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Knowing when to

Stop.

New research prompts warning to people on treatment:

Don't try this af home

ne of the questions most frequently asked at NAM
Information Forums and Treatment Worksheps is
"When can I stop combination therapy?"”

Until very recently the established wisdom was that combina-
tion therapy, like a puppy. is for life. However, some
rescarchers are now suggesting that stopping treatment in
controfled circumstances ay not always be harmful. In fact,
it may hold the key 1o long-term control of HIV without the
need for continuous therapy.

At last month's 6th Conference on Retroviruses and
Opportunistic Iafections in Chicago, Dr Franco Lori of the
US-ltalian research body RIGHI; presented further informa-
tion about ‘the Berlin patient', a man who received treatment
with ddl, hydroxyurea and indinavir just afier becoining
infected. The man interrupted treaiment twice due  other
medical conditions {(with a slight viral load rebound the first
time}, and cventually stopped altogether. When he finally
stopped, his viraf load was undetectable and has remained so
ever since,

Al the Geneva AIDS conference last July, Lori reported that
no replication-competent HIV could be isolated from the
lymph nodes of the patient, but further tests have revealed
very small amounts. However. no viral load rebound has
occurred after two years off treaunent, and sirong anti-HIV
immune responses have been detected. Dr Lon believes that
these responses may have been stimulated by a period of brief
and not too high virai rebound. and have remained strong
enough to controt residual HIV replication when therapy was

stopped altogether,

To test his theory, Dr Lori has investigated this treatment
modet using ddl, hydroxyurca and PMPA (a nucleoside
analoguc like adefovie) to treat SIV infection in three macaque
monkeys. After several treatment interruptions during which
viral Ioad rebounded, the monkeys are now off treatment
again, and so far, have gone for over one hundred days
without any viral foad rebound. Dr Lori's team also reported
on three people who started wweatment on ddl. hydroxyurea and
either d4T or a protease inhibitor with viral foads ranging
from | 6,000 copies 10 720,000 copies. Ail started treatment
within onc year of infection. Rather than having missed doses
or taken what are corumonty calied ‘drug holidays', these
people followed a structured treatment pattern of three wecks
on treatmen, an istesruption until viral load rebounded above
5,000 copics, three months on treatment, another one week
interruption, and a further three months on treatment before
another interruption. At cach treatment interruption the time it
took for viral load to rebound grew longer. leading the
researchers to shggest that the immunc system may be playing
a rele i controlling HIV

Four people treated with AZT / 3TC and ritonavir soon afler
inlection were studied by the Aaron Diamond Centre in New
York. Researchers reported that two of the men, who had
interraptions in therapy due to poor adherence, had unde-
teclable viral lead for 21 and | 4 months 1espectively afler
stopping therapy completely. On the other hand, two men who
stopped therapy abraptly afler similar breaks in treatment had
viral load rebounds within three to four months. Long- term
condinued on page 1
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undetectability and the speed of viral rebound was
associated with the strength of H [V-specific
cytotoxic T-lymphocyte (C D8) responses, which
miay have been stinulated by brief bussts of
viraemia.

These studies have all fooked at people or monkeys
infeeted with HIV (or 81V for less than one year
who began treatment very soon after infection.
Similar experiences in people who began treatment
Jater have not been reported, and appear unlikely
given the progressive loss of immune function seen
in people with longer-terns infection. In fact Dr Lot
himself conjectured after a recent speech about his
work given in London, that the preservation of HIV-
specific immunity might be dependent on starting
weatment during the short 'window period’ before
SErOCONVErsion.

“This is experimental data which is of mterest but
should not lead any individual to change therapy for
the moment”, said Lori,

WHAT'S HAPPENING IN PRACTICE?

Tn other cases where people have stopped anti retro-
viral therapy and stayed off it for some weeks or
months, viral load comes back, There has been spec-
uhation that part of the reason for this rebound is the
Gisappearance of HIV-specific immune responses.
Paradoxically, if HIV suppression is ‘too successful,
the HIV proteins which the immune system iecds
encounter in order to programme an HIV-specific
immune response may be removed. Immunclogists at
the Chelsca and Westminster Hospital and elsewhere
are working on » variety of projects to see what
HAART does to HIV-specific immunily, and how it
can be assisted with substances like interleukin-2,
interlenkin-1 2 and & therapeutic vaceine cailed
Remune.

However, researchers disagree about the extent to
which HIV-specific T-cell responses matter. Although
long-term non-progressors usually have very good
HIV-specific immune responses, it is stilh unclear
whether these are the essential mechanisms respon-
sible for their non-progression. Their absence may be
2 marker of some other immune deficiency which
ideally, critics argue, should be measured direetly.

Long-term non-progressors arce very rarc. The usual
response 10 HIV infection is for the virus to
averwhelm the immuae system in the {iest weeks of
infection and delete the very cells that would
normally piay a key role in controlling a virat
infection - cytotoxic T-celis,  Researchers such as
Dr Lori argoe that if HIV is successfully controlied
by HAART, replication can be shul down Jesving a
small amount of HIV-specific immume cells ready to
respond next time the virus gets out of hand.

DANGEROUS AND MISLEADING

In the US and Gurope activists and clinicians are
concerned that these new findings represent a
dangerous signal to people with HIV that it may be
OK, in fact even beneficiai, to take short drug
holidays. Professor Tony Pinching of 5t Bart's
Hospital. London, cautioned: “The research studies
being described are just that - research in progress.
There is no clear indication as to whether or in what
circumstances they are generalisuble. Great care is
needed pending further daia”. Recent research at the
Royal Free Hospital, Londo, due 1o be published
shortly will show that int people who have low CD4
counts and high viral load before comrmencing
therapy, an interruption of drug treatment leads to a
high virat load rebound and a failure to regain viral
control after resuming treatment Fven In people who
start therapy during primary infection, and who stop
after one year, the respotse may not be good, Fight
patients in the Spanish FARTH study with viral load
below 20 copies after one year's therapy discontinued
treatment with d4T/3TC/mtonavir, Theee vut of eight
experienced a viral load rebound 1o at least hall & log
above their viral load level when they first started
treatment, and every patient had detectable viral load
within two (0 three weeks of stopping treatment,
Howaver, all eight saw their vival load back beiow 20
copics within a few weeks of resuming the
ATI3TC/ritonavir regimen.

HAART after a long period of undetectable viral load
may be problematic hecause it could 'reset the clock’
of viral clearance, Long-ieym protease inhibitor
reatment is associated with a significam clearance of
cells actively producing HIV. Stopping therapy could
allow u burst of viral replication to establish new
rescrvoirs of Infected cells, rather than improving
immune contrel of existing low levels of IV
production. This view is criticised by some as specu-
fative however, Given that proponents of the viral
eradicasion hypothesis now estimate that HAART
must be taken for 26 years before the virus may be
cemoved from all body compartments, a short break
it treatment represents only a small proportion of
this time. Short interruptions in treatment might also
encourage the development of resistance, Some
drugs pass through the body more guickly than
others. For example, the time taken for half the dose
aof efavirenz 1o be eliminated from the body (called
the half-life}

QUEST STUDY

This study is designed to assess if treatment {with
Combivir, abacavir and omprenovir) early in the
course of primary infection of recent seroconversion
et Tead 1o durable viral suppression after the drugs
are stopped. The trial will also compare contimation
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on three drugs versus Four after an initial four dvag
induction period. Trial sites are in Belfast, Brighton,
London and Manchester, Abhsorption for Efavirenz is
around 15 hours, nevaripine around 30, People who
stop taking either of these drugs will therefore stiil
have active quantities of drug in their blood for
several days after. [ stopped at the same time as
other drugs with much shorter half-lives, the slowly
diminishing levels of efavirenz or nevirapine act as
effective monotherapies. This is a risky strategy -
is well established from early rescarch on NNRTIs
that they are particutarly vulnerable to the rapid
emergence of resistance when tuken alone.

However, a number of recent studies have shown that
it is quite possible to have a viral load rebound
without ¢vidence of resistance 10 all the drugs being
taken. In the Spunish Barth study (referred 1o above),
there was no sign that resistance to 3TC, (which
appears rapidiy when the drug is taken in the
presence of ongoing viral replication), emerged as &
consequence of stopping treatment. If you alrcady
have drug resistance, especially to a protease
inhibitor, and you have run out of new drugs with
which 1o construct a regimen, some people maght
suggest that vou stop treatment sltogether in order 1o
stop the accumulation of drug resistance in your
virus population.

Whilst some researchers have suggested that protease
inhibitor resistant virus is less harmful to CD4 cells.
rescarch presented in Chicago suggests that only
saquinavir vesistant virus had this effect in animal
experimoents. The long-tenm benefit of protease
inhibitors in people with detectable or rising viral
load may be associated with their abilily to reduce
rates of apoptosis {cell suicide of CD4 cells), inde-
pendent of their effect on HIV replication.

A PERSONAL VIEW

Alison Gray, Treatments Officer at the Terrence
Higgins Trusi, recently came off treatment after two
and a half vears on a variety of regimens. "T first
stopped treatment two days before Christmas in
1997. T was taking d4T/3TC/ ritonavir and had a
constant metatlic taste in my mouth. I decided tha 1
wanied 1o aste my Christmas dinner, so I stopped
taking ritonavir. I remember looking i the fridge al
the capsules that night and just thinking "No™. [t
wasn'l a considered decision!”

Atison stayed on d4T/3TC and added nevirapine
about 4 month tater, but af this time she didn't bave
accurate infonmation about her viral {oad because the
test being used at her clinic couldn't measure her
HIV strain accurately. By the middle of 1998 the
new combination was showing signs of failing, and
Alison decided 1o tuke a complete break.

“1 made sure 1 got a resistance test before [ stopped
so 1 knew which drugs were failing, and if you can't
get resistance testing at your clinic yet, [ would
advize getting a blood sample stored that can be
tested tater on.”

"Given my general health, which is fairly good at the
moment, and my travel plans over the next few
months - several trips abroad - 1 decided to have a
rest for a few months before starting on a six or
seven drag regimen. After two and half years of
taking pills the psychological breathing space is
tnportant o me”.

Summary:

Alison Gray's experience highlights how a decision
to stop treatment might be reached for many different
reasons, cluding:

© Planned interruptions 1o therapy due to lifestyle
factors such as holidays or recreattonal drug use.

°© Stopping due to side-effects or ilness.

a

Stopping after toss of virological control and
exhaustion of alternative treatment options,

¢ Stopping or interrupling therapy te stimulate an
immune response.

Guidance:
¢ 1f you are planning to stop for any reason, talk to
vour doctor first!

=]

Tt may be best to stop all drugs at the same time,
not just the drug which is inconvenient to take or
which is causing side-cffects, though this will
depend on the drugs you are taking.

If you are stopping ritonavir and switching to other
drugs you may need a 'washout' period 1o allow
vour liver to go back to normal, otherwise it may
flush some new drags out too fast.

Although a few cases have been reported in which
brief interruptions to freatment might have long-
term benefit, these people all began treatment soon
after infection.

o

Evidence suggests that drug holidays Jead most
often 1o viral load rebound and a risk of drag resis-
tance, narrowing future treatment options,

If you are having difficulty remembering to take
medication, 1alk to your doctor, an HIV pharmacist
or other HIV specialist services as soon 4s you
detect a problem. Don't wait for your next clinic
visit 10 discuss problems of this sort.

=3

Until you are advised otherwise, missing any doses
is a problem that necds to be reviewed with your
doctor or pharmacist in order to work out how 10
avoid 1t in the future.

Reproduced with permission : National Aids Manual
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WHATS NEW

Immunc therapies are treatiments which influcnee
or modify certain components of the immune
system. Apart from drugs designed to aftack HIV
directly, a number of immunc therapies are also
being investigated for use by people with HIV for
the purpose of boosting immunity and to try to
correct the abnormalitics seen in HIV infection.

tuterlewkin-2 (I{.-2)

Cytokines are chemical messengers secreled by
immune cells whick co-ordinate and control the
intricate workings of the immune systen, 1L-2 is a
type of cytokine which encowsages the prowth of CD4
Tecells. Genetically engineered, or recombinant, 11L-2

is being tested as an immune therapy for peopie with

In H1V research, the fead candidate in this category is
Remune, 2 therapeutic vaceine made from HIV
particles which have been made hanmless. The theory
is that by injecting these particles into people who are
already mfected with HIV the immune syster may be
stimulated fo mount a greater response not only 10 the
Killed HIV particles in Reraune, but also to real virus
particles and HiV-infected cells in the body.

Current trials suggest that, in the test tube, Remune
increases CH4 cell response to HIV to a higher level
even than that seen in long-tesm non Progressors, at
least over the velatively short period studied so fan it
is unctear i this will translate into & benefit in werms
of prolection against ilness and death over the longer
termy, and this is the subject of

HIV

11.-2 is a very efficient trigger of HIV
replication, because when it activates
€4 cells it also activates HEV-iafected
CD4 celts, For this reason, [1-2 hag
tended 1o be tested in combination with
anti-HIV therapy to suppress the IV
agtivation,

A current UK study is investigating its
use alone. Other research is fooking w
whether §.-2 might have a role in
aflempts to purge HIY from the reser-
voirs of long-living immune cells
which appear to be persistently infected
despite long periods of polent anti-H1V
therapy.

People treated with [L-2 plus anti-HIV
therapy cxperience a significant,
sustained improvement in their CD4
counts compared to people who receive ||:
anti-HIV therapy alone. Tt is not clear

whether this signifies improvement in

severa) engoing trials, Other thun
nfections around the injection site,
= Hcide-effects from Remune have not
llbeen reported.

il Iuneene restoration with anti-H1v

drags

At present, the most cormmonly
used immune boosting therapy is
anti-HIV treatment itsei{, Most
Hipeopie who respond well 1o
Ji|combination therapy have a
dramatic inerease in their CD4
count in the first few months of
treatment, followed by o more
gradual rise during subsequent
months.

‘This Jater phase is accompmicd by
improved function and restoration
of a wider range of iramune
TESPONSCS.

A Until relutively recentiy, there was

the function of these CD4 cells, It's
also not clear al present whether 1L-2 will alfeet the
long-term risk of discase and death.

Today, 1E.-2 tends to be given in five day cycles which
recur every couple of months. Treatment )s given by
subcntancous {under the skin) injection to improve the
rate of side-effects. However, side-effects can still be
very unpleasant, ofien described as similar (0 2 bout
of flu.

Rewmune

A vaceine is o substanee infended 1w stimulate the
bedy's own immune defences against a nyicro-
organisn. While preventative vaceines are designed to
protect the recipient against initial infection with a
micro-preanist, therapentic vaceines are designed for
people who are already infected with a micro-

arganisn.

concern that immune recovery may nos be possible for

peopie whose immune damage had reached a ‘point of
1o retun’. However; there are now many siudies
showing that even people with extremely low CD4
counts can experience very substantial increases in
their CD4 cells during combination therapy. This
recovery of immune capacity is responsible for the
deelining discase and death rates seen amongst people
with HIV i much of the developed world,

NAM also publishes a free monthly
newsletter, AIDS Treatment Update For
details ~ of this and our other HEV treatment
publications, phone 0171 627 3200 or wrife to
NAM Publications, FRFEPOST LON277,
London SWd 7YY. http:/fwww aidsmap

i
i
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P.O.Box Private

I advertised for a relattonship at the end of last year, It began
with encouragemens [rons my community haemophilia nurse
that perfiaps now was the tinte 10 start fooking for a new
refutionship. Egped on by friends of mine I composed an
adverl with them and then afler o few more bottles of wine
one of them rang up the phoneline. My friend then presented
the phone to me and & voice demanded my name and address
and drunken nessage. Fortunately 1 received a lettor in the
post a few days later that explained when my message would
appear in the paper 2nd how 1 could re-record the message. 1
started writing 2 new one and then recorded a sober version

of the message.

Early thirtics, living in Brighton, likes fond, drink and
European cities; hates Barbara Cartland novels, horse racing
on TV and Country andd Western music; 1 speak English
German amd after o few pints, crap, T want to meet an intelli-
gent woman who will teli me to shut up when 1 start talking

rubbish,

The advert was to be printed three weeks Fater which sadly
was the start of » week's holiday for me. So everyone whe
teft & message had to wait 1 week before [ replied. The ad
weas gutite suceessful with 17 woman feaving messages - it
took hatf an hour just 1o Hsten 10 tem all, § also had writers
cramyp after taking the details of each one down. I managed
t¢ speak 1o twelve of them on the phone with the rest being

unobiainable or sousding dull.

Frora the twelve | met six and one either did not show up or
was logt in the crowd that swddenly wppeared wlhiere we had
avranged 10 meet. There was no reply cach time 1 rang her
aflerwards. It took over a month to see afl of them as 1 had
another weip out of the country planned and everyone was
petting fli Some were nice but dull, one was really fun and
ong was really stunning. Thix latter one said her friend
wansed a medical report on any possible lovers because she
kept going with out disabled prople and ending up leoking

after them.

From the six, | saw three a second time. One then did not
ring me oF answer messages after the second date andd | was
lefl with twey; T, and M.... With the number down o a
manageable level Teowld also trow wway the notes T had
kept to ensure 1 did not call anyone by the wrong nisme of
ask sbout the wrong job. By now I had {riends across half of
Europe wanting information abowt these women atong with
my original fricnds and the community nurse, And all of
them asking the same guestions - Have you snogged any of

them 7 When will you sieep with one of them?

1 spoke &0 both of them quite o lot on the phone bat decided |
showdd taik about my status face 1o face, [ told T.... that T had
fiemophilia and HCV the seconad time [ met her which was
not particularly casy, Especially as she wis the one who'd
said she did not want to end up looking after someone again,
I planned 1o do it half way through the evening o that there
was plenty of time for me to explain afferwards but it was
nul the Brst ihing I said. B scemed to go faidy weil or as

well as these things can go. She sang me Jater and asked fow

couldt I say these things ten minutes before she had 10 go
which [ suppose shiows how time flies when you're having
fun, 1t felt like a very tong hour 10 me but when § asked if §

could sce her ugain she agreed.

Christmas then intervened. as it does at the end of every year
and ¥ decided not to tell M.y status il she retarmed
from her parents. 1 then got & stomach bug, (why is i when
cver | 1eft sameone 1 have HEV L abways get flu or a stomach
bug within the next foriight and scare the hell out of themj,
T.... fooked in on me after work a fow times which was very
nice, One panticular evening though, after she had been at
my house for aboul an hour, she got up abruptly and left, 1
was not sure what § had said but felt | had probably fucked it
up somehow, Then she rang me from her mobile and said
that she felt she bad 10 go because othenrwise she would have

wanted 10 make love to me.

Then we were cut off as mobiles always do at crucial
moments. However afler much flattery and begging she
agreed to come back to my house. This ensurcd 1 did at least
have a teaditional Chrisimas, all morning cooking a wrkey,
lf Wiermonn drinking and half the evening aving drunken

sex. It was a great day, She dumped e on Boxing Day.

We saw cach other on Boxing Day and had a very adult type
discussion aboui what had happened. She felt she could nei
handie & retationship with someone who was positive und the
ineviabie stress 3 wonld cause Tor hwer and her family. After
a long tatk sire changed ey mind and decided shie could go
oy with me. I naturally instantly changed my mind and
decided that |did not want 10 go out with her now. She then
left messages for me on my answerphone and [ rang her the
next day. [ stuck to my line of not going out with her, she
wats fiot impressed. In the meantime M..., having said she
would catl me after retuming from Birmingham had not. 1
Left a message but still aothing. T..... and [ decided o ry
and be friends and went oul a couple of times to the cinea
and for a dvink which scemned (o go very well. And on the
third time T saw her we slept 1ogether again, The next day

M.... rung.

She had heea ill with flu guite badly and stayed an extra
week at her parents. We chatted and T promised to sing her in
1 week when she woulif hapefuliy have recovered, Th... and |
continued 10 get on better and we even decided to go for a
weekend away, The problem with living in Brigivon though
is where the helf do you go for a dirty weekend. We decided
on the short lighthouse on the coast between Cardiff and
Newport.

§ rang M., of course and decided 10 tell her the next time |
saw licr that [ was now with someone. She however beai me
to it [ was nol the enfy advert she had answered and was

now seeing someone clse through the paper called Malthew.

Could we have a part two,. or an update please? (Tid)
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HEPAFFITIS C WORKERS REPLY

Dear Gareth

I am writing in response to your personal piece in the i
tast edition of the Birchgrove {issue 14) entitled "The :
things they don't say?". In this article you talked
about some of the unpleasant side ¢ffects which you
have suffered since staring on combination thevapy
for IV,

You also made a comment about your discussions
wit the medical professionals involved in your care,
stating that you arc able o sit down and discuss “all
problems and issues surrounding haemophilia, HIV &
AIDS, and if 'm reatly bored, HCV™,

You were giving a personal view of your own
situation but 1 know from discussions with membtrs
who have hepatitis C- both with and withoui HEY
co~Infection- that there are many people for whom
HCV is nol boring, 1 do ot wish to minimise what

N

yout have been through, but | would like you to know 5
that hepatitis C is having a very real effect on :
people's lives; heaith-wise, socially, Tinancially, :
cmotionally, and § know that your comment his been

inespreted by others a3 a negation of what they have

suffered.

Thank fully, there ure abso people vn whase lives
hepatitis C has had Jess impact, but for any of your
readers who do have concerns or questions about
hepatitis €, please encourage thent o contact me or

Sieve Fouch for more information, or just for a chat.
With best wishes

Tucy McGrath - Hepatitis Worker Haemo Soc
xeur Luey

1 thank you for taking the time 10 reply, but  would question on
wha's behalf vour ceplying. 1 don’t Bave a probiem with whal you
are saying, but 1 think L have a tight o deal with my virises i ay
own way and if, during a period of my life when family snd friends
are preposing 1or my deh from AIDS, Dwrite shat § find HCY
bering, then 1 siake no apelogies for daing so.

Many peeple who tuke the time 1 get o kuow me, know that ] work
for the benefit of alf hacmophifiacs whether infected or pot [ was
instrusnensal i persuading Birchgrove Wales jato providing supporti
for Hepatitis C only infected people and have aended many
meetings ind spoken & oy seminars on FECV ealy, | give my time
and energy freely providing services and sepport, t Pepatitis C only
nacmaphikiacs and we also provide suppon for peapie affected only
by Hacmophitia. But §respect «ll individuals rights to deal wilh
Lheir faemoplisia, TIV/AIDS or HCY in there awa wiry and | will
wark in my yolisnlary capacity to support them. But all 1asked is
they respeet me and the way in which I deal wilh my problems.
Peaple wh take the tine o gel o know sad understand me, will get
back maore than 1will take from them, 1 hive handrods af Terlers of
support from people in &l watks of life thunking me for the support 1
fave given them, Bul as ] saked Wey ook the Hne (@ gel 1 koow me,

“ P'm onat tha bad seslly ™

Careth ¢ persomal eapacily 3
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Keeping them safe

HIV can be transmilted from an HIV-positive
woman to her child either during pregnancy, or
during labour and delivery, or by breast-feeding.
In Europe and the USA, about 15 1o 20 per cent
of babics born 1o HIV-positive women who are
not taking anti-HIV drogs are infected. In most
cases, HIV is thought to be transmitted during
the fast weeks of pregnuncy or during delivery.

Factors that increase the risk A child is more
likely to be infected with HIV from its mother if
she has advanced HIV infection or AIDS; she
has high viral load or a low CD4 count; her
waters break at least four hours before delivery;
she has a vaginal delivery {as opposed to a
planned caesarean section); the Jabour is
difficult, requiring episiotomy or forceps; she
has & genital infection {e.g. a sexually
transmitted disease, such as chlamydia); she uses
illicit drugs during pregnancy; or she breast-
feeds, Becoming infected with HIV during
pregnancy is also likely 1o increase the risk.

Breast-feeding The risk of infection is roughly
doubled 10 arcund 1 in 3 if the mother breast-
feeds her child, and s0 women are advised not (o
il there 13 a safe alternative to breast milk. Tn the
UK it is sale to bottle-feed your new-born baby.

Treatment with AZT The anti-HIV drug AZT
(zidovuding) has been showa to reduce the risk
of transmission. In one stody, pregnant women
received AZT wblets during the last six months
of pregnancy and intravenous AZT during tabour
and delivery, plus AZT syrup for their babies for
the first six weeks atter birth, They were also
advised not to breastfeed. These women were
much less likely 10 fransmit HIV to their babies
than women who did not take AZT. The use of
AZT during pregnancy has reduced transmission
rales fo about 1 in 20 in parts of Europe and the
Us.

Studies in the developing world have shown that
even when AZT is started later in pregnancy, or
around the time of delivery, this can still reduce
the risk of ransmission by about half.

AZT alone is inadequate treatment for the
woman herself, and could Jimit her future
treatiment options if she becomes resistant to the
drug. Studics so far suggest this does not bappen
often when AZT is used in pregnancy only, AZT
may not be quite as effective at reducing mother-
to-baby transmission in a woman who has
atready taken AZT before pregnancy.

Caesarean delivery The risk of transmission is
reduced if the baby is delivered by planned
cacsarean section, rather than by vaginal
delivery. This is called an ‘elective caesarean’,

and is scheduled for the 38th week of pregnancy,
ot performed sooner if labour begins carly.
Research suggests that antl HIV terapy during
pregnancy plus planned caesarean delivery may
reduce the risk of transmission to as low as 2%
(1 in 50). Caesarcan delivery itself can carry
some risk for the mother.

Drug combinations in pregnancy Women who
become pregnant when their CD4 count is high
and viral load is low are less likely to pass on
HIV to their child. These women may not
require freatment themselves, and so they are
advised 1o begin AZT some time after week 14
of their pregnancy.

Pregnant women are encouraged to take the
treatment which they require regardless of their
pregaancy. (An exception is the new anti-HIV
drug efavirenz, which is not recommended in
pregnancy.) This means that combinations of
anti-HIV drugs, considered standard freatment
for adults with HIV, are now more widely used
by worsen who become pregnant. There is no
information about whether these are more :
elfective than AZT alone in preveating HIV
transmission, but it is assumed that they could be
because they are much more able to reduce the
moilier's viral load.

Wemen who conceive whilst on freatinent
During the first 14 weeks of pregnancy, the fetus
is most vulnerable to any toxic effects of drugs.
Taking anti-HI'V drugs during this time may
increase the risk of birth defects. However,
stopping treatment may increase the risk of
trangmission, as viral load would be expected to
rise, and it is recommended that women continue
their treatment throughout their pregnancy.

Side-effects in the baby To date, children born te
mothers exposed to AZT in pregnancy show no
increased risk of birth defects or growth
problems, though their continued monitoring
remains important, Much less is known at the
moment about the safety of other anti-HIV
drugs. One smali study of pregnant women
taking AZT and 3TC, with or without protease
inhibitors, found a high rate of premature births,
and a small number of abnormalities at birth,
However, other studies have reporied no
increase in premature delivery or congenital
abnormalities.

NAM also publishes a monihly newsletter, ATDS
Treatment Update, free to individuals affected by
HIV. For details of this and our other HIV

treatment publications, call 0171 627 3200 or
wrile 1o NAM Publications,

FREEPOST LON277. London SW4 7YY

s
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Viral load

A viral load result is usually described in terms of the
aumber of HIV RNA copies per sillilitre of blood
{coplesiml}. In HIV-positive people who have nol
developed symptoms, a visal load higher than 100,000
is cansidered 1o be bigh, and below LH,000 is consid-
ered low.

These numbers are often written in a form known as the
logarithnic scale, such as 1Y (which is spoken as 'ten to
the power five’). This means that the actual number i3
10 x 10 % 10 x 16 & 10, Another way of thinking of i»
is as | with the decimal point moved five places to the
right, which is the sume as T plus 5 zeros - 100,000.
Changes tn viral load are also deseribed using this tog
scale, for exampie:

*A one lug change is a ten-fold change. An cxample
of & ene log fall might be 46,000 copics to 4,000
copies. Put another way, this is 4 90% fall.

#A twe log fall might be 40,000 copies to 440 copies,
This is a 9% or hundred-fold fall.

#A three log fall might be 40,000 copies o 40 copies.
This is a 99.9% or thousand-fold fall.

So for ench log fall, cross off one zero from the number
you start with to get some idex of the magnitade of the
change. Fractions of logs are harder ta remember,
because they don't correspond to round-number
percentages. For example, a 0.5 log fulf in viral load is o
66.6% or two-thirds fall in viral load. A 1.5 log fall is
approsimately a 96% reduction.

In the past, trials have tended to mweasure changes
viral Joad using the log scale; for example, a treatment
may be suid (o have redueed viral load by 1 iog. H is
important to remember that this is a relative measure-
ment - a one fog decrease is a reduction to a fenth of the
starting valne, such as from 1,000 to 100, or from 10 to
1.

"This means that it is easier 10 show a 1 log reduction in
viral load among people wha have « high initial viral
load than in those with lower viral foad, simply because
they have more vims to start with,

Factors that affect vieal load

Changes in viral load tend to precede and miror
changes in the CD4 count - as the viral load increases
over time, the CD4 count degreases - although anti-HIY
drugs can reverse these changes, at least in the short- Lo
medium-term. Researchers no longer beliove that HIY
maintains a stable set point for years. Instead, there is
cvidence that if HIV is untreated, then viral load
steadily increases from the set point over the years. One
study analysed blood samples taken over 2 17 yeat
period. 1t found viral foad increases by an average of
0.12 log per year, althougl & higher rate of ingrease was
predictive of more rapid discase progression. Another
study looked at eight men in the MACS study and

found that viral load increused gradualiy over several
years and that disease progression was asgociated with a
viral Joad of about 10,000, !

As with CD4 counts and ofher luboratory tests, what

matters most is the trend in viral load over time, rather
than any one single test 7esull. The same viral foad test
used on the same sample of blood can produce a
different result because of the degree of variability in
the test.

The degree of variation muy be anything up to 0.3 log, 4
50 1wo scparate tests on the same blood sample might 4
come up with twa different results. For cxample, the
dilference batween 50,000 and 100,000 copies is just

0.3 log. ver this is atso the difference between 4 medium
and & high disease progression risk. Similarly, the differ-
ence hetween 25,000 copies and 50,000 copies is also
0.3 log. and this is the difference between low and
mediom viral Joad in sore guidelines for treatment.

Various factors can cause a temporary blip in the viral
Joad, especially things that stimulate the immune sysiem
such as vaceinations. People who develop an oppor-
tunistic infection tend 1o experience a temporary
inerease in vival foad of around 1 fog, which usually
returns 1o its previous leved within a conple of months
of the successtal treatment of the infection (although
there is some evidence that TB may tead to a permanent
increase in viral load).

It is also possible that viral toad, like the CD4 count,
foflows a diurnal rhythm, so that it will always be lower
at certain tfimes of the day.

Some clinics recommend that patients have bleod drawn
al & similar time on each visit to avoid this sort of ‘
confounding facter. It may also be influenced by the
menstrual eycle, like the CD4 count. and there is not yet
any information about the degree of day to day variuion
that might be expected in viral lowd measurerents due
to fluctuations in the CD4 count.

Finally, viral foad is also influenced by the conditions in
which the blood is stored and the length of time it is
kept at room temperature, and lust but not Jeast, the
potential for human etror in careying oul laboratory

tesis,

For all these reasons, it is Enportant nol o make
changes on the basis of a single viral Joad count.
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THANKS TO “PEN" NEWSLETTER USA

Hope and Hype - Gene Therapy - Is this the
Answer 27

A number of developments have made H even
more likely that this new technology will hold the
key to a cure. Yet a practical cure may still he
years away.

Over the past few months, haemophilia gene
therapy has made news on a number of fronts.
During its annuwal meeting in October, The
National Haemophitia Foundation unveiled its
new "Campaign for a Cure.” a $3 million fund-
raising program focusing exclusively on research
into curing haemophilia. In November, the NHF
sponsored a Gene Therapy Workshop at the Salk
Institute in La Jolla, California, where leading
gene therapy researchers presenied their latest
research findings und discussed (ture direction
for the field. In December, Transkaryotic
Therapies, Inc. (TKT) announced that it had
staried the first human clinical trials using gene
therapy 10 treat haemophilia A. And most
recently, in January, several scicatific papers
demonstrated the potential for using gene herapy
to treat haemophilia B.

Real hope for our children 7 t's soothing to hear
something positive and concrete at last. It's also
natural o jump to the conclusion that gene
therapy will work, and that a cure is on its way.
Jumping 1o these conclusions, some parents have
approached PEN, asking how to "sign up” their
children for elinical wials. Believing that a cure is
imminent, these parents want 1o be first in line,
withowt investigating potential risks. Other
parents show more cantion. "My child is doing
fine on his factor concentiate,” said one mother to
PEN. "I would rather wait filleen years afler its
approval 1o sce how well gene therapy will
work,"

Her comment s valid, While one company, TKT
has tinally begun human clinica trials, maost
rescarchers cautiously avoid any prediction of a
practical cure in the near future, Bven as they
spread the word about gene therapy's hope, many
researchers and educators also warn against the
"hype.” A closer look will illuminate some of the
reasons the haemophilia community is watching
gene therapy with hoth excitement and caution.

Part of the problem when cxamining the success
of gene therapy s defining exacily what we mean
by a cure, If we stick 1o a narrow definition of
cure - merely correcting @ cloting disability -
then it appears that we do have a cure, at Jeast for
some animals tike dogs and mice, Two separate
rescarch teams presented data at the NHF'S La
Jolla workshop in November, and later published

papers showing they had partially corrected the
clotting deficiency in animals with hacmophilia
B. Dr. Mark Kay of Stanford University, working
with rescarchers at Cell Cenesys in Foster City,
California, announced thal bis group had been
able to treat haemophilia B-affected mice and
dogs with a type of gene therapy that uses an
adono-assockuted virus to deliver the Factor 1X
gene into the animal's liver cells. Some of the
treated mice showed improved clotting function
for the rest of their lives. Another team, led by
Dr. Katherine High of Children's Hospital in
Philadelphia, used a similar method to deliver the
factor 1X gene to the muscle cells of dogs with
hagrnophitia B. Again, the treated animals
showed hnproved cloging function for more than
18 moaths. Beth rescarch groups hope 1o begin
Buman frials soon. They are opiimistic that thelr
metheds eventually will be able 1o make at least a
partial improvement in clotting function among
hacmophilia B patients. But the definition of
‘cure’ goes well beyond the ability of the blood to
clol, A liver transplant will “cove” hacmophilia,
bt is it practical or safe? Such drastic and risky
treatment has ruled out liver fransplantation as a
reulistic cure for hacmophilia. A cure must help
blood Lo clot normally, but must also be safe,
practical and widely avaiiable,

This rule applics to gene therapy as well,

The good news is that at present it appears
increasingly likely that a gene therapy method
can be devetoped that will enable the treated cells
to make Factor, perhaps even enough to achieve
nonmal clowting ability. 10 is alsoe likely that o
method will be developed that will last for
extended periads, perhaps even the patient's
lifetime. Stilk in question i whether these
methods will be safe and can be used routinely
for ali patients. Even if the question of effective-
ness is resolved, issues of safety, cost and practi-
cality remain. The Hippogratic Oath swormn by
physicians reguires doctors 1o ensure the safety of
a patient even before considering the benefits of
any trealment.  Simitarly, the Food and Drug
Administration's (FDA) first requirement for any
new drug or trestment is safefy: ali clinical trial
programs for new drugs must begin with "Phase 1
wrials"- a series of experiments designed solely to
test and demonstrate a product’s safety, Only
when a produgt’s safety has been demonstrited
does the FDA allow Phase 1 and Phase 11 trials
1o study 1he produet's effectiveness.

Tragedies, like the "thalidomide habies” born in
the 1950s, warn of the danger, of rushing treat-
mients into use without adeguate safety tests,

They also show why safety studies must be
Cant Pg 10
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LETTERS

Dear Birchgrove,

recently attended 2 focus group run by the

MFT's strategic review survey. { took forwatd to
its final report as it raised many issues. From: a
personal point of view this year has been quite
tragmatic as my CD4 dropped sharply to 80, my
viral Ioad approached { millipn and my hesith
declined rapidty. This put me in a position where 1
needed help, advice and support which subse-
guently made me ymore aware of the organisations
available to me.

e THT and ATP helplines have been cxcellent with
their advice and knowledge about HIV drugs and all
their implications, until aemophilia is mentioned. No
one could el me anything about PU's and increased
bleeding, increased arthritic pain or the usc of anti-
retroviral drugs and other haemophilia related

_probicms.

I needed speciatist help and that’s when 1 became
scared about who 1 had for support. The Haemeophilia
Saciety, The Birchgrove Group and The Mactertane
Trast ate all set up for us, bul what support or help do

1 receive from these organisations?

] feel the Haemophilia Society have little interest in
HIV+ haemaophiliacs and give us minimal support.
The fact that they do not include us in their Hep C
compeisation campaighs is clear cvidence. Maybe 1S
taken a while for the penny 10 drop, but it certainly
dict when the Haemophikia Sociery sent me Xmas
1affle tickets with a first prize of a holiday in the
USA.1 pr:rson'ally found this insulting and Jlustrates
10 me that (he society have little insight into the deep
feetings and emotions 1 still have. If any of us wins
first prize it would mean smuggling out drugs through
custotas Hke crimipats, risking humiliation and being
sent back on the next plane or having to disclose our
medical history and slatus 10 try and apply for &
special visa.

I returned my tickets wrwanted and still have reccived
na reply or explanation. Credis where it's due though,
as Steve Fauch at the society did provide me with
some useful information, but the society as a whole

does not work for me.

The MFT was set up (o provide a {i inancial support for
HIV infected hacmophiliacs so 1 have never expected
any other kind of suppott from them. Over the years
however T have been refused financial uid from them
because my reguest was not within their guidelines.
ALz time when [ was fecling very depressed and
stressed apout my health, money was refused for &
holiday when 1 really needed one. Moncy was also
refused for a fridge when my old one stopped working
on the same grounds. This made me reluctait 1o
approach the MET overall in the past and made me
feol almost guilty that 1 was sending begging requests.

My suspicions aboul the MFT were increased this
summer when their post franking machine proudly
boasted MITT in large leners on the envelope of my
mmail. This has now been removed after many
complaints. 1t wasn't that it happencd that concerned
e the most but the faci that someone thought it
woiuld be a good idea to boost the image of the trust.
Are they thinking of recruiting more members? it
made me wonder about who was making decisions
within the MFT.

There arc no consuliations with any of us when they
make their decisions and no HIV+ haemophiliacs on
sheir hoard of rustees, 1 hope they are not consulting
with the Haemophilia Society 45 tiat would give e
no hope at all, 1 hope the focus group will address
{hese issues as peeple making decisions about my
health, well being and any ind of security T may have
should know how T {eel and what my fears are. One of
which is that my postlady may pow know that 1 am a
H1V+ haemophiliac, and that is the Jeast of my fears.

Now to the Birchgrove Group. The newslelier seems
to have almost dried up and the phone rarely geis
answered. 1 realise that it is staffed by individuals in
the same position as nryself and § fully appreciate that
il health and low energy fevels are not conducive 10
running an effective service. 1 only recently discov-
ered that there are other Birchgrove Zroups running in
other parts of the couniey, such as the group in
Manchester which are succesful.

1 hope the MFT's strategic review wilt highlight sene
of the inadequacies in the scrvices we rely on and
improve them. Attending the focus group gave me an
opportunity o mest ather haemophiliacs and it was
quite evident that although we all had similar fears
aad problems our individual needs were quite diverse.
Clintes we atiend, advice piven, SUPPOTL SCIVICES,
opportunities and help shoulkdnt be a geopraphical
problem. There are only around four hundred of us
atilt alive and we all know we are not going to live for
ever (that’s what the doctors keep telling me) 50 lets
aet it together and improve the services, support and
communications for the time we do have lefl,

Am I slone in my Teclings?
Yours sincerely

PB

“Pear P B,

Yours is nol an isolated case we deal with many
similar phone calls every month. We have been
{alking about the prohlems with Visas for the last
three years,

Some people Hsten, but don’t hear,
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carricd out carefully and for extended periods,
especially when the long-term risks are
uynknown. The haemophilia community has
only 10 look atf the contaminated factor products
of the 1970s and 19805 to see that having a
product that is cffective that "works®- is not
nearly a¢ important as having a product that is
safe. While one of the major advantages of
haemophilia gene therapy is that it could free
patients from relying on frequent infusions of
factor, thus reducing the risk of infusion related
infection, i is still critical to remember that gene
therapy is not just one more drug; rather, it is an
entirely new method of treatment whese long-
terms safety is not clear.

Gene therapy has some inherent risks, which
must be carefully examined before any forms of
treatment gains widespread acceptance. An end
10 uncontrolied bleeding - this is the hope of
parents when they consider gene therapy. Even
though the first gene therapy methods may work
for only a limited time, the long-term goal s o
develop a permanent, kasting cure.

Permanence, which is the key to gene therapy,
carties some risk; along with positive clinges
may come lasting negative changes, Many drugs
can have side effects, such as headache, nausea
or rashes. Often these effects are shori-term, and
can be reversed simply by discontinuing
treatment. Gene therapy is complex; it involves
adding DNACLo a patient’s cells, perhaps cven
altering some of the patient’s own DNA. Onee
made, these changes could be extremely difficuli
or impugsibie to reverse. Gene therupists hope
that they can avoid any undesirable effects of
modifying the patient's DNA. They want to add
one function making factor without aliering any
other genetic processes. But no practical method
currenily exists to simply put genes into a
specific location in a patient’s cells. Genes can
probably be put infe a patient’s cells in a way
that allows them to function and make factor, bul
current gene therapy methods cannof control
exactly where in the cell the new genes will end
up ! There is a theovetical possibility that the
new DNA could join the paient’s DNA in
regions where oncogene genes that can cause
cuncer are located, and that the intrusion of the
new gene could activale an oncogene and even-
wally lead to tumor formation or other types of
cancers.

Such a scenario might be extremely unlikely, but
at present there is 0o way to determine the real
risk. And since such a siisation might not be
apparent for many years, it might never be clear
whether the gene therapy was responsible for

any cancer that developed years down the roud.
A key issue for gene therapy researchers will be
deciding how. long 1o monitor patients in clinical
trials ( and animals in pre-clinical studies ) to
ensure that the short-term and long-term risks are
well understood,

Virtally all medical treatments. from infusions to
organ transplants to vaccinations, invelve interac-
tion with our immune systems. The immune
systemn is the body's natural defense mechanism
against disease, It is a complex system, casily
disturbed. To be effective, any medical fremment
must work cooperatively with the immune
systern. and avoid undesirable itmune reactions.
Because the immune system cun be so finicky,
inunune reactions may represent the biggest
obstacle to successful gene therapy for

- haemophilia. The immune system's basic function

is to recognise and react 1o "foreign” subsiances-
like viruscs, bacteria and toxins-that invade the
bloodstrean:. But the immunc system doesn't
evaluate whether a substance is "good” or "bad.”
It cares only whether a substance is "natural” or
"foreign.” Natural substances, those seen s
belonging to the bady, will be left alone. Foreign
substances will be attacked.

Mast drugs seck to escape the notice of the
jrmmune system, (o avoid being seen as foreign.
When a drug s identified as foreign by the
immune system, the pationt may experience an
allergic reaction. In some cases, as in hacmophilia
patients with inhibitors, the system may actually
mianulaciure antibodics against the "loreign”
substance. One type of drug that does not seek to
escape the notice of the immune systens is the
vaccine, Vaccines are specifically designed to
overstimulate the immune systemn. Vaceine manu-
facturers intentionelly formulate their products to
be casily recognized by the immune system, and
to provoke an aggressive attack of any "foreign”
substatce that looks like the vaceine. To accem-
plish this, frequently vaccines are mide from
Kitled or niutated viruses that stimuiate the
immune system 1o produce cels and antibodies
that can attack the virus if it infects the patient at
a later time.

Unfortunately, some gene therapy treatments
currently under consideration use components
that act more like vaceines than drugs, That fs,
instead of silently slipping mto the body and
doing their job, they set off alarms that (rigger the
immune system to react strongly against the
invader. A major reason for this is that many of
the leading gene therapy methods use viruses a8
vectors, or agents, that carey a new gene inlo the
cells. These virus vectors can work like

Cont P 1t
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vaccings to stimulate an aggressive immune
respanse by the body. Gene therapists {ear that if
an immune response doces oceur, it could limit the
cifectiveness of the trcatment; perhaps cven more
troubling, an immune response could prevent the
treatment from ever being used again in the same
patient. Since many experts believe that the first
gene therapy methods may be eflective for only a
fimited time, it could be disastrous if the first
sreatment leads 1o side effects that make it impos-
sible 1o treat the same patient again o the future.

Many early gene therapy experiments using viral
vectors did fuil becamise of inimunc responses.
Today. some rescarchers, like those at TKT, are
developing methods that do not nse viruses.
Others wre rying to modify the viruses to lose
their immune-stimuiating propertics. Stll others,
Jike Drs. Kay and High, are optinistic that they
can avoid significant immune problems by using
viruses that do not ordinarily arouse a significant
response by the human iminune system. Unless
one or more of these methods proves effective,
{he lmmune response issue will continue as a
major obstacle 1o stccessful gene thesapy.

If the immune system could be overstimulated by
gene therapy, would gene therapy he more likely
than factor infusions to lead 1o inhibitor
formation. The angwer is not yet clear. Some
scientists believe that constant production of rela-
tively low levels of factor, which would occur
with gene (herapy, may arouse 4 weaker immune
response than does e relatively large amount of
factor shot into the system in typical infusion
treatment, So far, no strong data exists from
which to draw conclusions.

However, at the NHEF's La JoHa workshop, one
researcher reported that a dog that had never
exhibited inhibitors when treated with inflised
factor did develop antibodies against factor when
it underwent gene therapy treatment,

While only a single case, this result atarmed a
number of rescarchers, Could the way inhibitors
develop in gene therapy patients be ditferent from
the way inhibitors develop in infused paticis?
When recombinant products were introduced,
clinical results indicated that the risk of inhibitor
formation was similar among patients regardless
of whether they used recombinant or blood-
derived producis: patients who had a history of
receiving blood-derived factor without devel-
oping inkibitors would be wiikely to develop
inhibitors 1o a recombinant product, The possi-
bility that patients undergoing gene therapy might
be at risk for a new form of inhibitors is
disturbing. The hacmophilia comamunity must

continue its vigilance, and closely follow this
issuc in upcoming safety irials.

It's casy to gef excited because the first buman
clinical triaks are underway in Boston. But don't
expect too much too soon. We do know thal a
practical, safe gene therapy won't be commer-
ciafly available for a long while - parents are
shocked to hear that it may be even a decade or
longer. TKT's Phase 1 wials in Boston are
expecied to last several years, or as lang as it
tukes to ensure safety. H during this period
improvements are made 10 the process, additional
safely testing may be required for the improved
process before Phase [ and Phase TH trials can
begin.

And once a procedure enters Phase 17 or Phase
111 trials, it inay prove o be only partially
effective; it may work in some, but not all,
patients. Or the treatment nray increase factor
levels by only a small percentage. Realistically,
we should expect that carly gene therapy proce-
dures may be suitable for only a limited number
of patients, with gradual mmprovements in
treatment over many years. We shouldn't expect
1o wake up one day and find a "cure” available
for one and all,

Let's assume that a gene therapy procedure is
developed that works well and is safe. 1t ready
to hit the market, Who will be cligible for
treatment? How much will it cost, and who will
pay for it? Will it requise just one treatment, or
frequent repeated treatments? Will it be available
{0 everyone? Because gene therapy is stild out of
reach, so far pot much atiention has been paid o
the practical side, And it's certainly (oo soon to
answer any of these questions with confidence.
Yet it may be helpful to begin thinking about
some of the practical issues, while we still might
have fime to nfluence outcomes, One of the
biggest questions may be cost, and who will pay.
Insurance coverage will most likely be affected
by the price of gene therapy, and several factors
will influence price: production costs; recovery of
research costs; the nunber of times the therapy
must be performed; only once, or requiring a
"hoosler” every few years. Special considerations
wilt arise from the specifics of the gene therapy
method: will the treatment consist of & simple
injection, or will it require more complex surgical
procedures? Can it he done at 4 tocal wspital or
treatment ceiter, or will it be availuble only at
selected locations with speciatised staff? Will it
be a mass produced product that can be packaged
in vials like factor, or will it be tailor made on an
individuat, patient-by-patient basis?

Congt Pg 14
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Brain Teazer !

First Prize crate of Lager

coilection of statements from publications of the

haemophilia society. See if you can guess which
refers to nv CJD and which to HIV, Answer on a
posicard to The Birchgrove Group, 110 Caerphilly
Road, Cardifl CF4 3QG and first prize is a Crate of
[ager. ( t keep your liver ticking over)

1)1tis no good worrying about [it) without knowing
whether it is actually 4 risk or not. At the moment the
risk must be seen as minute: and the changes made by
the Department of Health must hive made the risks
even smailer. However, it is possible that some people
with haecmophilia will have had injections of clotting
factor made from the plasma of biood donors who

were incubating this disease.

2) Assuming blood to be & transmission agent, the
chances are that the risk involved in imported concen-
trates has heen reduced considerably. 1t is also
important to remembes that we have not seen the
massive increases in reported cases which were

predicted earlier in the year.

3} the cells involved with immunity like those in the
tonsils are affected, then blood could alse be a source
of infection, because these cells are also found in the
blood.

43 Thus the incidence is fess than | in 1,000 patients at

risk

5¥This means that less than 1 in 20,000 blood donations
would be from someone incubating the discase. When
making clotting factors it would mean that infectivity
in any one of these blood donors would be hugely
diluted by the plusma made from non-infoctive donors.
When this is done it indicates that the risk from (it} to

peaple with haemophilia must be minute.

63 Our message remains unchanged: THE ADVAN-
TAGES OF FREATMENT FAR QUTWEIGH ANY
POSSIBLE RISK. We state again that the risk is tiny
campared 10 the risks from untreated bleeding
episodes. By refusing treatment or not follewing your
Centre Divector's wdvice you are probably exposing
yoursell 1o even greater risk, RISK has always been a
feature of haemophilia and in time this risk foo will
diminish, especially given the \-Ll)hime of research

being conducted.

Bearing in mind what little affect HIV had
on us it’s not very reassuring is it?

Referrences : Dealler S: (1998): The
Bulletin. Issue 2 Page 4. Haecmophilia
Society: (1984): Haemofact Release Nr 3.

Visualisation

Visua!isntion is & technigue which uses mental
imagery to fight iliness. In HEV-puositive people
for instance, visualisadion therapy may take the
formn of conjoring mental iinages of HIV-infected
cells being climinated frem the body, or imagining
the whole body as healthy and active once more,

Visualisation has been used by many people with
cancer, and a cansiderable amount of research now
exists to show that whilst people are doing, visualisa-
tion exercises, their badies show a physical response.

Although soine of these physical responscs may
simply be a consequence of refaxation and concenira-
tion, others are less easily explatned,

A number of experiments, seme more well-controlled
than others, have shown cianges in immune system
function following visualisation cxerciscs involving
the visualisation of specific immune sysiern cells.

These experimems included the use of guided imagery
as part of a programme of refaxation and hypnosis in
a group of HIV-positive men with symptoms. When
comparcd to a control group, the treatment group
demonstrated a significant decrease in HlV-related
symptoms such as fever, fatigue, headache, nausea
and msomnia, and felt more energetic and able to
cope (Aeurbach).

Visualisation exercises are often sold as expensive
packages of tapes and training courses, but if you
want to {est the usefulness of such exercises for
yourself, you may find that making up your own
exoreises or working with a group of lke-minded
poople will prove just as effective,

References

Acurbach JE et al. *A behavioural medicine interven-
tion as an adjunctive treatment for HiV-related
iliness’. Psychology and Health, 1992,

For many years | practiced visualisation afier
attendling a course run by a positive man,. I found it
very relaxing and was able to attain a state of
complele controt over part of my immune sysiem,

Fm not sure if it worked or not bat with low CD4
counts and a high Viral Load | staved off drugs until
July 998,

I've also continued to use Aromatherapy and various
other complementary therapies. I'm oot sure if they
work but T certainly feel better after freatment.

So something must have been doing me good ( Ed )

It anyone has an opinion 1o offer on the benefits of
complementary therapies drop us a line and we will
put them into the newsletter.
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What is considered to be a good response to treatment?

t depends on how many drugs you are

taking and whether you have taken
anti-retroviral drugs before, and your
viral load before starting freatment. It
also depends on when the response is
measured. It is generally agreed that the
absolute minimum you should expect to
see is 0.5 log (about 66%) after eight
weeks, Anything less may be a natural
variation in virus levels, not a treatment
effect.

Treatment guidelines now recommend that
in general, failure to suppress viral load to
undetectable levels should be regarded as a
sign of a suboptimal response to therapy,
and should prompt a discussion about
whether 1o change therapy to try (o achicve
areater suppression,

Isn't undetectable load the most desirable
response to treatment?

Most experts would agree that this is the
ideal response to treatment,becausc it
indicates that viral replication has been
reduced 1o very low levels indeed.

People with undetectable viral load after
starling drug therapy have the lowest risk of
discase progression, and a greater chance
that their viral load will stay at very low
tevels, compared to people with low viral
load which is nevertheless detectable.

Studics of highly active anti-HIV regimens,
such as a triple combination that includes a
protease inhibitor, have shown that a
substantial proportion of treated people niay
achieve undetectable viral foad,

While it appears to be particularly possible
to suppress viral load to this extent among
relatively recently infected people, it is also
possible for a substantial proportion of
peopie with advanced HIV disease who
have taken many anti-HIV drugs before.

However, this alone does not mean that
undetectable viral load is the only good
outcome of treatment. Some people accept
lesser suppression, especially if they are
faking drugs to which resistance is unlikely
to develop rapidly.

And in any casc. for some people it is likely
i0 be impossible to achieve undetectable
viral load with the drugs available today.
My viral load is starting to rise again after
nine months below the level of detection. Tr
has gone up to just above 1,000 copies.

Should I change treatment now, or wait?

Most experts agree that if viral Joad
increases by more than 0.5 jog, this
indicates that your current treatment is
beginning (o fail, If the limit of detection is
400 copies on the test used at your clinie
{Amplicor), your viral load increase repre-
sents a change of at least 0.4 log,

This may be a sign that your treatment s
faifing, or it may be a temporary blip caused
by an infcetion. It may even be a laboratory
error. It is probably best in these circum-
stances 0 have another test as sOo as
possible (i.e. have the test within a week
and get the result within a week) rather than
1o rush into changing treatment. If your viral
load is still above the level of detection, that
is a signal to consider changing.

Having said that, the main reason for
changing drugs at this point is to reduce the
risk of developing resistance to those drugs,
and to others you haven't yet taken.

Several studies have shown that the over-
whelming majority of people whose viral
Joad begins to rise again after a period
below the Himit of detection do not deveiop
any illness over at least a year of follow-up,
and continue 1o enjoy « stable or rising CD4
count.

Viral load is not the only factor 1o take into

consideration when choosing to change
treatment; you run the risk of using up all

- your options very quickly if you chatge

treatiment at the first sign of viral rebound.

T've just started therapy on an AZT/ddc/
ritonavir combination and my first viral load
test, taken after ['d been on therapy 3
months, just came back. I'm not unde-
tectable, although it has fallen 2 log to
below 3,000 copies.

My consultant says not to worry, but
shouldn't I be adding more drugs, or
changing some of them?

There arc two views about this question.
One argument is that you should do every-
thing possible to get your viral load down as
quickly as possible in order to minimise the
risk of developing resistance during this
period. So if your viral load is still
detectable after 12 weeks on treatment, you
need to intensily the drug combination, or
perhaps even change some of the compo-
nents.

confinued on Page 14
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The other view is that there is no clear
evidence that this will make any difference
to the risk of resistance, and that a 2 log fall
in viral load is a very good response at this
stage.

If your viral load hasa't fallen further after a
few more weeks or months, that is the point
1o think about what vou want to do next. At
that stage you might decide 1o try new
options — or you may be content with the
fact that the drugs have reduced your viral
load to low (albeit not undetectable) levels
that are likely to be associated with a much
reduced risk of disease progression,

I've been on triple therapy for necarly six
months and my viral load is now unde-
tectable, having been 100,000 before 1
started treatment. Buf there's heen very
fittle change in my CD4 count. It's gone up
Jrom 90 to 120 so far. Why is this?

This represents a 33% increase in your

count since you started therapy. Obviously it

would be preferable to have a higher CD4
count at this stage. but we don't yet know
whether those exira celis would actually
confer greater proteciion from opportunistic
infections, because in the first few months
after starting tteatiment, it's probable that
your immune system's memory is still full
of holes - in other words, you could have
the immune system of someone with 90 T-
cells disguised as 250, and so you might
still be at risk of PCP even though you want
to come off prophylaxis.

Gradually however your immune system
should generate new ‘memory’ to provide
enhanced protection against Ols, but this
doesn't happen overnight,

The time to be concerned will be in about a
year's time if your immune system has not
begun 10 generate new CD4 cells, and if
your count has not risen further.

What's probably more significant at this
stage is that your viral load is substantially
reduced - in your case, to undetectable
levels. Studics have shown that viral load
reductions arc strongly associated with a
reduced risk of discase progression in the
{uture,

T would like to thank Alison and wish her all
the best for the future ( Gareth )

GENE thempy oont fram g 1

Closely connected 1o the guestion of price is the
guestion of availability; Wil gene therapy be
accessibic w all? Will treatment be so specialized
that it will be performed only at certain hospitals,
with waiting lists Jasting years? Will it be
restricted 1o those with the best health insurance?
Will it be available in the UK on the NHS. And
finatly. if the UL.S. wins the gene therapy race,
how will those in other countries gain aceess to
care? It may seem premature (o worry about cost
and availabibity, but as patients and consumners,
we should do all we can to ensure that the
treatment, when available, ts also accessible.

Gene therapy promises so much. In our desire to
do what is best for our children, and our wish to
see them lead "nonmal” lives we may oo cagerly
conciude that gene therapy is safe, effective, and
near al hand. Qur own hastiness and lack of

complete information can fuel the hype that

surrounds gene therapy, leading some families to
volunteer to receive experimental treatment, or he
crushed emotionally when they leam that sctual
conmuercial reatment may be a decade away,

We ali hope for an immediate, safe cure. But our
hopes can raise unrealistic expectations: hope can
lead 1o hype We can always make the ideal our
target, but we must also realistically accept that
the first gene therapy treatments may fall short of
this idea,

Wili gene therapy eventually work? Yes,
according 1o most expert opiaion. Wilt #t happen
soon? Probably not, at least not in a widely
available, commercial form. Ye! we deserve to be
excited that thore 18, for the {irst time, 4 defined
plan for curing haemophilia, a plan that has
realistic hope for success, It is thrilling to imagine
that this new lechnology, gene therapy, will tevo-
lutionise medical care in the coming centary and
that we, the baemophilia community, may well be
one of its first success stories.

Bul we must remain patient, even cantious, to
ensure that the experimentation and rescurch
needed 10 develop gene therapy into a safe and
effective cure is not rushed.

It is rare that a community has the opportunity to
observe so closcly, and participate so actively, in
rescarch that may cure a chronie condition. It is
an opportunity we should aceept with hope,
enthusiasm and the determination to make sure
that, thix time, everything is done right.

Thanks (0 PEN Newsleiter USA. KELLY
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We can also supply the following items,

[} Rred Ribbons {Clothy ‘ £0.50
D Red Ribbon Badges (Esamel) £2.50
L Birchgrove Red Ribbons (Enamel) £2.30
Name:

Address:

Send

The Birchgrove Group,

PO Box 9, Abertillery, NP3 YD,

or Phone 01322 520029  Helpline
08222 520045 Fax

HIV Young People's Weekend
11th to 13th June,Langford Hotel, Hove Near Brighton
Report next Issue

If someone sends it in
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RNuewsletter
These ane Freguen Comments

Why do [ keep geting asked the same questions ?

When is Hie nexi lssue ?
Why is it waking so bong?
Haven't seen an issue for @ while.
‘Fhese are not
Can [ do anything?
Here's an arsticle for the next issue ¢
How’s it coming alonp?
B you peed a hand?
Yo ‘v been i1, how can | help?
Is syust be bard with everything else on your phre
L 0.9.9.8.0.¢.¢
Rememir ' vouss so be praud. own this ... Thing
One peesan canaot change she world, but many e make ica linge easier,

{ Volunteer & peneral dogshody )
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