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such as CD4 count and viral load at baseline, prior
AIDS diagnosis and prior treatment, and demo-

Proportion of patients without
primary mutations
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graphic status such as race, educational level and
income, which might affect adherence to the
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(B)

Fig. 4. Kaplan—Meier estimates of the time to emergence of primary nelfinavir-associated resistance mutations. (A) Accumulation of
D30N and/or L90M up to 108 weeks. Solid line: virus harboring D30N and/or L9OM. Short line: D30N. Dash-line: L9OM. (B) Patients
were stratified into virologic success (viral load < 400 copies/ml) at week 12. Solid line: virologic success at week 12 (n = 17). Dash line:
viral load remained > 400 copies/ml at week 12 (1 = 30). *Four patients had discontinued their original regimens due to drug eruption
by week 2. (C) Patients were stratified into antiretroviral therapy-naive (ART-naive) and reverse transcriptase inhibitor-experienced
(RTI-experienced). Solid line: ART-naive patients (n = 29). Dash line: RTI-experienced patients (n = 22).
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Fig. 4 (Continued)

Table 3
Cox regression analysis for emergence of nelfinavir-associated
resistance

HR 95% CI P value

Prior treatment
ART-naive 1.0
RTI-experience 2.10

0.67-6.62 0.206

Clinical status

Asymptomatic carrier 1.0 0.37-7.77 0.494
Prior AIDS diagnosis 1.70

CD4 count at baseline

> 200/ul 1.0 0.78-7.81 0.122
<200/l 2.48

Viral load at baseline

< 30,000 copies/ml 1.0 0.67-6.62 0.206
> 30,000 copies/ml 2.10

HR, hazard ratio; 95% CI, 95% confidence interval; ART,
anti-retroviral therapy; RTI, reverse transcriptase inhibitor.

treatment (Lucas et al.,, 1999). In our study, the
clinical status was heterogeneous but demographic
status was homogeneous. Therefore, adherence to
treatment remained at high levels throughout the
study in most patients, as determined by direct
questioning.

Our study clearly demonstrated that prior RTI
exposure, prior AIDS diagnosis, CD4 count <
200/pl at baseline and viral load over 30,000
copies/ml at baseline did not significantly influence
the emergence of drug resistance. The stratified
log-rank test revealed that virologic success at
week 12 could predict treatment success over time
without drug resistance. We have also previously
noted the importance of viral load at week 12 with
regard to the emergence of drug resistance (Ai-
zawa et al., 1999). However, drug resistance assay
for such patients becomes warranted in clinical
practice when viral load exceeds 400 copies/ml at
week 12. When these assays are not performed in
such situations, viruses with multiple resistant
mutations are likely to appear, indicating cross-
resistance to other PIs (Tsuchiya et al., 2001). In
this regard, a large clinical trial revealed that
immunologic and virologic responses to 24-week
HAART ensures a favorable clinical outcome
(Grabar et al., 2000a). In our study, none of the
patients with a viral load of <400 copies/ml at
week 24 harbored NFV-resistant virus throughout
the observation period. On the other hand, when
viral load was >400 copies/ml at week 24, two-
thirds of the resistant viruses had already appeared
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at that stage. Therefore, to avoid the emergence of
drug resistance, there is a need for close monitor-
ing of viral load and possible change of the
treatment regimen before week 24 of NFV-con-
taining therapy if viral load remains > 400 copies/
ml at week 12. In the present study, we did not
address the influence of combination therapy on
drug resistance because of the small number of
patients. In this cohort, AZT plus 3TC or d4T plus
3TC were the main drugs used in combination
with NFV (Table 1). In this regard, Squires et al.
(2000) demonstrated that these two combinations
do not affect the clinical efficacy.

NFV was well tolerated during the clinical trial.
Only 4% of 696 patients discontinued the treat-
ment by 24 weeks as a result of adverse events
(Markowitz et al., 1998). In contrast, 10% (n = 5)
of our patients discontinued treatment due to
adverse events related to NFV. Among them,
four stopped NFV due to drug eruptions, which
appeared within 2 weeks of treatment. In the
absence of such reaction soon after commence-
ment of therapy, adherence to treatment with
NFV-containing regimens was noted in such
patients. Six patients changed their treatment due
to virologic failure. However, new therapeutic
regimens resulted in the suppression of viral load
to undetectable in all cases according to their
resistant profiles, indicating the importance of
drug resistance testing in clinical practice (Gata-
naga et al., 1999; Hirsch et al., 2000).

In conclusion, our results showed that NFV-
containing regimens for PI-naive patients are safe
and effective when taken up to 108 weeks in daily
clinical practice. There was no independent pre-
dictor for the emergence of drug resistance in
clinical status, such as CD4 and viral load at
baseline, prior AIDS diagnosis and prior use of
RTIL Therefore, NFV can be used widely in PI-
naive patients. Virologic success at week 12 could
predict continuation of treatment without the
appearance of primary mutations thereafter.
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The wound healing process of pressure ulcers in terminal AIDS patients
— A practical care record of preventing aggravation of pressure ulcers—
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Abstract

Growth of granulation tissue and epithelialization are essential for the healing of pressure ulcers. Although AIDS patients
suffer from the difficulties of wound care, complicated by the negative impact of immune deficiency on healing, we applied
wound care as necessary, and taking enough time to grow granulation tissue. However, when the CD 4* T cell count was 50
cells/u or under, we treated for opportunistic infection. Despite the potential for serious complications, our strategy prevented
aggravation.

Key words . pressure ulcer, CD4* T cell count, AIDS, wound healing process, opportunistic infection
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