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I. ANTI-HIV AGENTS

A.  AZT: 3,000 mglday

Although AZT (Azidothymidine, Zidovudine or Retrovir) has
been shown to inhibit HIV infection in laboratory experiments,
its efficacy with human subjects appears to be of limited
duration. AZT by itself (or other anti-retroviral agents by them-
selves) has not been able to cause a complete and/or sustained
reconstitution of the immune systems of people with AIDS or
less advanced forms of HIV-disease. Clearly, combinations of
anti-retrovirals with other agents may become necessary for the
treatment of HIV infection.

Since bone marrow uaispianis of healthy cells have been found
useful in correcting the immunodeficiency seen in some disor-
ders unrelated to HIV infection, attempts have been made to
rebuild the immune systems of subjects with AIDS, using
interferons, transfusions of white blood cells, and bone marrow
transplants. At best, the effect of these therapies by themselves
on HIV-disease progression has been temporary.

Several years ago, scientists at the National Institutes of Allergy
and Infectious Diseases (NIAID, Bethesda, Maryland) theo-
rized thatif high doses of AZT were combined with a subse-
quentbone marrow transplant then perhaps the immune sys-
tems of treated subjects would be able to regenerate. A course
of high-dose AZT would serve two basic functions: it would
likely cause severe bone marrow damage (destroying any HIV-
infected bone marrow and perhaps providing “space” for the
new, transplanted marrow), and it might inhibit HIV replication
inalmostall cells of the body.

The NIAID enrolled 16 HIV-infected males, each subject with
a healthy, non-HIV-infected twin. Nine subjects had AIDS, 5
had persistently swollen lymph glands, 1 had fatigue and night
sweats, and 1 was symptom-free. All subjects were given AZT
in a dose of 500 mg/4 hours per day (for a total daily dose of
3,000 mg) for 12 weeks. The dosage of AZT was adjusted “as
necessary’”; in 7 subjects the dose was reduced during the first
12 weeks, although what the adjusted dose became was not
stated. In the 10th week, transfusions of lymphocytes from their
identical twin were given to the subjects, and again in the 12th
week. Atthe end of the 12th week, abone marrow transplant
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from the identical twins was done. Thereafter, subjects were there was a difference in survival rates between the two groups,
giveneither AZT (100 mg/4 hrs per day for a total daily dose with the low-dose group experiencing better survival than the
of 600 mg/day) or placebo. At this point the subject who was high-dose group. These differences were statistically signifi-
symptom-free at study entry was no longer given AZT. cantat 1, 1.5, and 2 years into the study. However, at the 26th

A fber the bone w transplant most subjects experienced month, the survival graphs indicate that the percentage of
—— symptoams: of HIV di Six subjects died and 2 subjects surviving was more or less the samein both groups.

developed AIDS. Interestingly, 1 subject experienced a com- Four hundred and twenty-nine subjects experienced another
plete remission of his symptoms of Kaposi’s sarcoma (KS) le- opportunistic infection during this trial, virtually equal num-
sions which continued for 2 years. Readers should bear in mind bers from each arm of the study. The difference between the
that KS isknown to spontaneously regress, so whether ornot two groups in terms of “length of time to another opportunis-
the disappearance of KS in this particular case was due to the tic infection” was not statistically significant. Nor were the -
combination therapy is unknown. According to the study types of opportunistic infections different between the two
researchers, “no obvious differences in clinical, immunologic, groups.

or virological outcome could be discerned between patients i, ; : .
assigned g AZTu and those assi wplacsho” Some;;ubjects Fifty-six percent of subjects (291) received PCP prophylaxis
sl weeasioned e lacgebo e ) ;. (131 subjects in the high-dose group and 160 in the low dose
| their CD4+ gn A P oihe h;sg, sibvect i this group). Interestingly, the time to development of a new bout of
i STl L jects In th PCP did not differ significanily between the groups during the
i~ smdy did not “appear to benefit” from the use of AZT. Despite sindy period when PCP ylaxiswasfoxbgimll psAnal S of
these findings, the study physicians think utilizing this form of peciod VT .FI Y 4
thermpy earlier in the course o HIV di I s) the data from surviving subjects, at 6, 8, and 10 months, showed

erie e no difference in terms of survival between those subjects who
results. Annals of Internal Medicine 1990;113:512-519. received PCP prophylaxis and those who did not, This may be

due tothe relatively late use of PCP prophylaxisinthe study.

B. AZT:600mgfor AIDS The CD4+ count increased in both groups compared to pre-

- ; \ZTi ; : study levels, however, by the 3rd month of AZT administration’
Clinical trials of n s1.1b_|e5:ts wathl altvaiEed ARE LS the values had peaked and by the 6th month they had fallen
have produced results indicating that the drug prolongs sur-

below pre-study levels. They continued to fall throughout the
rest of the trial. There was no statistically-significant difference

sometimes life-t ning anemias. Another problem is that between the two groups in terms of CD4+ cell decline, either
the most effective dose of AZT remains unknown. Some i t!le apmber of cell's ox 88 8 pexceniage of cells. In 205
|, doctors have wondered whether or not 500 to 600 mg/day subjt_acts, HIV pad eeligen was detgcted be;ifore: e admx'm-
ol b8 fust asciaGtve inmubiees with advanced IV, Suuon, avesalt wiiehmggested vireh replication was taking
disease. The everyday experiences of doctors suggest that this placg. Deglmes o pzdf Ieeves Bocndivel . Yook 6 ad grosually
| s kel and a clinical wial we are reportisig on hieré confi pers1sted in these subjects for the duration of.the study. Of the
it 146 mbpcts wpo were tested for HIV p24 antigen and fou_qd to
* be negative prior to the study, 9% later became p24 positive.
::lllsn &1‘2711 ce;lll;':)l;e::hZ: d}i\; :::f:gns:?; ;St é?;:r:siesocm The major toxicities of {%ZT were more frequentin the high-
POD ot least D weeks befin sy esitiy’ Tikilly. Sibjsetswere.  0°% S20D sompared ywith the low dose group. Meacy:all wox-
not afiowed use of preventative agents against PCP, The smdy icity differences between the two arms were stagsn_cally
protocol was later amended to allow pcpgi prol phylaxis after a significant. Headache was a more frt;quent comp}amtm tl_le
second episode of PCP. Eventually, use of aerosolized pen- low-fiose group, One hunflr ed and thirty-four SUbJ?CtS (65in
tamidine was allowed in any subject. the.hlgh-dose arm and 69 in the low-dose arm) rec;exved trans-
fusions of red blood cells to counteract the anemia caused by

Subjects were randomly assigned to one of two regimens: AZT AZT.
if:;?ggg;gg;ﬁ‘:} ;1?“11 gnmgsiﬁ;n%%a r)rlx)é/(:luzg(()?(;g(l) \ The physicians/investigators who conducted this trial con-

vival and reduces the number and severity of opportunistic
infections, although subjects often experienced severe and

mg/day). numbers of subjects were assigned to both the cludedt.ha.tlowd(.)smofAZTwetem_stas effective as 1§09mg/
: Equal nu ass e day. It is interesting to note that while there were statistically
high-dose and the low-dose arms of the trial. No statistically o - : 5
o . : significant differences in the survival rates between the 2 arms
significant differences were noted between the 2 groups in .
of the trial in the firstand second years, after the second year

terms of pre-study values (CD4+ counts etc). At least half the : . e
subjects were followed for up to 26 months. Thirty-seven there was nodifference. Itisunclear why there wasaninitial

) P i survival difference. During long-term follow up increasing
subjects were lost to follow-up.

@ , numbers of subjects died, suggesting that the beneficial effects
In total, 357, or 68% of the subjects in this trial died. Initially, of AZT decrease over time. However, the decline in efficacy




may be due to the cumulative toxicity of the drug, the develop-
ment of AZT-resistant strains of HIV, or other as yet unknown
factors. Because HIV is a chronic viral infection, in which
levels of viral replication increase with time, the use of the high
dose induction period (1200 mg/day for 1 month) is not thought
to be necessary as the lower dose seems just as effective. No
differences were noted between the two dosage groups in terms
of brain dysfunction/neurologic complications. But it would
appear thatthe optimal dose of AZT for HIV-related neurol-
ogic disease, indeed for HIV disease itself, has yet to be found.

\\New England Journal of Medicine 1990;323:1009-1014.
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C. AZT:300mgldayinARC

In an effort to extend the usefulness of AZT, doctors are
combining it with one or more anti-viral agents suchasddC,
ddl, and acyclovir. French researchers have reported that
acyclovir inhibits HIV replication in laboratory experiments,
and preliminary reports from France suggest a short-term
effect of acyclovir in treated subjects although this has not been
confirmed by others.

In one study, investigators compared different doses of AZT
with or without 4.8 g/day of acyclovir. (In TreatmentUpdate
15 wereported on an oral summary of this information.) All
subjects had ARC [defined as mild to severe constitutional
disease--that is, night sweats, fatigue, progressive weight loss,
CD4+ counts between 200 and 500 cells, and either detectable
p24 antigen or HIV]. A total of 67 subjects were enrolled and
28 subjects assigned to low-dose AZT (300 mg/day), 24 to 600
mg/day, and 15 to high-dose (1500 mg/day).

Subjectsreceiving 300 mg or 600 mg experienced a greater
easing of their symptoms of HIV disease compared to the group
on 1500 mg. Weight gain of at least 2.3 kg was seen in 17 of 47
subjects with no significant difference between those on acy-
clovir and those not. Eight subjects developed AIDS and 5 ex-
perienced progressive declines in CD4+ cells. Differences in
the rates of progression among the 3 dose groups were not
statistically significant. Between weeks 12 and 36, the “number
and severity of symptoms...did not change” in the groups.

Subjects in the 300 mg AZT group had a decrease in HIV p24
antigen equal in timing and magnitude to that seen in the other
dosage groups. Of the 47 subjects who tested positive for HIV
antigen, only 13 became negative at some time while on AZT.
Simultaneous use of acyclovir did not increase the anti-HIV ef-
fect of AZT. During a 28-week period after the initial 12 weeks
of the study, subjects had an increase of at least 14% in the level
of HIV replication regardless of AZT dosage. During the trial,
some of the subjects were switched to a different dose of AZT
(people on 300 mg were switched to 1500 mg, those on 600 mg
were switched to 1500 mg, and those on 1500 mg were
switched to 300 mg). Increasing or decreasing the dose had no
effect on HIV antigen levels during the 8-week crossover
period. Toxicity wasalways worse in the higher dose groups

|
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compared to the 300 mg group.

In subjects treated for 12 weeks with 300 mg/day, the CD4+
countrose from 321 cells at study entry to4 12 cells (statisti-
cally significant). Changes in the other two dose groups were -
not statistically significant. At week 36, the CD4+ count of the
300 mg group was 354 cells, but by week 48 it had declined to
249 cells. There were few subjects in the higher dose groups
after week 24. Because of the potential clinical benefits seen at
300 mg/day (stabilization of CD4+ counts, increases in weight
and decreased fatigue) the study investigators suggest that
more trials using 200 to 300 mg/day AZT appear to be justified.
New England Journal of Medicine 190:323:1015-1021.

Il. INFECTION FIGHTERS
A.  Steroids and PCP

Even though physicians are now better able to identify people
at risk of developing PCP, and to stream them into prophylactic
regimens, the incidence of PCP continues to increase. Itis also
thought that even if breakthroughs in the development of better
anti-PCP agents occur, use of the new drugs would not likely
change the lung damage resulting from PCP.

People dying with PCP have lungs which are inflamed and
swollen with fluids. Thisresults in reduced levels of cxygen
reaching the blood. During attacks of PCP a type of white
blood cell known as the neutrophil tends to accumulate in the
lungs as aresponse to infection. Unfortunately, neutrophils
produce various enzymes which attack and destroy lung tissue.
Corticosteroids, commonly called steroids but not the same as
the drugs used by some athletes, decrease the ability of
neutrophils to move into sites of inflammation.
Steroids also disrupt the inflammatory process in several ways.
Thus, it was thought that steroids could be used in early PCP
to decrease the severity of the disease. Small studies conducted
overthe past 3 to4 years gave incomplete information about
steroid use and PCP. Because steroids do cause immune
suppression, some clinicians were hesitant to use them because
they thought that there would be an increase in the develop-
ment of life-threatening opportunistic infections, the spread of
Kaposi’s sarcoma would increase, and/or HIV replication
would be greatly enhanced.

Five randomized clinical trials have recently been conducted,
and although one of them was done in Canada, most investiga-
tors have focused on the larger American trial (called the
CCTG) because it had the largest number of subjects (see B on
page4). Theanalysisused dataon 251 subjects in the CCTG
who had AIDS and PCP and who were receiving standard treat-
ment--Bactrim/Septra, intravenous pentamidine at 3 or 4 mg/
kg of body weight per day or oral dapsone (100 mg/day) with
15 to 20 mg/kg of trimethoprim per day. The subjects were
randomly assigned to either steroids or no additional therapy.
Those assigned to steroids received prednisone 40 mg twice/
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day for 5 days, then 20 mg/day for 5 days. This was reduced to
20mg/day for the restof the time they were being given anti-
PCP drugs. Subjects who could not take oral prednisone were
administered intravenous methylprednisolone at 75% of the
oral dose.

Sixteen percent, or 41 subjects of the 251 died during attacks of
PCP; 40 of these deaths were due to PCP. Seven other subjects
had to be put on mechanical respirators, and another 7 subjects
had such a low amount of oxygen in their arteries that they were
considered to have respiratory failure. Sorespiratory failure
occurred in 55 subjects, mostly within the first 4 days of their
being put into the trial. The cumulative risk of respiratory
failure on the 21st day was greater in the standard treatment
group than in the steroid group, and this was statistically
significant, i.e. highly unlikely a result of chance. More
subjects given steroids were better able to tolerate their anti-
PCPregimens foralonger period of time compared to those
subjects not receiving steroids. In the steroid group, it was
noticed that after day 84 in the study there was a higher
incidence of reactivated herpes virus infection in 32 of 123
subjects compared with 19 of 128 subjects in the standard
treatment arm. There was also a tendency toward increased
incidence of oral thrush in the steroid group. The incidence of
other HIV-related opportunistic infections was not different
between the two groups. These researchers found that the use
of steroids in early PCP infection cut the risk of death by nearly
50%. Survival benefits were sustained for nearly 84 days. New
England Journal of Medicine 1990;323:1451-1457.

B.  Consensus on Steroid use

The National Institutes of Health/University of California
expert panel for steroids as adjunctive therapy for PCP made
several recommendations after reviewing the data from the 5
trials, although more weight was given to the CCTG study
because of its size:

- adults or children older than 13 years with proven or presumed
HIV-related PCP should be given steroid therapy if they have
moderate or severe pulmonary dysfunction ( pulmonary dys-
function was defined by measurement of oxygen in the arter-
ies). Patients with mild disease could benefit from steroid
therapy but this has not been proven.

- steroid therapy should be initiated at the same time as anti-
PCP therapy (i.e. as early as possible). No benefit has been
found for patients given steroids 72 hours after anti-PCP
therapy has began.

-because the dose regimen used in the CCTG study hasbeen
tested in more subjects, this dose and schedule of steroids is
recommended although it is not known if this is the best
regimen.

The panel said that it seemed reasonable to consider use of
steroids in pregnant HIV+ positive women who have PCP.

New England Journal of Medicine 1990;323:1500-1504.

C.  Fluconazole and fungal infections

In North America, infection by the fungus Cryptococcus
neoformans (C. neoformans) is the most common life-threat-
ening fungal disease among people with HIV disease. This fun-
gus usually causes meningitis. In the US approximately 10%
of patients with AIDS develop cryptococcal meningitis and as
many as 60% of these people die as a result. The standard

u'eatment is amphotencm-B (AmB)mthm_wnhouLﬂucyto ’

ever, while AmB (with or without flucytosine) may prevent
death, its use is associated with serious kidney and bone
marrow toxicity. Patients often experience side effects with

 eachdose of AmB. Thus, effective anti-fungal agents which

canimprove the quality of lifeexperienced by HIV-infected
patients are urgently needed. Several new investigational anti-
fungal agents are undergoing testing in Canada, the US, and the
European Community. These agents include itraconazole,
fluconazole, and SCH 39304. In the fall of 1990, fluconazole,
made by Pfizer/Roerig, and sold under the brand name le-
lucan, was licensed for use in Canada.

Several articles in this issue of TreatmentUpdate focus on-
clinical trials of fluconazole to treat meningitis and candida
infections. As yet, the optimal regimen for some of these
conditions is uncertain, but clinicians may wish to use results
from these trials as a guide. Fluconazole is well absorbed when
given orally, taken with or without food or anti-ulcer drugs such
as cimetidine (Tagamet). Fluconazole remains in the blood for
a prolonged period, which means the drug only has to be taken
once a day. Fluconazole works in part by inhibiting an essential
fungal enzyme without affecting the equivalent enzyme in hu-
mans. Fluconazole does interact with drugs such as phenytoin,
cyclosporin, and warfarin. Drugs 1990;39(6):877-916.

D.  Fluconazole versus Amphotericin B for
cryptococcal meningitis

In this trial, 26 subjects were enrolled if they had evidence of
cryptococcal meningitis, defined as headache and a positive
test for C. neoformans from blood or CSF. (CSF is cerebros-
pinal fluid; the fluid that surrounds the brain and spinal cord).
Subjects were randomly assigned to fluconazole or amphoter-
icin B (AmB). Fluconazole was given orally 400 mg/day for 10
weeks. Those subjects - who had AIDS were then given 200 mg/
day as amaintenance dose after the 10-week period. If urine
samples were positive for the fungus during the maintenance
phase, the dose was increased to 400 mg/day. AmB was ad-
ministered intravenously in a dose of 0.7 mg/kg per day in the
firstweek and thenreduced to 3 times per week for the next9
weeks. All subjects on AmB were given flucytosine orally 150
mg/kg per day in four divided doses for the first 10 weeks. Once




diagnosed, subjects were followed for 62 weeks or until death,
failure of the study drug, or withdrawal from the trial.

Within the first 10 weeks, there were 4 deaths in the 14 subjects
assigned to the fluconazole group, compared with no deaths in
the AmB group (not statistically significant). In 2 of these sub-
jects, death was caused by cryptococcal meningitis, one death
was caused by bacterial pneumonia, and one death was from
respiratory failure. Three other subjects were withdrawn from
the study as they were found to have the fungus in their CSF.
Two other subjects, although completing the 10-week course
of high-dose fluconazole, were also found to have fungusin
their CSF at week 10. Despite continuing on 400 mg/day of flu-
conazole, they did not do well on the drug. By week 10,
fluconazole had failed in 8 of 14 subjects (57%). This is in
contrast to the results from the 6 subjects assigned to AmB -
flucytosine, who survived the 10-week period and had negative
blood and CSF tests for the fungus, although 2 of them had
positive urine tests for C. neoformans. The difference in
outcome between the two groups was statistically significant.

Two of 4 subjects in the fluconazole arm who were considered
cured atweek 10relapsed during the follow-up period. Sub-
jects receiving fluconazole took longer to test negative for the
fungusin their CSFcompared to those on AmB (statistically
significant). The more frequent and serious side effects all
occurred in the AmB group.

Readers should note that this trial used only a small number of
subjects. Even though subjects were randomly selected into
the two trial arms, the average CD4+ cell count of those
subjects in the fluconazole arm was 44 cells and in the AmB
arm 97 cells (statistically significant). This may have ac-
counted for some differences in outcome between the two
groups, although the subjects were matched for disease sever-
ity. This trial did not demonstrate a superiority of fluconazole
over AmB-flucytosine. In the future, higher doses of flucon-
azole may allow it to be used as a primary treatment. Annals
of Internal Medicine 1990;113:183-187.

Dr. Robert Larsen (University of Southern California Medical
School), who was one of the investigators in this trial suggests
that for the treatment of cryptococcal meningitis a 2 to 4 week
course of AmB-flucytosine should be administered, followed
by maintenance therapy with fluconazole 200 mg/day. He
suggests that primary therapy with fluconazole should be
reserved for patients with “mild clinical symptoms” and low
CSF levels of the fungus. Journal of Infectious Diseases
1990;162:727-730.

E.  Fungal infections, HIV, and Women

( Initially, research on the clinical symptoms of HIV infection in
| North Americafocused on males, butas the disease began to
| appearin different communities more and more women be-
| came affected. In the US and France, HIV infected women are
| reported to experience faster disease progression than men.
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There are several factors which may account for this. First of
all, many of the women in the first wave of HIV infection were
injection drug users and/or sex trade workers, people not
generally incorporated into the health care system. Women.
were not usually seen as being “at risk” for AIDS, meaning
theirinitial symptoms were often overlooked. Thus, women
are not diagnosed with HI'V until much later in the course of
their disease, missing the opportunity for early intervention.
Themajority of HIV-infected women are generally of lower
socio-economic status and this often hinders their getting
access to good health care and treatments. But these reasons
may only be part of the explanation for possible accelerated
disease progression.

The interaction between HIV and the immune system may
result in a different manifestation of symptoms in women com-
pared to men. For example, although thrush (candida) is a fairly
common opportunistic infection seen among HIV-infected
patients, candida infections appear 10 affect more women than
men.

|
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The male-female differences may be hormonal and ultimately \

genetic. Part of HI'V resembles the hormone estrogen, high

levels of which are found in women. Some scientists think that :
when antibodies are produced against HIV they “Cross-react” |

and attack parts of the body which resemble HIV, in this case /
estrogen. This may, in part, cause a more serious disruption of

the body’s functioning in women than in men. For more details

of this issue and Tamoxifen, a potential therapy, please see

TreatmentUpdate 12.

To examine and understand the different effects HIV infection
can have in women, researchers at Brown University, Rhode
Island, enrolled 66 HIV-infected women for a 3-year study.
Subjects were grouped according to their CD4+ cell counts.
All subjects with CD4+ countsbelow 200 cells were given a
total daily dose of 1000 mg AZT. This was reduced to S00 mg/
day in 3 subjects because of worsening side effects (anemia and
muscle inflammation). Later, all subjects with CD4+ counts
below 200 cells were given PCP prophylaxis with acrosolized
pentamidine 300 mg/month or either Bactrim or Septra (brand
names of the drug combination trimethoprim/sulphamethoxazole)
800/240 mg/day.

For treatment of vaginal candida infections, subjects were
given nystatin 100 mg vaginal suppositories placed once
nightly for 2 weeks or clotrimazole 100 mg vaginal tablets for
6 days. In the case of oral candida infections, nystatin lozenges
500,000 units four times daily for 1 week or clotrimazole loz-
enges 10 mg 4 times per day for 1 week were used. If the
candida lesions failed to resolve by the end of the week, keta-
conazole was given as a single 200 mg dose for 7 days. Should
the candida have penetrated into the throat and deeper into the
body, then clotrimazole lozenges 10 mg 4 times daily and oral
ketaconazole 400 mg/day for 10 to 14 days were administered.

The researchers found that 33 women noticed either new or




6 - TreatmentUpdate 19 December 1990

more frequent vaginal candida infections before any other
signs/symptoms of a suppressed immune system. All of the
subjects who experienced more frequent vaginal candida in-
fections had at least 4 such infections per year. It is interesting
that out of this group of 33 women, 17 noticed new or more
frequent vaginal candida infections for between 6 to 36 months
before their previous doctors (outside the study) even consid-
ered a diagnosis of HIV infection. Twenty-five of the 66
women experienced severe oral candida infections. Of these 25
women, only 2 had not previously experienced new or more
severe vaginal candida infections. Nor had the presentation of
new or more severe vaginal candida infections ever led to the
diagnosis of HI'V disease by the pre-study doctors. Inonly 7
cases did oral candida infections lead pre-study physicians to
test for HIV infection.

As measured by CD4+ cell counts and CD4/CD8 ratios, the
level of immune suppression closely correlated with “the loca-
tion and severity of candida infections” according to the study
investigators. For instance, symptom-free subjects tended to
have CD4+ counts around 700 cells. Subjects with candida
infections restricted to the vaginal area tended to have approxi-
mately 500 CD4+ cells and a CD4/CDS8 ratio of 0.9. Subjects
with oral candida infections had an average of approximately
230 CD4+ cells and a ratio of 0.29. Subjects with candida in the
throat and down the tube connecting the mouth with the
stomach (esophageal candidiasis) had an average of 30 CD4+
cells and a CD4/CDS ratio of 0.07. These differences were
statistically significant.

A breakdown of the figures showed that oral thrush was found
in 21/26 subjects with 300 CD4+ cells or less. All subjects with
esophageal candidiasis had fewer than 100 CD4+ cells. Al-
though the number of subjects in this study is relatively small,
perhaps the close correlation between CD4+ cell counts and a
different presentation of HIV disease could help indicate those
women potentially at risk for candida infections. As the
immune deficiency in these subjects worsened, the number of
infection sites increased. With increased immune suppression,
infections often recurred and became more difficult to treat.
. Perhaps the CD4+ ranges found in this study could be used as
guidelines for prophylaxis of candida infections in women. In
this regard, fluconazole which, unlike ketaconazole, does not
interfere with hormonal synthesis and is unlikely to cause liver
damage might become a candidate for an ideal low toxic,
prophylactic, anti-candida agent. The prevention of esoph-
ageal candidiasis is seen to be of greater concern as this very
painful condition often results in weight loss. Because oral
candida sometimes presages the development of esophageal
candida, the study doctors recommend treatment of oral can-
dida in patients having fewer than 100 CD4+ cells with
ketaconazole or fluconazole combined with local therapy for
the mouth, American Journal of Medicine 1990;89:142-
146.

F. Fluconazole vs. clotrimazole for oral fungal

infections

Fungal infections are a major problem for people with HIV
infection, oral infections, particularly candida, being a recur-
rent complication. Oral candida infections can also spread
beyond the mouth into the throat and stomach depending on the
level of immune suppression. The standard drugs for oral can-
dida infection are ketaconazole and clotrimazole. Ketacon-
azole may cause problems for some patients as it can cause
liver toxicity. Clotrimazole must be taken several times daily
and some patients may find this inconvenient. The newly-
licensed anti-fungal agent, fluconazole, may offer several
advantages over traditional anti-fungal agents because of its
low toxicity and the long time itremains in the body.

Researchers at Ohio State University randomly assigned 39
subjects with HIV-related candida to 100 mg/day fluconazole
(1 capsule) or 10 mg clotrimazole lozenge, 5 times per day.
Both protocols were for 14 days. Both groups were similar in
terms of immune suppression, previous anti-fungal therapy,
AZT usage and severity of candida. Subjects were evaluated on
the 3rd, 7th and 14th days of the study. Eventually 17 subjects
in the fluconazole arm and 19 in the clotrimazole arm were
evaluated according to the protocol. At the end of the 2-week
period, fluconazole was found to be the more effective and
resulted in statistically significant greater disappearance of
candida than clotrimazole. Follow-up after the trial showed
that2 weekslater 87% of the subjects in the fluconazole arm
had not relapsed compared with 29% in the clotrimazole group
(statistically significant). There were no serious side effects
seen in either arm of the trial, although 3 subjects from each
group reported nausea. Compliance of subjects with the proto-
colin the clotrimazole arm was poor. Many of these subjects
did not take all of their doses for various reasons, including
“forgetfulness, inconvenience of taking multiple doses and al-
tered taste sensations.” Compliance in the fluconazole arm
appeared to be excellent. The optimal dose, length of treatment
and ultimately, prophylaxis of candida using fluconazole
remain unknown. Antimicrobial Agentsand Chemother-
apy. 1990;34(11):2267-2268.

G.  Fluconazole: maintenance therapy for oral
candida

HIV-infected patients who are successfully treated for oral
candida infections (thrush) eventually experience relapses
because of their continuous immune suppression. Although
effective treatment doses of fluconazole have been found for
this condition, the best or optimal dose for maintenance has not
yet been determined. Italian researchers have recently con-
ducted a clinical trial to determine the optimal prophylactic
regimen for oral candida with fluconazole.

The trial enrolled 60 HIV-infected subjects all of whom were
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being given AZT. The subjects were classified into 2 groups of
30 subjects based on their stage of HIV disease. The first group
were subjects experiencing their initial bout of oral candida
while the second group already had candida infections in the
pastand were classified as having AIDS. All subjects were
considered cured of their oral candida infections after getting
100 mg/day fluconazole for 2 weeks. After this treatment
phase, all subjects were randomly assigned to 1 of 3 suppres-
sive dose-schedules of fluconazole: S0 mg/day, or S0 mg every
otherday, or 150 mgin a single one-time dose. The subjects
were assessed weekly for a 3-month period.

The researchers found that the optimal dose of fluconazole
depended on the stage of HIV disease. In subjects with less-ad-
vanced HIV disease and in their first episode of oral candidi-
asis, 50 mg/day or every other day resulted in suppression of the
fungus. By the first month of prophylaxis with 150 mg/day,
80% of subjects with less advanced disease did not relapse. In
contrast, subjects with advanced HIV disease, and who had had
prior candidal infections, responded best to 50 mg/day flucon-
azole as prophylaxis. AIDS 1990;4(10):1033-1034.

H.  Fluconazole: once per week as prophylaxis
for candida

In using fluconazole, different doses have been tested against
candidainfections. Atleast 3 properties of fluconazole may
giveitanadvantage over traditional anti-fungal agents. The
first is the prolonged time fluconazole stays in the blood. This
allows for less frequent doses and likely greater patient compli-
ance. The second is its relatively low toxicity. The third
property is that the absorbtion of fluconazole is not affected by
low levels of stomach acid which have been reported in patients
with AIDS.

Twenty-four subjects with AIDS/ARC who had oral candida
were putinto a2-partstudy. In the first part all subjects were
given fluconazole S0 mg/day orally for 2 to 4 weeks, depend-
ing on how long it took to cure the fungal infection. Those
subjects who were “clinically cured” and who could tolerate
the drug were then put into the second phase of the study. Here
subjects were randomly assigned to either fluconazole 150 mg/
week or placebo for up to 6 months.

At the end of the first part of the study, 21 subjects could be as-
sessed. Of these 21, 17 or 81% were clinically cured, 2
improved and 2 subjects did not get better. Laboratory analy-
sis indicated that 53% of subjects had no fungus and 33% had
relatively low fungal counts. Of the 17 subjects clinically
cured, 14 were entered into the second phase of the study. Four
of 5 subjects assigned to placebo relapsed within 3 weeks
compared to 7 of 9 subjects on fluconazole, who remained
symptom-free for 6 months. The doctors concluded that flu-
conazole (150 mg/week) was effective as prophylaxis against
oral candida. Journal of Infection 1990;21:55-60.
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DISCLAIMER

AIDS ACTION NOW TIE PROJECT! publishes TreatmentUpdate/TraitementSida as an informational resource for individuals consid-
ering experimental treatments and/or therapies for AIDS and HIV-related ilinesses. Persons Living With AIDS and HIV, as well as their
medical advisors must recognize that treatment issues relating to HIV and AIDS are complex and that information regarding
tfreatments and therapies may change from day to day. Individuals should gather as much information as possible concerning
a particular therapy. experimental freatment or combination of freatments before making a decision whether or not to use such
treatment(s). Such decisions should always be made in consultation with a physician who is knowledgeable about AIDS, HIV-
related illnesses and the treatment(s) or therapies in question.

AIDS ACTION NOWI TIE PROJECT DOES NOT RECOMMEND, ADVOCATE, OR ENDORSE THE USE OF ANY PARTICULAR
TREATMENT(S) OR THERAPY DESCRIBED IN TREATMENTUPDATE. AANI TIE PROJECT THEREFORE DOES NOT ACCEPT THE RISK
OF, OR RESPONSIBILITY FOR, ANY DAMAGES, COSTS, OR CONSEQUENCES OF ANY KIND WHATSOEVER WHICH MAY ARISE
OR RESULT, EITHER FROM USE OR RELLANCE ON THE INFORMATION CONTAINED HEREIN, OR DUE TO ANY ERRORS CON-
TAINED HEREIN. PERSONS RELYING ON THE INFORMATION CONTAINED IN THIS PUBLICATION MUST DO SO AT THEIR OWN
RISK.




