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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
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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)




