












































































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 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. 

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? 

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 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. 

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? 

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 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. 

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: 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: 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. 

-
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STATUS OF THE GUIDELINES 


135. Given the recent data presented in 
Vancouver and elsewhere, are these 
Guidelines still up-to-date? 

Dr Volberding: The lAS-USA Panel Guidelines are definite
ly not out of date. While the field of HIV medicine is 
changing rapidly and there are an increasing number of 
theoretical concepts that can now be tested in clinical trials, 
the Guidelines reflect a substantial shift to the earlier and 
more aggressive antiretroviral therapy, including the rou
tine use of information provided by HIV RNA assays. The 
Guidelines are more "aggressive" than most current clinical 
practice in the US and some of the drugs recommended are 
not even available in many other countries. While there 
are certainly physicians, patients, and investigators who 
personally believe in an even more aggressive approach, 
the Panel's recommendations are well-grounded in avail
able clinical trial data, published and still unpublished, 
and in reasonable inference from information on HIV 
pathogenesis. Of course, these Guidelines are not perma
nent and revisions and updates are planned. Newer drugs 
will need to be considered as data on their clinical roles 
become available and clinical experience with existing 

combinations may enable more certainty in recommending 
specific treatment strategies. The Panel is confident that 
following its recommendations will result in improved 
management of HIV infection and that the Guidelines allow 
a reasonable degree of flexibility needed for individualized 
treatment planning. 

Dr Carpenter: The Guidelines are based on the most up-to
date available data from controlled clinical trials of anti
retroviral drugs, as modified by the most recent studies of 
the kinetics of HIV viral replication in humans and its 
alteration by antiretroviral drugs. Since there are clearly 
areas in which our knowledge is far from complete, the 
Guidelines provide flexibility in presenting a range of rea
sonable approaches in several areas (eg, when to initiate 
antiretroviral therapy and what to start with). 

As noted in the Guidelines report and as discussed 
above, the Panel is committed to continually monitoring 
the results of clinical and pathogenetic studies, and to 
updating the Guidelines as these data warrant. This publi
cation is intended to discuss the Guidelines and address 
many of the questions around their implementation. 
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INDEX OF QUESTIONS 


PRIMARY (ACUTE) INFECTION 

Characteristics and Diagnosis of Primary 
Infection 

1. 	 To diagnose primary infection, expensive laboratory tests 
will probably need to be ordered. Given the expense, 
which test should we order? p24 antigen? Plasma HIV 
Rt'lA? . . . . . . . . . . . . . .. ...3 

2. 	 In acute infection, does dissemination of HIV-1 seed ou t to 
sites other than lymph nodes? .. ... .. . .3 

3. 	 When you consider latently infected CD4+ cells during 
primary infection, how can eradication be even theoreti
cally possible using currently known therapeutics? ...3 

Initiating Treatment for Primary Infection 

4. 	 Would you treat an at-risk patient (eg, a young gay man) 
presenting with compatible clinical syndrome (eg, asep tic 
meningitis) with anti-HIV therapy before test results are 
avai lab le? Most practice settings have more than 2-week 

delays for p24 or HIV RNA tests. 	 . ..3 

Regimens for Primary Infection 

S. 	 What do you think of using NNRTIs early on as an addi
tional strategy? ... . . . 3 

6. 	 What do you think about coadjuvant use of immunothera
py during primary infection? ........ . .....4 

How Long Should Treatment for Primary 
Infection Continue 

7. 	 How would you manage a patient with acute infection if 
measurement of viral load is not available to you? After 
deciding to initiate therapy for primary infection, can one 
ever s top administering the drug? ........ . .. .... .. .4 

Other Issues 

8. 	 Why not use "virograms" to determine the resistance 
mutations of the recently-infected person? ........4 

INITIAL (ESTABLISHED) INFECTION 

Initiation of Antiretroviral Therapy: When to 
Start 

9. 	 If HIV RNA determinations are not available, what are the 
recommendations for treatment for persons who are 
asymptomatic and have recent documented seroconver
sion «6 months, from a nega tive tes t)? .. . . .. .5 

10. 	 Do lymphOid tissue analyses have any place in determin
ing when to treat ea rly establi shed disease? ... .5 

11. 	 H ow soon until sufficienl studies are completed for the 
panel to reasonably recommend "hit early-hit hard" as the 

best strategy? . .. 	 ..... .. .....S 

What to Start with: Nucleosides and Protease 
Inhibitors 

12. Please address the issue of initiating nudeosides alone or 
in combination with a protease inhibitor? .........6 

13. 	 What is your "gold standard" for antiretroviral combina
tion therapy against which we should judge future drugs 
or drug combinations in patients with CD4+ cell counts 
>3S0-S00/ )lL? What about ongOing studies that don't 
reach the standards of the recom men dations? ... . .6 

14. 	 In planning a strategy with combination antiretrovira l 
therapy, does order matter? For example, if zidovudine/ 
lamivudine is used first, do we need to worry about 
cross-resistance to didanosine or stav udine? .. .. .... ...7 

IS. 	 In the light of the clinical endpoint results of the Concorde 
trial, is the enthusiasm for the protease inhibitors justi 
fied? . . . . . . . . . . . . ... .. .7 

16. In Europe and Australia 15% to 2S% of patients with HIV 
disease are infected with zidovudine-resistant virus. As a 
general rule, do yo u still recommend initiating therapy 
with zidovudine-containing regimens? .7 

17. Why not initia te therapy with the most potent antire trovi
ral combinations that from data presen ted seems to 
require inclusion of at least one protease inhibitor? ..8 

18. 	Double nucleoside therapy inevitably will lead to residual 
viral replication, even tually leading to loss of antiretrovi
ral efficacy of the drugs. Wh en do you recommend the 
initiation of triple-combination therapy? On what cri te
ria? . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . ...8 

19. Please define the range of CD4+ cell counts and plasma 
IIlV RN levels that would fall within th e "moderate" 
disease category for which combination therapy with 
saquinavir was suggested? .9 

20. 	 If side effects are not an issue, are th re any two nuc.!eo 
sides that should not be used togeth r? . . . . . .9 

21. 	 What evidence supports the com ination of lamivudine/ 
stavudine? [f HTV becomes resis tant to lam ivudine, what 
benefit doe · it have in the combination compared wi th the 
combina tion of zidov udine / lamivudine? .. . ....... ...9 

22. 	 Why don't you say that a t this time, due to lack of 
information and a desire to be cautious, tha t one begins 
with saquinavir because of possible lack of cross-
resistance? . . . . . . . . . . . . ..........10 

23. H ow would you treat and monitor H rY-2 infected patients 
w ith a CD4+ cowlt under 2S0/)lL? . . . .........10 

Role of Other Drugs 

24. 	 Could YOll comment on the use of d idanosine and hydrox
yurea, and w here this combina ti on fits in to your recorn
m ndations? ... . . . . . . . . . . ....10 

39 	 VOLUME 4, NOVEMBER 1996 



International AIDS Society-USA 

25. 	 The Guidelines do not seem to consider acyclovir. While 
this is not a direct anti-HIV drug, if a patient had recur
rent herpes, which seems to stimulate HIV replication, 
should this not be part of the anti-HIV drug therapy, as 
this drug could indirectly decrease (or slow) viral replica
tion? ...........................................11 

26. 	 What is the role of interferon aHa as a drug to use in a 
combination? ....................................11 

27. 	 What is the potential of a foscarnet/ zidovudine/indi
navir combination? ...............................11 

28. 	 Can you explain the rationale with which you will deter
mine how to incorporate new, effective drugs into initial 
antiretroviral therapy regimen? ....................11 

Monitoring, Dosing, and Other 
Considerations 

29. 	 Why is there no role for, or consideration of, monitoring 
drug levels and tailoring dosage regimens, when we hear 
of poor bioavailability, etc? ........................12 

30. 	 In a patient with severe liver disease, what regimen would 
you recommend, since most nucleosides and protease 
inhibitors cause LFT elevation? .....................12 

31. 	 Resistance does result from improper protease inhibitor 
dosing due to plasma levels, so, could you please empha
size the importance of proper dosing. I spoke to a patient 
with AIDS who was told by her MD to take ritonavir 800 
mg qd. The current recommended dose is 600 mg bid..12 

32. 	 Is there a need for a loading dose? ..................12 


33. 	 If one had to choose therapy for a patient with less than 
200 CD4+ cells/pL, would one pick the triple antiretrovi
ral therapy or PCP prophylaxis, based on what we know 
today? .........................................12 

34. 	 Your recommendations seem to focus on antiretroviral 
effect and resistance considerations. In practice, adverse 
drug reactions such as neuropathy limits choices-
eliminating 3, possibly 4-RTIs.....................13 

35. 	What are the "proto drugs" on the horizon? How will we 
use them and what results can we expect? ...........13 

36. Please comment whether aggressive (3-drug) viral sup
pression may reduce horizontal transmission within the 
community......................................13 

37. 	 Please comment on additive toxic effects on illegal drugs 
and best possible triple therapy HIV combination in an 
otherwise healthy candidate for this therapy. Consider 
HIV drug-free cases with drug addiction recurrences 
while on HIV therapy and possible clinical trials 
available........................................14 

38. 	What is the difference between clearance or decrease of 
viremia in acute infection compared with that following 
treatment? ......................................14 

Changes in Prophylaxis Regimens 

39. 	 If you use combination therapy that includes protease 
inhibitors in patients with previous CD4+ counts of 200 
cells/pL, and you are able to reduce their viral load and 
increase CD4+ count to greater than 200 cells/pL (stable), 
would you stop the prophylaxis? .................. .14 

40. 	 When the CD4+ count starts to rise above 300 to 400/ ilL, 
what is the recommendation for continuation of PCP pro
phylaxis? .......................................14 

41. 	 In a patient with a CD4+ count of 399 cellS/ilL and 
viral load below detectable levels, would you stop TB 
prophylaxis? (Patient is on ritonavir /lamivudine/ 
stavudine). . ....................................14 

42. 	 I am treating a patient with indinavir/ zalcitabine who 
developed toxoplasmosis 12 months after seroconversion. 
Treatment was started after the onset of toxoplasmosis. 
Now her CD4+ count is less than 55 cellS/ilL. Would you 
consider stopping secondary prophylaxis? ............14 

CHANGING (CONTINUING) THERAPY 

When to Change 

43. 	 How should patients be followed to detect antiretroviral 
failure? CD4+ only? HIV RNA titers? How of ten? ...15 

44. 	 If a patient has a stable or rising CD4+ count and unde
tectable HIV RNA on nucleoside monotherapy (zidovu
dine or didanosine), would you change treatment any
way? ..........................................15 

45. 	 I have several patients who have been on zidovudine 
monotherapy for 3 or 4 years. Their CD4+ counts are 
around 300 cells/pL (and stable) and they are clinically 
asymptomatic. Their viral load levels have not been mea
sured. Is a change of therapy recommended? ........15 

What to Change to: General 

46. 	 If a patient is stable on two nucleoside RTIs, can a pro
tease inhibitor be added, or should the RTls likewise be 
changed? .......................................15 

47. 	 Is there a general protocol to always recommend two new 
drugs rather than one? ............................16 

48. 	 We heard that one should treat HIV infection as one treats 
TB. If a patient on 2- or 3-drug regimen shows a rise in 
viral load, one should add or change to 2 other drugs that 
should have no possible cross-resistance. Could you com
ment on that? ...................................16 

49. 	 For patients who are taking zidovudine/ lamivudine and 
who either show a rising viral load and a steady or declin
ing CD4+ count, what would you recommend? .......16 

50. 	 For a patient on zidovudine/lamivudine in whom HIV 
RNA rises, should only a protease inhibitor be added, or 
should 2 new non-protease inhibiting drugs be intro 
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duced? (ie, is anything lost by delaying the protease 
inhibitor) .......................................17 

51. 	 Many of my patients are on zidovudine/ lamivudine. If 
this regimen fails and knowing that zidovudine/lamivu
dine/indinavir seems to be good therapy (ie, lowers 
viral load) would it be reasonable to simply add indi
navir? ........... " .............................17 

52. 	 Many patients on zidovudine/lamivudine combination 
therapy have a viral load of around 5000 to 7500 plasma 
HIV RNA copies/mL. What do we do? Add a single 
drug (indinavir)? Switch several drugs simultaneously? 
Which combination would be best? If he/she is reluctant 
to change therapy, would you consider adding both indi
navir and stavudine to this regimen? If four drugs are 
tolerated and available, should they be tried? .........17 

53. 	Which protease inhibitor should be added to an existing 
zidovudine/zalcitabine combination, or should a protease 
inhibitor be substituted? ..........................17 

54. 	Should one switch all patients from saquinavir to indi
navir or RTis in view of the potency issue? ...........18 

55. 	 I understand a single new drug should not be added to a 
failing regimen. However, why not add lamivudine to 
zidovudine therapy? Won't this "reverse" zidovudine 
resistance and thus renew the efficacy of the two-drug 
regimen? .......................................18 

56. 	 If a patient is failing on zidovudine, why keep adding to 
it? .............................................18 

57. 	If a patient fails on triple drug therapy, is there a way to 
assess which drugs are best to replace? Does the virus 
become resistant in equal amounts to all three? .......18 

58. 	 Please comment on raising the doses of one or two of the 
antiretrovirals in an existing regimen and its effect on viral 
load and CD4+ before changing regimens? ...........19 

59. 	 Are there strategies to "re-establish" sensitivity to a partic
ular drug? (ie, does lamivudine increase "fidelity of repli
cation"?) .......................................19 

60. 	 Many patients on stavudine/lamivudine, who have been 
on a number of NRTIs and have CD4+ counts of about 
300 cells/pL and plasma HIV RNA levels of 10,000 to 
15,000. Would you recommend a protease inhibitor for 
these patients? Also, which NRTIs would you recom
mend? ........................................ .19 

61. 	 What is the preferred option for a patient already treated 
with zidovudine/zalcitabine, changed to zidovudine/ 
didanosine, and changed to zidovudine/lamivudine 
because of disease progression? Now indinavir added 
and viral load no longer detectable. Should zidovudine/ 
lamivudine be changed? ..........................19 

62. 	 What do you do after switching from zidovudine/ 
lamivudine to two other NRTIs, and viewing a new 
failure? ........................................19 

63. 	 What approach should be taken for patients who have 
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tried all currently approved antiretroviral drugs and who 
demonstrated a "brief" improvement while on two NRTIs 
and indinavir, but have since shown increased viral loads 
on testing? ......................................19 

64. 	 For patients who have been on all NRTIs previously and 
now failing therapy with saquinavir, can we return to a 
previous NRTI without doing resistance studies? Can 
indinavir or ritonavir be substituted for saquinavir 
alone? .........................................20 

65. 	 If you have a patient who has apparent failure to all 
nucleoside RTIs, would you recommend didanosine and 
hydroxyurea? ...................................20 

66. 	 Many late-stage patients have taken all available drugs as 
they have become available. Is it wise to first add a pro-
tease inhibitor in these late-stage patients? ...........20 

67. 	 If patients are failing triple combination therapy (includ
ing a protease inhibitor), why haven't we seen the sup
portive data? ....................................20 

68. 	 In your opinion, what would be the best time to use 
the combination of saquinavir /lamivudine, if there is 
one? ...........................................20 

69. 	 If failure of monotherapy is thought to be due to resis
tance, isn't addition of only 1 new drug functionally the 
same as monotherapy? ...........................20 

70. 	 Is there any role for returning to a previously omitted 
drug or regimen? .......................... ..... .20 

71. 	 With regard to needing to change from zidovudine/ 
lamivudine, how do you take into account CNS penetra
tion when making the change in therapy? ............21 

72. 	 Improvement of AIDS dementia complex (ADC) is well 
described with zidovudine. Has this been seen with 
didanosine? .....................................21 

What to Change to: Role of NNRTls 

73. 	 If a patient has used all the nucleosides or cannot tolerate 
any of the nucleosides, would you add an NNRTI when 
switching to a protease inhibitor for the first time? ....21 

What to Change to: Intolerance 

74. 	 For the patient on multiple drugs who has side effects 
requiring a change, how do you sort out which drug is to 
blame while minimizing monotherapy periods that may 
induce development of resistance? ..................21 

75. 	 If adherence is the key issue, what do you change to if a 
combination of drugs is started and is then poorly tolerat
ed? ............................................22 

76. 	 What combinations do you recommend for patients intol
erant to zidovudine and who have marked peripheral 
neuropathy? ....................................22 

77. 	 How would you treat a patient with severe peripheral 
neuropathy who has had zidovudine and lamivudine for 
over a year, with a falling CD4+ count? ..............23 
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78. 	 What can the Panel recommend about U dose modifica
tions" for 3 drug combinations that include protease 
inhibitors, in case of intolerance due to interactions with 
drugs used for OIs? ..............................23 

POSTEXPOSURE PROPHYLAXIS 

Who Should be Treated 

79. 	 Does the Panel's definition of exposure include high-risk 
sexual activities, not just occupational exposure? What 
are the Panel's recommendations for prophylactic anti
retroviral therapy for high-risk sexual exposures? .....24 

80. 	 Should therapy be recommended for a patient who may 
have been exposed to HIV during a surgical procedure in 
which the surgeon suffered a previous percutaneous expo
sure (unrecognized or not)? Should testing of the surgeon 
be mandatory in such a case? ......................24 

81. 	What are the recommendations for prophylaxis for acci
dental needle injuries in subjects who are not in an identi
fied high-risk setting (eg, a child with an accidental needle 
puncture)? ......................................24 

82. 	 Should prophylaxis be recommended for mucosal expo
sure to HIV? For surface skin exposure? .............24 

83. 	 Is prophylaxis recommended in all accidental injuries 
(even from healthy sources?) .......................24 

The Use of Laboratory Markers in 
Postexposure Prophylaxis 

84. 	Are p24 antigen or PCR tests useful in deciding whether 
to recommend postexposure prophylaxis? Can plasma 
HIV RNA testing at 2 to 3 weeks after accidental expo 
sure help to rule out the possibility of infection 
sufficiently enough to defer the 6 to 12 months anti
body testing? ....................................24 

What Regimens Should be Used for 
Postexposure Prophylaxis 

85. 	 Postexposure prophylaxis is so rare, and data on zidovu
dine have not been conclusive. Isn't it too drastic to go for 
3 drugs? ....................................... .25 

86. 	What is the role of nevirapine monotherapy for postexpo
sure prophylaxis? ................................25 

87. 	 Does it matter what the viral load of the source patient is 
in deciding future therapy? ....................... .25 

How Long Should Therapy Continue and When 
Should It be Started 

88. 	 Should the period of the proposed treatment for postexpo
sure prophylaxis be shortened to 2 weeks if the regimen 
includes a protease inhibitor? Also, why stop at 4 to 6 
weeks? ........................................ .25 

89. 	 What is the maximum time delay that would be accept

able before initiating prophylactic treatment in a high-risk 
postexposure situation? ..........................25 


90. 	 An RN had massive exposure of blood to open blisters on 
her hands during cardiac arrest of an AIDS patient. She 
has been on zidovudine for 3 weeks and then consults 
you. What do you add now to the regimen? .........25 

Other Issues 

91. 	 HIV infection acquired through occupational exposure 
may imply some responsibility on the part of the health 
care facility-ie, for disability or for other compensation. 
This implies that periodic HN testing of health care work
ers (HCWs) may be necessary to ensure documentation of 
occupationally acquired infections. What is your position 
on mandatory testing of HCWs in general? .......... .26 

92. 	 Please do not forget to emphasize rapid and complete 
local cleansing of injured!exposed areas. . ...........26 

93. Would immediate surgical resection of an involved 
hematoma be recommended in a high-risk needle 
impaled, for example, in someone's muscle? ..........26 

94. Instead of giving a cocktail of drugs, should we reserve 
one drug for postexposure prophylaxis that will never 
be given to patients (so there will be no resistance 
issue)? .........................................26 

PREVENTION OF PERINATAL TRANSMISSION 

Antiretroviral Regimens for HIV-infected 
Pregnant Women 

95. Will aggressive therapy of the pregnant woman resolve 
the issue of vertical transmission? ..................27 

96. 	 What studies are being conducted in pregnant women, 
both to enhance their health and to prevent perinatal 
transmission by using combination therapy and decreas
ing viral load, especially at delivery? ................27 

97. Why is the committee being so timid regarding vertical 
transmission and combination therapy given the good 
preliminary data? ................................27 

98. The life and well-being of the mother is the single most 
important factor for the health and well-being of the child. 
What data do you have to recommend that treating a 
pregnant mother for her own infection is secondary to that 
of the child? ....................................28 

99. 	What changes in therapy should be made for an HN
infected woman who is considering becoming 
pregnant? ......................................28 

100.For most women who present for prenatal care, the time 
of their seroconversion is unknown. Should we provide 
combination therapy with two drugs only if she is zidovu
dine-naive, or should we be more aggressive if her CD4+ 
cell count is less than 350/pL? What is the alternative to 
zidovudine? ....................................28 

IMPROVING THE MANAGEMENT O{ HIV DISEASE 	 42 



Index of questions 

101.In mothers with CD4+ counts >500 cells/j.lL, do you con
tinue antiretroviral therapy postpartum? What are the 
risks of HIV-resistant strains developing after therapy is 
stopped? .......................................28 

When Should Treatment for the Neonate Begin 

102.Up to what age should a neonate be treated for 6 weeks 
with zidovudine? For example, the mother is found to be 
HIV-infected when the baby is 1 week of age, should you 
still treat the baby? .............................. .29 

Regimens for Neonates 

103.Which protease inhibitor would you recommend for the 
treatment of HIV-infected neonates? Would you assess 
the mutation pattern in mothers before treating the 
infant? .........................................29 

104.1s therapy recommended for all children born to HIV
infected mothers? Instead, should the viral load of 
neonates be measured, and, if the infant is infected, 
should the infant be treated? There is no point in offering 
treatment to a child who is not infec-ted, as there is a 20% 
to 30°/c, probability of infection in untreated mothers and a 
2% to 8% probability of infection in treated mothers ....29 

Breast-feeding Issues 

105. Does the Panel's recommendation that HIV-infected mothers 
not breast-feed conflict with the World Health Organization's 
recommendation for women in developing countries? ... .29 

106.Can breast milk be treated with drugs to eradicate the 
virus in the milk itself, thus making it safe for the 
baby? ..........................................30 

107.When both mother and baby are taking zidovudine and 
breast-feeding continues, should we worry about toxic 
zidovudine levels in the neonate? ...................30 

Other Issues 

108.since zidovudine has been shown to reduce the rate of 
vertical transmission, is it unethical to include a placebo 
arm in the UNAIDS clinical trial that will be conducted in 
Africa? .........................................30 

109.Do you recommend abortion for all HIV-positive pregnant 
women? ........................................30 

110.Since an 8% transmission risk is still very high, the mother 
is unlikely to be able to raise the child to adulthood, and 
the long-term risk of antiretroviral exposure is uncertain, 
even if the baby is not known to be infected, should in 
fected women be strongly encouraged to have an abor
tion? ...........................................30 

111. In view of the dramatic decrease possible in vertical trans
mission to neonates given zidovudine, should prenatal 
testing of pregnant women be mandatory? ...........30 
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ROLE OF PLASMA HIV RNA TESTS 

112.In view of the lack of widespread accessibility and costs of 
HIV RNA testing, would you recommend routine deter
minations for asymptomatic, stable patients on initial ther
apy who have stable CD4+ counts between 300 and 500 
cells/j.lL. .......................................31 

113. Is HIV RNA testing cost-effective? Would you consider 
these assays if there is no evidence of clinical deteriora
tion? ...........................................31 

114.Regarding the recently reported data on associations of 
HIV RNA level in plasma and risk of disease progression, 
can you apply cross-sectional data to prognosis and treat
ment decisions? ................................ .31 

115. It is my understanding that the MACS data on viral load, 
on which the new treatment recommendations rely, may 
be somewhat biased toward underestimation of viral load 
in the following ways: 1) blood was heparinized; 2) 
serum was not routinely separated <6 hours after collec
tion; and 3) samples were frozen for>10 years. All these 
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repeat it to be sure it's real before changing 
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