oral fieconazole s given, lifelong, usualty at Jeast 200
myg or 400 mg daily.

Ploase nate that treatment and drig therapy changes
rapidty, Some of the information witf hecame out of dute
or it may be gew 10 YoR: CeRIe, Sa cheok first.

My thiunks to AVERTS for information
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Who Wants to be a Mad Cow or Sheep

Pape I2

CJD — theoretical or real risk?

Fiuai confirmation by the Department of Health for
alternative sourcing was announced via a press
release on the 13 May 1998 — “Commitiee on Safety of
Medicines Completes Review of Blood Products” It
requires BPL to begin processing its range of producis
froam qualified US plasma.

« The NHS Bio Products Laboratory and the SNBTS'
Protein Fractionation Centre have been advised to take
steps fo sowrce products fromy plasma derived {rom
outsicde the UK, while giving due regard 10 the supply of

vital products to patients.»

UK BLOOD PRODUCTS

Sinee the indentificatton of nvCID by the CID Surveillance
Unit in Edinburgh, there has been much speention about
its prevalence, infectivity, transmissibility and any risk it
might pose 1o the safety of the UK blood products supply.

In the past half-year, the pace of governmenl investigations
into this issue has mcrensed significantty, surseting a good

deal of attention but yielding few clear answers,

What has been revealed is the commitment of all regulatory
anthoritics te maintain the unegnivocal safety profile of UK
blood products. Bio Products Laboratory, part of the NHS
gince 1950, shares his copunitment and is saking the
necessary steps o minimise the theoreticat risk posed by
wCID.

To help make sense of the events surrounding the D
iysue and the recent repulatory anmouncemunls and (o share
‘its plans for the iongerutcrm futare. BPL has undertaken to
hold # scries of informal seminars to discuss the issues with
healtheare professionals involved directly or indirectly with
blopd plasma products. '

avCID AND SAFETY MEASURES ~
A RECENT CHRONOLOGY

Up 10 April 16 tiris year, there have been 24 recorded
deaths from wCID in Britain: three cases in 1995, 10 cach
in 1996 and 1997 bt only one recorded case this year, in

February.

The issue of plasma product safety caume 1o the fore when
three of the first 23 avCID victims were identified as blood
donors. This identification resubied in plasma product
recalls last Autuma, While the risk of trassmissibility was
recopnised as theoretical, recalling product was the only

sure way Lo remove any potential risk.

There is evidence that the current production processes
used by BPL have the capacity t remove the {ussumed
infective} prion from bloud plasma,

However, as there is 1o deleetion test, this expectation
cannot be validated and the recall of products made from a
plasma pool containing a donation from an avCIl patient
is likely to recur.

“Fhese recalls would undermine not just the pubiie's confi-

dence i plasma products but the whole of the NHS bload

seEvice.

The view of the UK Haemophilia Centre Dircetors was
presented i November 1997, Reganding plasma-derived
Factor VIII, they reveaicd their strong prefereace for non-

UK plasmia ay the source,

M Pobson atso aanounced the owteome of a review of the
NHS's provision of the biood product Facior VIH, used in
the tweatment of hacmophilis, He said: “The Hacmophitia
Society, amongst others, lave highlighted their concern
about bioed borne infections and, i panicular, the effect
which tiiose concerns have on families with hacmophitiac
children.

Taoagh the risk of avCID wansmission is hypothetical,
nevertheless the fear of it is very real to this group which
has previously been affceted by both HIV and Hepatitis €
tvirus) transmitted from Factor VL "So [ have decided
that alt health authorities must make arrangenienis o
ensure that the synthetic version of Factor VI, kaown as
recombinant, is made avatiable to those children under the
age of 16 who ave not slready receiving it ane 1o new

patients.”

1a February 1998, the The CPMP, which is the Buropean
Committee on Proprietary Medicinal Products, {it advises
the Furopean Commission on regulatory matlers i a
specific group of pharmaceuticals, nolably those derived
from biotechnology and high technnlogy,) met to tackle the
many sub-issuey associated with nvCID. It deliversed 2
statement saying that UK albumin should not be used as an

excipient i vaccines {because of extremely wide usage).

The statement was reinforced in the UK by the DOH and
the CSM. The CSM increased the possibility of recalls of
Wood products by extending them 1o include products
made from donors “strongly suspected of having nvCID”
as weil as “confirmed cases™. The precautionary climate
wils heating sp.

It was in this enviconment several munths ago, that the
DOH released a siatement which allowed BPL. to tnvesti-
pate the viability of using plasma from owtside the UK.
BPL rose to this challenge as it allowed the organisatiot to
continge 1o manufacture safe products,

As these discussions. recommendations and precawtionary
measures unfold. it is important to keep in mind that itis
not simply a question of risk or non-risk, but & delicate

balancing act.

While there is a fear of possible nvCl D, there is a real
threat of death or other patient morbidity if appropriaie
plasma products are not avatlable.

BPL i now poised to begin importing plasmu from
qualified centres in the US and bias taken the necessary
steps 1o ensure that the ongeing needs ol UK pativats will
continue 10 be met.
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Trying to stay awake

f vou feel excessively tired, or you have frouble

doing evervday tasks, you may be experiencing
HiV-related fatigue, Fatipue is common among
people with HIV. Many people simply put up with
fatigue, however it can be treated. How you tackle
fatipue depends on the cause. There are a number of
cavses of fatigue which are discussed below.

HIV AS A CAUSE OF FATIGUE

HIV is & chronic {long-term) infection and the body
motnts 4 strong immune responsc against it, People
with HIV may use a lot of encrgy hecause they are
constanthy battling the virus, so latigue may siowly
develop as a consequence of HIV nsell,

High virsd foad is particulurty associated with fatigae,
Combination therapy often slows HIV production in
the body and many people bave more encrgy afler
tuking anti-HIV drugs.

HIV-RELATED MEDICATION & FATIGUE
Even though anti-HIV drugs may improve energy
tevels, some may also cause faigoe, especiatly in the
{irst Tow weeks of therapy, Certain drugs, including
AZE, may cause fatigne by slowing the production of
red blood cells (which carry oxygen around the body).

If you suspect one of your anti-HIV drugs is causing
fatigue, you may wish o consider switching drugs.
Firat, rule cut other causes of fatigue and consider all
your treatment options.  Drugs used to treat oppor-
tunistic mnfections (such as co-trimoxazele, dapsone
and pyrimethamine used 10 tresd PCP and toxoplas-
maosis, and ganciclovir used to teat CMY) may also
cause fatigue. Folinic acid may be taken as treatment.

If your fatigue is due to drog treatment, and you can't
stop taking the problum drug, you can be treated with
& blood transfusion. This gives you a quick burst of
red blood cells, but it is not a fong- e solution.
Transfusions have a number of dispdvantages such as
the transmission of infections including CMV,
Another short-terin option may be injections of &
synthetic hormone called erythropoietin which stinne-
Iates the production of red Mood cells. There can also
be a reduction of white cells caused by some HIV
drags stopping the hone marrow producing the eells.
This will cauge tiredness, but can be remedicd by
small injections (sub-cutancous) of GCSF
{Granuloeyte Coleny Stinwdating Factor),

VITAMIN & MINERAL DEFICIENCIES
Fatigue: may be caused by fow levels of certain
vitarning and minerals. A nourishing, balanced dict
miy reduce fatigue, Consult un HIV dietitian abow
minimising fatigue through dictary changes and
supplements. For further information sce NAM's
Nutrition Looklet, Even if you are cating well, you
may not be absorbing the goodness from the food you

3

eat due (o diarchoea, stomach bugs or apportunistic
infections. Your doctor can investigate and freat the
cause of vitamin and mineral deficiencies.

SLEEP, STRESS AND DEPRESSION

Fatigue may be # consequence of disrupted sleep
patterns. You may want 1o establish i routine that
halunces work, reflaxation, sleep and socialising.
Consider complementary therapies such a8 massage or
acupuneiure 1o refieve anxiety or {atigue. Keducing
vour intake of coffee, alcohol and recreational drugs
may also reduce futigue,

Stress andd depression may cause ftigue, Consudt your
dactor about medication or counseling,

OTHER MEDICAL CAUSES OF FATIGUE
Same opportunistic infections (e.g.. MAL and TB) and
cancers can lead 1o fatigue and chronic pain.
Treatment should be directed at the isfection. Low
levels of testosterone may cause fatigue, Steroids may
be used to give you energy and build muscles, in
conjunction with regular exercise.

OTHER ACTION TO REDUCE FATIGUE
You can take action 1o enhance your energy levels,
Moderate grercise improves energy levels and
immune function, so vou may coasider an appropriate
exercise rowtine, Re-organising at home and work
WMy Save YOur energy ©.g., put ilems within easy

reach, sit while preparing meals.
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The TriptyCh BY NIGEL HUGHES, CLINICAL NURSE SPECIALIST HIV & VIROLOGY

Cu-infcctiem with HIV and HCV is now a signif-
feant issue for those living with hacmophilia
globatiy, but the impact of this dual epidemic bas
anly more recently heen researched and evatusted,
There are diverse guestions for individuals Hving
with tlis tripie problem und the services and physi-
cians that support them. Amongst them are key
issues surrounding infeetivity, prognosis, moni-
toring, therapy and outcomes and the interactions
and pathogenesis of HIV and HCV.

INTERACTION BETWEEN HIV & HCV

1t hias been estimated that hacmophitiacs infecied with
HIVHCY are twenty-one times more ikely to
devetop liver failare than HIV-/HCV+ haemophiliacs
and 30 times at more risk of developing liver cancer
{(HCC) than the general populioi. The interaction
berwesn the vieuses is still relatively poorly under-
stood. but more recently there are some indications of
how these virnses imeract and affect those individusts
infected with both. B is particularly imporiant o sowe
that ahthough these are wo distinet vituses, causing
distinet discuse processes, they have very similar
propertics snd characteristics.

Giobaity both HIV and HOV are isolated as diverse
genotypes of “strains”, HIV in LW major enotypes.
HIV(]) and HIV(2} with 12 subtypes of HIV(E) and 3
subtypes of HIV(Z) so far discovered. HiV also has
the ability to create "mosaice” viruses with shared
genetic materiud between subtypes and within an indi-
vidual “swarms™ of viruses known as quasispecics,
created over a period of time as the viruses mutaie
within the host. HCV also has a diverse genetic
identity globally. with 6 major genotypes and 80
subtypes discovered so far. [t also naates readity
within an individual, creating guasispecies and the
viral turnover per day is approximately equivalent to
or higher than the viral wenover of HIV. By learning
from the studies of HIV we have gained greater
insight inw the natural bistory of the Hepatitis C
virus. We also have more insight ine how HCV
mieracts with the host and in particular the liver. the
main site of virat activity and replication. 10 has been
suggested Gt genalypes | and 4 are more resistant 0
interferon therapy and both may have an associated
higher risk of liver disease., bt this remains debated.

VIRAL REPLICATION

We are beginning o nnderstand how this virus sepro-
duces within the body, Al vireses want to reproduce,
but require o host 1 use as a virad factory. HCV scems
to infect certain identified cells within the body,
mainly hepatocytes (Jiver cells), lymphocytes {certain
white blood cells), cells within the spleen aud
possibly the bose marrow, There is unceriunty & to
low the virus invades the cell, but as HCV bas an
alfinity for lipids ("fats”), it may use ipid reeeplors

on the cell wal. Once inside it uses an enzyme called
“Helicase” to translate its KNA. Unlike TV, this virus
docs not integrate with the host celi’'s DNA in the
nucleus,

After this process HCV uses the cell’s intermul fuctory,
called the Endoplasmic Reticulum to build ail the
viral proteins to assemble now viruses, A protease
enzyme (simifar, but not identical 1o the H1V
protease} is then used 10 mature these new viruses
which “bud” out of the cell and infect pew cclls, We
do not understand how HCV causes cells 1o become
cancerous, but we now have an understanding of how
HCV fibrosis in the Hver sfso results in fatty changes
10 the Hiver structure, as it manipuintes the lipid stores
within the cell. HOV may use lipids to protect it from
the immune system, as it can be detected in the hiood

with a lipid coating,

FICV ailse circalates as mulliple “quasispecies™ or
Sewarmas™ with penetic variation, and this inereases in
some individuals the touger ey are infected.
Quasispecies may be formed ax a mechanisn: to allow
HCV 1o escape immune detection, Lo give i an edge
in survival and seplication or due to so-calied
“seleetion pressure” governed by the inmune
response or the use of anti-viral therapy.

“The viral turnover and replication rate for both HIV
and HOV are relatively stmitar, but the interaction
between the two is not well defined. Rescurch into the
interaction between HIV and Human Herpes Simplex
Virus 6 (HHSVE) may yield some insight, as Robert
Gutllo suggested that novel variants were isolated that
were the recombinunt viruses of both origingd viruses
in the same bost. Ts this a clue to the interzetion of
HIV and HOV? (Another Galle Guess! E£d. ) This is
stilt unknown, but alternative possibifities inchude
HIV/HCV co-infection causing an immunological
response that resulis in aliered dynansics and disease

progression.

Irt a comparison between HCV+ haemophiliacs and
HIVACY+ haemophilines the rate of increased HCV
RNA was a ratie of 3:58, with the HIVAHCV +
laemaophiliacs having demonstrably higher HCV RNA
“viral foads” and by inference a more dynamic and
upregulited HOV replication rate, How this process
oeeurs iy unknows, L may be Hnked 1o the concurrem
tmmunodehciency of the accompanying HIY discase
albowing 3 higher HCV replication rate, or a disect
interaction hetween HIV and HCV, but again this is
unknown,

Several studics support the evidence that HOV RNA
fovels are nereased in FIIV/ICV+ huemaphiliacs
compared to HIV-AHOV+ individuats, There ks also
evidence to suggest this is worsened in HCV+
huemophiliacs infected with HEV subsequent to their

HCV infeciion and in older haemophiliaes infected in
continned on Page 15
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later life. The possibility of reduced impuine response
te HCV in the HIV+ haemophiliac with demonstrable
immunocdeficiency and increased RNA Fevels may also
be associated with increased goasispecies diversity of
HCV viral populations in the HEV/HCV co-infected
haemophiliac individual,

NATURAL HISTORY
OF HIVHCY CO-INFECTION

The majority of current research supports the hypoth-
esis that HIVAHCY co-infection results in a significam
risk of increased Hver disease and a potential for
increased infectivity. This is & generic risk for all
RIV/HCV co-infected individuals irrespective of
trapsmission routes, but the majority of studies have
beer performed in the haemophiliae population. These
swidies suggest a paniculer increased risk of progres-
sion in hacmophiliacs to liver discase and liver cancer.

The increased progression may be associated with the
introduction of HIV infection into individuals with
prior HCV infection, or that certain HCV genotypes.,
particularly genotype fa and genotype 1b in the UK
may be associated with more significant risk.

In the HOV+ individual without co-infection with
HEV the average risk of cirthosis is 20-25%, with a
10-15% risk of hepatocelintar carcinomu and 1-3%
mortality rate per annwon, The increased risk of
disease in HIV/HCV+ individuals most be viewed ax
worrisome if the trend of disease is higher than in the
HCV+ population alone. There is evidence 1o suggest
that huemophiliacs witk advanced HIV discase require
significamly higher quantities of clotting factors and
advanced liver discase due to chronic HCV infection
will similarty exacerbate this.

Certain factors may be associated with increased risk
of liver disease progression:

+  Age and infection in larer life;

+  Male gender;

» High HCV viral load:

*  Genotype laor Ih;

o Severe HIV discase/ATDS relfated diseases.

There are many debates about HCV viral discase or
non-hepatic manifestations of HCV. The most pre-
emincit symptom associated with HCV infection and
not necessarily associated with the extent of liver
disease is fatigue. Associated diseases include autoim-
mune disorders, particularly mixed essential cryo-
globumuemiy, sialadenenitis, porphyria cutanea tarda
andt possibly other diseases such as non-Hodgkin's
tyinphoma and disbetes mellitus, [Sce Hughes N;
Hepatilis C - not just liver disease (Part One & Two)
Mainliners Newsletier 1997; October & November)

A number if strdies have demoenstrated a poorer

quality of life in HCV+ individuals when compared
with other client groups with clronic diseases such as

diabgies mellitus or hepatitis B, and the healthy HOV
negative population controls.

DISEASE PROGRESSION & THERAPY

The majority of studies with significant cohorts of
HIV/HCV+ hagemophiliacs suggest that there is a
jower response 1o standard Interferon monotherapy of
3.6 million units thrice weekly for 6-18 months. The
elfectiveness of Interferon Alpha and the anti-viral
agent Ribavarin have yet to be fully evaluated in
prospeetive and large scale wial, but it is hoped tha
the improved response rate to dual combination
therapy in HCV+ clients will be seen in HIV/HCV+
hagmophiliacs.

Therapy for non-hepatic manifestations are not well
desertbed with conflicting findings in refation to effec-
tiveness of standard therapies in reducing symplons
and disease, but the best chiracterised s the response
10 Fmerferon monetherapy in mixed essential cryo-
globunaemia, which is generatly significant. Overail it
is thought appropriate to stabilise HEV disease initially
with combination anti-HIV therapy and 1o initiate
standard anti-HCV regimens between six to twelve
months after CDA/CDE counts and BV viral loads
have stabilised.

One of the other contentious issues facing HIVIHCV+
heemophiliac is the need for a liver biopsy.
Unfortunately # remains the only method to assess
and grade the degree of inflammiation, wecrosis (cell
dewh) and brosis (scarring). Liver disease can thea
be graded as mild, moderate and severe with the mild
and moderate client groups responding better to
therapy as a rule, but the moderate and severe groups
more fikely to progress to significant murbidity and
moriality,

Several studies have itlastrated the beneftt and suit-
ability of liver biopsy with the appropriaie clotting
factor propaiylaxis regimes, but other methods
including ultrasound, laporascopy and alpha fetopro-
tein assay for liver cancer may be useful alternatives
for long terny methods of evaluation of liver disease
progression.

Uinfortunately recent studies suggest a potential intol-
erance of HIV protease inhibitors in HIV/HC VY jndi-
viduals receiving Highly Active Anti-Retroviral
Therapy (HAART). Hepatotoxic reactions were Imore
conmmon in HIVAHCV+ individuals receiving the
protease inhibitor Indinavir (Crixivan), although they
remain a minority of individuals,

Chronie HCV is an independent predictor of hepatox-
ocity and is more prevalent in individoals with HIV
co-infected via injecting drug wse or hacmophilia,
Other protease inhibitors were apparently indicated
less in this side effect, but full and larger studies 1o
evaluate the problem are needed.



Available from the Birchgrove Group, free of charge

1o those directly affected by Hacmophilia/HIV or
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BIRCHGROVE newsietier fssue 5
BIRCHGROVE newsletter Isyie 6
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BIRCHGROVE newsletter fssie 8
BIRCHGROVE newsletter fssue 9
BIRCHGROVE newsleuer fasue 10

BIRCHGROVE newsletier fssue [7
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BIRCHGROVE newsletter fssue 12
1 BIRCHGROVE newsletter Issie 13
Rirchgrove Information Leaftets

3 Hepatitis C ~ Special Edition

We can also supply the following items.
1 *]Living with Hacmophilia a.nd HIV"
D Red Ribhons (Cloth)

L Red Ribbon Badges (Enamed)

D Birchigrove Red Ribbons {Enamel)

Name:

Address:

Send o

The Birchgrove Group,

PO Box 9, Abertillery, NP3 1YD.

or Phone 11222 387960 Helpline
01222 373560 Admin./ Fax

The things they don’t
say?

feel that I'm ene of the lncky ones who has a good
Mrelationship with all medical professionals looking
after my treatments and care. We are able 1o sit down
and discuss all problems and issues swrrounding
Haemophilia HIV/AIDS and if I'm really bored - HCY.

We spent over two years going through the pros and cons
of taking combination therapy and I was finally forced into
going onto & regime because T was wld 1 could be dead
within threc weeks. 1 was feeling really ilf and my quality
of life had gone.

So [ started taking The Pills, The first combination was a
101zl waste of time — with sickness, the trots, and seeing no
improvement in my heaith.

Then after the conference in Bath, 1 was taken into hospital
with PCP, and the first combination was stopped. After a
fow weeks of septrin and yet another cocktail of different
drugs, 1 was put onto a new combination, less drugs; casier
to tiuke; and after a while [ started to feel better.

My health has continued to improve and 1 can stick to The
Pills with no problem of compliance (Ha! Hal).

But what really pisses me off is the littde things you are not
told before you start taking these things - uncontrolluble
itching which can blister when scratched, So vou're given
some steroid eream to stop the itching and some antihista-
mine o help with the reaction, but they don’t tell you that
the cream stains all your clothes and bedding and the
steroids keeps you awake most of the night - for some
reason,

But the good news is I'm on the mend, Some people might
say iU’s not good news but . ..

I’m back.

Gareth
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