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The management of opportunistic infections
In the era of highly active antiretroviral
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Abstract

Major improvements have occurred in HIV infection in recent years. Potent
antiretroviral therapies have reduced dramatically the number of subjects with low
CD4 counts and high viral burden. As result, most HIV-infected persons are no
longer at risk to develop opportunistic infections and therefore primary prophylaxis
is rarely recommended. Moreover, in patients who were receiving secondary
prophylaxis after suffering a first episode of Pneumocystis carinii pneumonia,
cytomegalovirus retinitis or toxoplasmosis of the central nervous system, recent
evidences support the discontinuation of preventive medication as soon as the
increase in CD4+ cell count produced by the newly potent antiretroviral drugs reach
a certain threshold. Any reduction in the number of drugs prescribed in those
patients is of great benefit in terms of quality of life and reduction in the risk of

toxicities and drug interactions.
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Introduction

Opportunistic infections (Ol) have been the lead-
ing cause of morbidity and mortality among patients
with advanced HIV infection since the start of the
AIDS epidemic'?. At the same time, primary and
secondary prophylaxis for some of the main Ol have
been one of the main therapeutic strategies used to
reduce complications associated with the disease,
and to prolong patient survival*L,

The use of highly active |antiretrovirall therapy
(HAART) over the last 4-5 years has considerably af-
fected the evolution of HIV infection4y*, Powérful
therapies are able to suppress-viral ‘replication-over
substantial periods of time, and allow at least a par-
tial reconstitution of the |immane fsyistem > |This
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has led to a notable reduction in the incidence of Ol
and other AIDS complications (Kaposi's Sarcoma,
HIV encephalitis, wasting syndrome), as well as
contributing to a drastic reduction in mortality rates
and hospital stays among HIV-positive patients in
recent years (Fig. 1)1420-22,

Among the changes in Ol that will be described in
this chapter two of critical. First, the atypical clinical
manifestations of diseases occurring in conjunction
With(theadninistration of) HFAART?>?7, and second,
the recent proposals’for the discontinuation of pri-
mary and secondary prophylaxis for certain Ol in
patientsin.whonyimmunity has been restored.

The'ircidence 'of Olin‘the HAART era

In countries where combined antiretroviral drug
reginens; which include either protease inhibitors
or non-nucleoside reverse-transcriptase inhibitors,
are used, a redyction in the incidence,of Ol of be-
tiween; 56-and-80%-hasybeen observed; depending
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Fig. 1. Reduction in the incidence of the most frequent opportunistic infections (Ol) in the HAART era. Adapted from Palella et al.**.
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Fig. 2. Relation between CD4 count and appearance of opportunistic infections (the lines dividing the bars represent median values;
the asterisks represent the mean values). Adapted from Moore and Chaisson®.
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est decrease has been seen in disseminated My thgra drug resistance or other factors®>-%2, A con-

cobacterium avium complex|é¢ @f(@n IQ\(Hr i Fle?tle[@ of these patients do not re-

fections and to a lesser extent in those caused by P. celve appropria phylaxis in first episodes of
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tic approaches, may play a role. Higher levels of immunodeficiency in the ad-
A large number of Ol observed today appear in WEd HIV+ patient mean a higher probability of
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disease progression
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Fig. 3. Incidence of opportunistic infections in relation to the nadir CD4 count. Group A: Patients who have recovered to CD4 > 200
cells/mm3. Group B: Patients with CD4 counts remaining < 50 cells/mm?3. Adapted from Miller et al.*3.

While the percentage of CD4 lymphocytes is the
most stable indicator, the absolute CD4 cell count is
more frequently used in decisions regarding the ini-
tiation of prophylactic therapy (and, more recently,
in decisions regarding the discontinuation of such
therapy)®. Although HIV viral load is an excellent in-
dicator of the progression to AIDS %67 its relation to
the appearance of Ol has not been well established
yet®8, Several studies have suggested that viral load
may be a good, independent indicator of the ap-
pearance of OI%°, but the CD4 count, rather than the
viral load, is generally the best predictor, particular-

ly in the short term*®4! and even when viral load is
very high.

Not all Ol occur at the same level of immunodefi-
ciency. Thus, while tuberculosis and oesophageal
candidiasis may appear when immunity is still rela-
tively well preserved (CD4 > 200 cells/mm?), other
Ol, such as P. carinii pneumonia and toxoplasmosis,
appear only when CD4 counts fall below 200
cells/mm?3. The risk of toxoplasmosis increases only
if the CD4 count is <100 cells/mm?3. MAC or CMV in-
fections only appear in patients who are severely im-
munosuppressed (CD4 < 50 cells/mmd) (Fig. 2)*243,

Table 1. Recommendations for minimising exposure to selected pathogens among patients with HIV infection®

Pathogen Intervention

Pneumocystis carinii
mendation).

Toxoplasma gondii

tuberculosis
Cytomegalovirus

Human Papillomavirus,
Herpes simplex
and Hepatitis B

Avoid sharing hospital room with patients who have active P. carinii pneumonia (may not be a valid recom-
vaid eating undercoo teh meat and w; E)l[ fruit and,vegetables before eE)lng them uncooked. Avoid con-

Avoid drlnklng unprocessed ground Water use onIy bottled or processed water; avoid household pets less

@ i3 &dces. O 1S pU
Cryptosporidium
than 6 months ofag particul n‘the hav
aon. TOPIOGUCEd O
Mycobacterium

Avoid high-risk jobs such as a55|st|ng the homeless and certaln health care situations.

VIVthI ht@bﬁse%bﬁtivp& HM aw 't’rliu@(rnk v@l@eﬁm‘t&%h@@ avoid unprotected sex.

Always maintain good hygiene in caring for children.

Avoid unprotected sexOf -th e p U b | | S h er

Histopl capsp In endemic areas: avoid high risk @etivities (cavelexploring, cleaning chicken coops7d tagt withnfaeces
CrParmaniar PrRlcations 71T

ICation may

%larrhoea always ractice good hygiene in caring for chil-
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Table 2. Drug regimens for primary and secondary prophylaxis for the most common opportunistic infections

Pathogen

Primary

Secondary

Leishmania
donovani

Isospora belli

mans

Candida sp.

Herpes zoster

Histoplasma
capsulatum?

Coccidioides
immitisa

Salmonella sp.
(no-typhi)

Streptococcus
pneumoniae

Hepatitis B

Influenza

Pneumocystis carinii

Toxoplasma gondii

Cryptococcus neofor-

Cytomegalovirus®

Herpes simplex

M. tuberculosis

M. avium-complex?®

CD4 < 200 or < 14%, or oral candidiasis

Cotrimoxazole (160 mg trimethoprim + 800 mg sulfamethoxazole qd,
3 diweek).

Dapsone 100 mg + pyrimethamine 50 mg 2 d/week.
Aerosolised pentamidine 300 mg/month.

Fansidar (500/25 mg), 1-2 days/week.

CD4 < 100 and T. gondii seropositive

Cotrimoxazole (160/800 mg) qd, 3 d/week.
Dapsone, 100 mg + Pyrimethamine 50 mg, 2 d/week.
Pyrimethamine, 50 mg 3 d/week (+ folinic acid).

No

No

CD4 < 50 (selected cases)
Fluconazole 100-200 mg qd

No

CD4 < 50 and Ag pp65 or PCR-CMV +
(selected cases)

Ganciclovir 1 g tid oral

No

Recent contact with VVZ and no prior incidents
VZIG 5 vials (of 1.25 mL) im 48-96 h after exposure.

PPD+ (current or previous) without prophylaxis or prior treat-
ment.
Recent contact with BAAR+

Isoniazid 300 mg qd or 900 mg 2 d/week, for 9 months.
Rifampin 600 mg + pyrazinamide 20 mg/kg/d, 2 months

Rifampin 600 mg/d for 4 months if there is a high
probability of exposure to isoniazid-resistant TB.
CD4 <50

Azithromycin 1200 mg/week

Clarithromycin 500 mg bid

Rifabutin 300 mg qd

CD4 <100, in endemic areas

Itraconazole 200 mg qd

No

« No part of this publica

CD4 > 200

Previous episode of PCP

Cotrimoxazole dosage identical to the primary prophylaxis.
Aerosolised pentamidine, 300 mg/15 d.

Pentamidine iv or im, 4 mg/kg/month.

Dapsone, 100 mg/d or 200 mg/week.

Fansidar (500/25 mg), 1-2/week.

Previous episode of toxoplasmosis

Sulfadiazine 2 g + pyrimethamine 25 mg + folinic acid 10 mg qd, daily;
or sulfadiazine 2 gr + pyrimethamine 50 mg + folinic acid 10 mg qd 3
days per week

Clindamycin, 600 mg tid + pyrimethamine, 25 mg + folinic acid, 10 mg
qd. Clarithromycin 500 mg/12 h + pyrimethamine, 25 mg + folinic acid,
10 mg/d.

Previous episode of leishmaniasis

Glucantime 20 mg/Kg/15-30 days

Previous episode of isosporiasis

Cotrimoxazole (160 mg trimethoprim + 800 mg
sulfamethoxazole), 3 days/week.

Fansidar 1 tablet/week

Previous episode of criptococosis
Fluconazole 200 mg qd.
Amphotericin B 100 mg/week iv.

Severe recurrent candidiasis

Topical nistatin or miconazole.

Fluconazole 50-100 mg qd

Ketoconazole 200-400 mg qd

Amphotericin B 0.2-0.3 mg/kg/d iv (esophageal or
candida resistant to imidazoles).

Previous episode of retinitis (other sites)

Ganciclovir 5 mg/kg/d iv 5 d/week or 10 mg/kg/d 3 d/week or ganci-
clovir orally 1 g tid.

Foscarnet 120 mg/kg/d iv in 2-3 h, 5 d/iweek.
Cidofovir 5 mg/kg iv + probenecid every 2 weeks.
Frequent recurrence

Aciclovir 200 mg tid or 400 mg bid

Famciclovir 500 mg bid

Valaciclovir 500 mg bid

Frequent recurrence

Aciclovir 800 mg bid or tid, if recurrence is frequent.
Famciclovir 500 mg bid

No

Lifelong treatment

Previous episode of histoplasmosis
Itraconazole 200 mg bid
Amphotericin B 1 mg/kg/week iv

Previous episode of coccidioidomycosis
Fluconazole 400 mg qd

Amphotericin B 1 mg/kg/week iv
Itraconazole 200 mg/12 h b

Hanmay

Ciprofloxacin 500 mg bid during several months

e el GREOIICE], OF photocopying

If previous dosage was applied at CD4 < 200, and with HAART it
raises to >200, revaccinate

wMWHRGUHLERE prior written permission

Hepatitis B vaccination (3 doses)

:ll:/v;ccination 0.5 mL/year im Of th e p u b | | S h e r

2Not routinely used in Spain
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Table 3. Recommendations for the simultaneous administration of antiretrovirals with rifampin or rifabutin
Drug With rifabutin With rifampin Comments
Saquinavir
Hard gelatin Possible, if ritonavir Possible, if ritonaviris  Pharmacokinetic data and clinical experience are limited.
capsules is included in the included in the (dose: saquinavir 400 mg bid + ritonavir 400 mg bid)
regimen. regimen.
Soft gelatin Probable Possible, if ritonavir is  Pharmacocinetic data and clinical experience are limited.
capsules (dose: rifabutin 600 mg included in the The co-administration of saquinavir + rifampin is not
qd or 2-3 times/week regimen. recommended without ritonavir.
or 150 mg qd or
2-3 times/week)
Ritonavir Probable (rifabutin: Probable Pharmacokinetic data and clinical experience on the
150 mg 2-3 times/week) co-administration of ritonavir + rifampin are limited.
Indinavir Yes No Clinical data are limited but favourable.
(dose indinavir: 800 mg tid or 1000 mg tid + rifabutin 150 mg qd
or 300 mg 2-3 times per week).
Nelfinavir Yes No Clinical data are limited but favourable.
(dose nelfinavir: 750 mg tid or 1250 mg bid or 1000 mg tid +
rifabutin 150 mg qd or 300 mg 2-3 times per week).
Amprenavir Yes No No clinical experience, but would be possible with the normal
dose of rifabutin.
Neviparine Yes No No published clinical experience. The combination would be
possible with the normal dose of rifabutin.
Delavirdine No No
Efavirenz Probable * Probable® *There is no published clinical data. The combination is possible.
(rifabutin: 450 mg or 600 mg qd, or 600 mg 2-3 times/week).
& There is no published clinical experience but the combination
is possible with the normal dose of rifampin + efavirenz 600 mg
or 800 mg qd.

HAART regimens enable at least a partial, and of-
ten a significant, immune reconstitution in a large
proportion of patients, including those who previ-
ously showed severe immunosuppression**4’. The
EuroSIDA study showed that patients who reco-
vered a CD4 count over 200 cells/mm? had a much
lower risk of Ol compared to patients whose CD4
count remained below 50 cells/mm?, even when the
nadir CD4 count had been as low as 50 cells/mm?,
The risk of Ol is also somewhat lower in patients
whose nadir CD4 count never fell below 150
cellsimm? compared to patients whose nadir was
below this level (Fig. 3).

Although the CD4 count sometimes increases af-
ter only a few weeks on antiretroviral treatment, it is
likely that at least 3-6 months or more are necessary
to acquire specific responses to some infections
whose memory cell clones have been st due to
|mmunosuppreSS|on45
quired for the recovery of
transformation to memory ceIIs after

ntact ith
the antigen, makes it advisahie @tdwrﬁlr
months before dlscontlnumg prophylact|c regi-

mens, as will be d'SCW‘f‘ P?ﬁrmtrfﬁ@aﬂ?r or V\ﬂvﬂfcﬂ

Clinical manifestations of Ol with HAART, Uﬁ@é@

The majority of Ol continue to show the same clin-

ical signs.as thase observed before the mtroductlon
of H
e RrrEmeR Ry

retroviral treatment for only a few weeks or months.
The immunological, inflammatory response associ-
ated with the initiation of HAART gives rise to dis-
eases which were previously sub-clinical but which
can occasionally manifest atypically?%?”.

Race et al.?® described a group of five patients
with CD4 < 50 cells/mm? who after 1-3 weeks on
HAART (indinavir plus one or two nucleoside ana-
logues), presented with an episode of MAC infec-
tion consisting of high fever (>39°) leukocytosis and
cervical, thoracic or abdominal adenopathies, a
pattern which differs from the widespread infection
generally seen in HIV infection. Several authors
have documented the appearance of uveitis in pa-
tients who experience an initial episode of CMV re-
tinitis, or who_are undergoing maintenance.treat-
ment after remission of an acute episode?2,

gopertsoretinis wublication may be

%m ﬁ rﬁgl prevention, three principles
Q} ﬁ m 1) prevention of exposure to
certain pathogens, by advising patients how to
h as T. gondii in the

case o ser? g&me%gﬁ Table 1 contains a list
mmendations; 2) primary prophylaxis, which
the prevention of initial infectious episodes
or the reactivation of latent infections; and 3) sec-

ondary prophqums which refers to the p evention
ReatioTrs S =+

kb
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Table 4. Prospective studies on the discontinuation of primary prophylaxis for Pneumocystis carinii pneumonia in HIV-infected patients
Study Entry criteria N° of CD4 nadir CD4 (median) Follow-up PCP
patients (median) when (months) (n° of cases)
Cells/mm®  Prophylaxix
is stopped
Schneider®* CD4 > 200 cells/mm? on 2 62 85P 3530 14p 0
occasions > 1 month apart,
on HAART.
Weverling® CD4 > 200 cells/mm3, 236 147 312 5 0
on HAART.
Furrer CD4 > 200 cells/mm?3 262 110 325 11.3 0
and percentage >14%
during 12 weeks of
combined therapy.
Lopez®” CD4 > 200 cells/mm? and 2742 102 340 11.3 0
HIV-RNA < 5000 copies/mL
(both during > 3months),
on HAART.
Dworkin® CD4 > 200 cells/mm® with an 736 150 330 9.2 3
increase of > 100/mm? on
antiretroviral therapy.
Kirk®® CD4 > 200 cells/mm? during 193 117 341 9.6 1
> 6 months, on HAART.
ancludes 24 patients who discontinued secondary prophylaxis.
bRefers to the mean rather than the median.

Primary prophylaxis

For more than a decade, primary prophylaxis
regimens have been administered for some of the
most common and most serious OI"#8-%5, Despite
the changes that have taken place in the treatment
and evaluation of HIV infection, recommendations
have remained unchanged for patients at risk of ac-
quiring an opportunistic infection®.

Table 2 details the drug regimens for primary and
secondary prophylaxis and possible alternatives to
these regimens.

In Spain, the only routinely applied prophylaxes
are those for P. carinii pneumonia, toxoplasmosis
and tuberculosis®. Cotrimoxazole (trimethoprim-
sulfamethoxazole) continues to be the regimen of
choice for the two former Ol, because of its proven
efficacy, easy administration, low cost and the fact
that it protects against bacterial, respiratory infec-
tions and probably against other infectious agents
such as Salmonella or Nocardia’*%5. The most fre-
quently used alternatives to cotrimoxazole for the si-
multaneous prevention of P. carinii pneumonia and
toxoplasmosis are pyri
dapsone or aerosolise
ter may be administered onIy if there is no risk of

In the case of tubercul05|s several studies have
documented the lack %qf['kWt p‘[ Q/ ﬁﬁl@‘lh
isoniazid in anergic HiV-infected patlents and it
is currently recommended only in PPD+ V|du-
als>®%0, It has recently been shown that.a s

g|men of nfampm and p|razmam|de can be effec-

thamlne sso]@ %Fﬁ with
51
elat)

advisable in patients who wi ar prophyIaX|§ reg|men has.no be n
. y of
Parmdnmeey biat

possible interactions with protease inhibitors and
non-nucleoside reverse-transcriptase inhibitors
must be taken into account (Table 3)%2.

In countries such as the USA, where MAC infection
was frequent before the advent of HAART, prophylax-
is against this infection is routinely administered to
patients with a CD4 count <50 cells/mm3 83,64,

While several studies have demonstrated the effi-
cacy of some preventive drug regimens against cryp-
tococcosis or CMV, the inconvenience associated
with these regimens, such as high cost, toxicity and,
in the case of oral ganciclovir (for CMV), the inconve-
nient dosing, coupled with, in the case of cryptococ-
cal infection, the low rate of infection and the possibil-
ity of facilitating the appearance of fluconazole-resis-
tant candida strains, means they are only used in se-
lected cases and their routine use is not recommend-
ed®%7, In the context of HAART, several authors have
suggested that primary prophylaxis for CMV or pre-
emptive treatment might be used as a ‘bridge’ for se-
verely immunosuppressed patients who are begin-
ning antiretroviral treatment and who are at a high risk
of symptomatic CMV disease (positive antigen pp65

ub J%d(N)l This? h would provide them
with protection during the initial months of treatment.

toxoplasmosis (negative eoé)@f then be discontinued after 3-
C|§4p>1560 c;Selis/mngq33 e s é?dru%@flj' Eﬂ @m@m &ﬁﬁ&[gﬁﬁll count increases above 150

cells/mm?3 and HIV viral load is undetectable or con-
V\Hq&{[r?@mr (FqITHn_; l@apply, the validity and util-
of this st tegy has not been demonstrated yet.

eishmaniasis is a frequent Ol in immunosup-

Sed HiV-infected patients in endemic geograph-

ic areas such as Spain. To date, the efficacy of a pri-
rovenss,
infec-
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Table 5. Studies of patients with HIV infection who discontinued secondary prophylaxis for cytomegalovirus

Study CD4 count N° of pts CD4 (median) CD4 (median) Follow-up CMV
(cells/mm3) during retinitis when (median) (n° of cases)
entry criteria (cells/mm3) prophylaxis (months)

was stopped
(cells/mm3)

Whitcup®? >150 14 26 317 16.4* 0

Macdonald®®  Increase 11 42 183 5.2 0

Tural® >150 ** 7 35 - 9 0

Vrabec® >100 8 <20 255 * 11.4* 0

Kirk®® >100 5 27 179 12 0

Pérez% >150 19 ? 299 17 0

* Represents the mean rather than the median.

** Other criteria were: viral load < 200 copies/mL and negative CMV-PCR.

Immunisation

For many years, vaccination against certain in-
fections has formed a routine part of the care of HIV-
infected patients®® 70, Table 2 lists the current rec-
ommendations.

Secondary prophylaxis

The majority of Ol recur when treatment for an
acute episode is discontinued. Patients may, there-
fore, continue to receive a lifelong maintenance re-
gimen or secondary prophylaxis. This is particularly
true in the case of Ol such as P. carinii pneumonia,
toxoplasmic encephalitis, CMV retinitis, cryptococ-
cosis and MAC infection”>"8, There is also some ev-
idence regarding the efficacy of a maintenance re-
gimen in the case of leishmaniasis’. Tuberculosis
does not recur in these patients with any greater fre-
guency than in patients from the general population
and secondary prophylaxis is therefore not re-
quired. Table 2 describes the most common sec-
ondary prophylaxis drug regimens.

Advances in primary and secondary
prophylaxis

P. carinii pneumonia

An_American study demonstrated that an.inter-
mittent regimen of cotrimoxazole is somewhat less

effective than a daily regimen in the primary, pro-
phylaxis of P. carinii ;ﬁ%n g @;a%/e’[r dles
the long demonstrated efficacy of intermittent regdi-

Toxoplasmosis

In a Spanish, multi-centre study, a regimen of sul-
fadiazine (1 gr bid), pyrimethamine (50 mg qd) and
folinic acid (15 mg qd) three days per week was
shown to be as effective as a daily regimen of sulfa-
diazine (1gr bid), pyrimethamine (25 mg qgd) and
folinic acid (15 mg qd) in the secondary prophylax-
is of toxoplasmic encephalitis’.

Citomegalovirus

Oral valganciclovir, a prodrug of ganciclovir,
achieves blood drug levels equivalent to those
found with intravenous administration. In a study
comparing ganciclovir IV (5 mg bid) and oral val-
ganciclovir (900 mg bid) no differences were found
in the progression of retinitis, improvement of
viremia or toxicity®. Oral valganciclovir would be
the initial oral treatment of choice for CMV retinitis
after the onset of an acute episode. Unfortunately,
this therapy was only developed after the incidence
of infection had substantially decreased.

Histoplasmosis

The results of a recent study in patients with histo-
plasmosis, showed that liposomal amphotericin
(Ambisome) achieved a more rapid defervescence,
a lower nephro-toxicity and a lower incidence of re-
action to_injection than conventional amphotericin
B®L. Of course, the much higher cost of liposomal
treatment is a disadvantage of this therapy.

ublication may be

mens and their widespread use e the adontion  Discontinuation of primary and secondary
of daily regimens difficult, alﬂ%@ﬁédh@%’l@edr @ @melﬁlg

may be indicated in severely immunosuppressed
patients at high risk Lﬂ@v [ m isease.
Even in such cases, th?JJ rdﬂ;pr rmﬁﬁ-

tent regimens of cotrimoxazole to fail.. Another

d
study of prophylaxis against P. carinii@iﬁeﬁh@lij:) u%a)lfb :

demons-trated that in patients who did not tolerat
cotrimoxazole, atovaquone was an effective alter-

S e PR TR PU B e

As mentioned above, the partial recovery of im-
feved b ortion of immunosu-
Vv&qébsggflﬁm?infectegs p%ltigﬂs) has led to debate re-
the advisability of discontinuing prophylax-
itain Ol. Initially, some small, observational
studies suggested this was possible having CMV
larger
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patients.

Table 6. Recommendations for discontinuing primary and secondary prophylaxis against opportunistic infections in HIV-infected

Primary prophylaxis

discontinue restart

Secondary prophylaxis
discontinue restart

Pneumocystis carinii  CD4 > 200 cells/mm3

CD4 < 200 or oral

during 3-6 months candidiasis during 3-6 months prophylaxis
Toxoplasma gondii Same as for P. carinii No data NA*
M. avium CD4 > 100 cells/mm? CD4 < 50 cells/mm? No data NA*

during 3-6 months
Cytomegalovirus NA* NA* CD4 >100-150 cellsfmm®  CD4 < 50 cells/mm?

CD4 > 200 cells/mm? Same as for primary

during 3-6 months **

* NA = Not applicable.

** |n patients with damage not affecting vision, adequate vision in the contralateral eye and fundoscopic monitoring.

laxis, and in some cases secondary prophylaxis,
may be stopped without risk of recurrence®?%,
However, this is only possible if the patient is above
the CD4 risk threshold®. It is also advisable to have
aviral load undetectable or low and stable, since an
elevated viral load would be associated with a de-
crease in the CD4 count in the months following dis-
continuation of therapy. It is important to monitor the
patient at least every three months and to reinitiate
the prophylaxis regimen if the conditions allowing its
discontinuation have not been maintained.

P. carinii pneumonia

This is the most well documented infection in terms
of the effects of discontinuing prophylaxis. At least six
observational studies published recently suggest
that primary prophylaxis for P. carinii pneumonia can
be discontinued with very little risk (Table 4)%%8, The
six studies collected data from a total of 1400 pa-
tients with a nadir CD4 count (the lowest count during
disease evolution) ranging from 85 to 150 cells per
cubic millimetre and CD4 counts from 312 to 353 at
the time of inclusion in the study. After 5-14 months of
follow-up, only 4 cases of P. carinii pneumonia were
observed, three of which were from the same study.

In a large, multicentre, open-label, randomised
study performed in Spain to compare the incidence of
P. carinii pneumonia in patients continuing primary and
secondary prophylaxis and those who suspended
therapy, no new episodes of Ol were found®. In the
case of primary prophylaxis, data was obtained from
474 patients with mean CD4 counts of approximately
330 cells/mm? (nadir of 113 cells/mm? in the discon-
tinuation arm) on study entry. Over 80% of these pa-
tients had viral loads <500WHIV-RNALcopies/mLand
patients were followed for an average of 19 months
(377 patient/years in the discontinuation arm).| Fer
secondary prophylaxis, data Was-obtained from"133
patients with mean CD4 counts of 350 cells/mm?
(nadir of 32 cells/mm®jn the discantinuationranm);)in
this group, 86% had HIV-RNA <500 copies/mL, and

patients were followed for approximately one year

(65 patient/years in the discontinuation atm). L |E€ [

A large European study® provided further sup-
port for the discontinuation of secondary prophylax-
is against R, cariniiypreumonia. Fhis jprospective

study ingluded feight ¢ohoyts ifijwhich/no cases of|

recurrence were observed in patients with CD4
counts over 200 cells/mm? after a mean follow-up of
236 personlyears.

Toxoplasmosis

Another multicentre, open-label, randomised
Spanish study demonstrated that primary, and
probably secondary, prophylaxis for toxoplasmosis
may be stopped in patients who have recovered
partial immunity with HAART®C. Final data from this
large study, presented recently at the 40th ICAAC in
Toronto, showed that after patients were randomly
selected to continue or suspend primary or sec-
ondary prophylaxis (with a nadir CD4 count of about
100 cells/mm? and a CD4 count on entry of about
350 cells/mmd), none of the 435 patients developed
toxoplasmic encephalitis after a total follow-up of
370 years in the primary prophylaxis discontinua-
tion arm and 31 years in the secondary prophylaxis
discontinuation arm. The upper limits of the 95%
confidence intervals were 98% for primary prophy-
laxis and 13.63% for secondary prophylaxis.

In a recent letter published in the Lancet, a multi-
centre Swiss group presented the results of an ob-
servational study on the discontinuation of primary
prophylaxis in toxoplasmosis. A cohort of 199 pa-
tients received prophylaxis consisting of 88.4% co-
trimoxazole for an average of 26 months®.. The
nadir CD4 count was 111 (59-150) cells/mm? and
the CD4 count at the time of discontinuation was
340 (278-408) cells/mm?. Overall 64% of patients
had a viral load <200 copies/mL at study entry. After
a total follow-up of 272 patient/years, no cases of
toxoplasmosis were observed (the confidence inter-
vallforingcidence incdQ0 patient/years was 0-1.1).

Cytornegalovirus| C

The evidence for the discontinuation of secondary
prophylaxis for GV istiased on data from a relatively
small number of patients (Table 5)°%%. However, the
almost,uniform occurrence of relapse a few weeks af-

e ldiscontihuation of CMV therapy in the era before

HAART was immplemented, as well as the drawbacks
of maintenance, treatment for__this. infection (intra-
venaus aadministration;or-a large number of pills,
toxigity\ high| cost, etc.) led the US/Department of
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Health and the American Society for Infectious Dis-
eases, in their latest guidelines for Ol prevention, to
suggest considering discontinuation of secondary
prophylaxis for CMV retinitis in patients who main-
tained a CD4 count above 100-150 cells/mm? for at
least 3-6 months®. The decision to discontinue treat-
ment should be taken in collaboration with an ophthal-
mologist, and taking into account the site of the lesion,
vision in the contra-lateral eye, and the possibility of
conducting a regular fundoscopic follow-up.

Infection by Mycobacterium avium complex

A recent American study has demonstrated that
primary prophylaxis for MAC may be stopped in pa-
tients with a CD4 count over 100 cells/mm? %7, The
study included 520 patients whose median prior
nadir CD4 count was 23 cells/mm?, and who aver-
aged 230 cells/mm? at the time of inclusion in the
study. Overall, 65% of the patients had had an
AIDS-defining iliness, and fewer than 50% of pa-
tients had viral loads under 400-500 copies/mL. Pa-
tients were randomised to receive a prophylaxis
regimen of azithromycin 1200 mg/week or placebo.
Overall, 70% of the patients in each group had al-
ready received, or were in the process of receiving,
anti-MAC prophylaxis on entering the study. After an
average follow-up of 12 months, no episodes of
MAC infection were observed (95% CI for disease
incidence in each group were 1-1.5 episodes per
100 personlyears). Three patients in the group re-
ceiving azithromicin and 5 in the placebo group de-
veloped bacterial pneumonia (p = 0.48).

Other infections

While several anecdotal studies exist regarding
prophylactic treatment for other OI%, and clinical
experience is increasing, to date the available data
remain insufficient to recommend discontinuation.
Table 6 provides recommendations for discontinua-
tion of Ol prophylaxis published in 1999 by the Unit-
ed States Public Health Service and the Infectious
Disease Society of America.

Conclusions

The outcome of HIV infection has clearly changed in
recent years, and it can increasingly be considered a
chronic disease. In this situation, quality of life should
be one of the main objectives inthe ¢are) of thesespas
tients. The possibility of discontinuing some, or all, pri-
mary and secondary prophylactic regimens is jone
step in this direction. It makes treatmentl simpletiand
leads to fewer adverse effects and interactions be-
tween drug therapies. The piablem.is far, from-solved,
however, and the diffictllties'involved in ensuring ‘dd-
herence to treatment make it one of the Achilles heels
of antiretroviral treatment. At the same timey} itrshauld
be remembered that continuous prevention is the pri!
mary means of combating HIV infection and its com-
plicationS-Dy preventing.its.transmissiaon, avoiding| eX-

posure | ‘of, HIVFpositive | persens| to\ joppartunistic

pathogens, and preventing primary episodes or re-
lapses of Ol in high-risk HIV-infected patients.
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