Compliance/Adherence Issues

supported by a stronger belief in the chance of clinical
improvement. The reason to withhold aggressive anti
retroviral therapy should be delineated in the medical
record and can include the expectation of minimal person
al benefit by that specific patient, as well as the concern
that incomplete therapy might increase the community
prevalence of HIV isolates resistant to effective therapies.

Dr Carpenter: The risk of more resistant viral strains circu
lating in a community as a result of noncompliance pre
sents a real problem. Lessening the impact of this problem
requires both adherence to therapeutic regimens by
patients, and prompt changes of drug regimen by physi
cians when increasing plasma viral load indicates failure of
a given therapeutic regimen.

Dr Hammer: It should be a last resort to refuse to prescribe
antiretroviral therapy to a noncompliant patient. Through
a process of education, close follow-up, and the selection of
an easy to take and tolerable regimen, many previously
noncompliant patients can be gradually introduced to the
concept of taking medications on a regular basis.

Dr Volberding: There is a definite possibility that therapy
may result in the increased community prevalence of HIV
with pre-existing resistance mutations. As with any antibi
otic, this problem can be minimized by appropriate selec
tion of drugs, and, with HIV, by better selection and educa
tion of patients beginning such treatments. To date, there
is little evidence that this is a common clinical problem,
but it almost certainly will become one in the future as
more patients receive antiretroviral therapy and yet contin
ue to engage in high-risk transmission behavior.

132. What do you mean by need for adher
ence to drug regimen? Of people I know on
zidovudine, virtually everyone "takes a
break" from zidovudine (maybe a weekend
free of zidovudine once every few months).
But they won't tell their provider. Is this the
kind of behavior that could jeopardize utility
of protease inhibitors?

134. Different clinics are addressing compli
ance in different ways-peer-support groups,
counseling upon each prescription fulfill
ment, withholding treatment from active
drug users. Should we develop compliance
guidelines, perhaps through a consensus con
ference?

Dr Carpenter: Certainly lack of adherence to a multidrug
regimen is a reality for almost all patients. Taking "drug
holidays" is, however, not as likely to enhance the devel
opment of antiretroviral resistance as continued inade
quate dosage of the antiretroviral medication. It is impor
tant to encourage optimal doses of medications at all times,
acknowledging that"drug holidays" will occur.

,

Dr Carpenter: Different clinics are clearly addressing com
pliance in different ways. To a certain extent this is
healthy, as problems in compliance vary with geographic
region, gender, risk-taking activity and a number of other
factors. Nonetheless, it may be reasonable to attempt to
develop compliance guidelines, perhaps through a consen
sus conference, since the issue of compliance has been
greatly heightened by the development of two new classes
of antiretroviral agents, to both of which resistance can
develop rapidly in the absence of close adherence to pre
scribed therapeutic regimens.

Dr Volberding: Adherence to therapy is quite often a rela
tive term, since few patients absolutely remember to take
each and every dose as intended in the prescription. The
consequences of various types of noncompliance probably
vary depending on the therapy and the goals of treatment.
With nucleosides alone, where the goal is partial long-term
suppression, underdosing may be less a problem than
intermittent therapy. With the protease inhibitors and
NNRTIs, occasional periods of discontinuation may be less
harmful than chronic inadequate dosing as they may pre
dispose the patient to the appearance of high-level resis
tance. The provider's responsibility increasingly includes
fully informing patients of the need for adherence to pre
scriptions.

Dr Volberding: The most important issue with compliance
is to understand its importance in HIV therapy, to open a
dialogue with each patient, and to support calls for a link
age between physicians treating HIV and behavioral medi
cine experts.

-

133. More drug options and combination
therapy means more widespread intolerance
and noncompliance and more resistance cir
culating in the community. Are we soon
going to be treating largely "naive" patients
who have resistant viruses de novo?
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