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Current Controversies in HIV Management 

 

【Chapter 1】 

W. David Hardy: 

It is great to have this panel. I think we will have a good discussion. The panel experts 

were handpicked for their ability to think really hard about really tough issues. I know 

they have tremendous experience in the points we are talking about. Here the 

disclosures. Alright, we will do the same thing as Dan. We are going to do some voting 

and see what you say. There are five topics altogether and multiple questions that 

explore the topic further. The first question is “Should heterosexual men with multiple 

sex partners and inconsistent condom use be offered and prescribed PrEP?” I work on 

the university campus and see a lot of young guys in our student health who say that 

they never have sex with men, they have sex with women, but do not use condoms. The 

question is, “Should they get PrEP?” A) Vote yes if you think that they are at some risk 

and the benefits outweigh the risk. Or No, if you think the risk of HIV infection is too 

small and the benefit ratio tips towards not giving people PrEP. Let us do this now. 

Okay, I thought we were not going to show this. Did I get it wrong? No, I am right, 

right? Okay. Because we don’t want to influence you. 

Let us ignore what they say. What do you think? Lisa, you see a guy like this or a family 

member. This could be a Thanksgiving dinner conversation: “Hey, should I be on PrEP?” 

 

Lisa Capaldini: 

I would have to say `I really don’t know’. I don’t think there is a lot of data. In my own 

anecdotal experience, I have seen far more heterosexual women infected by men than I 

have seen heterosexual men infected by women. And if this guy is going to be given 

PrEP, I think it is absolutely critical to integrate regular STI testing to protect his sex 

partners. 

 

W. David Hardy: 

Yes, what do you think? 

 

David Wohl: 

This is a very interesting question, if you look at the data of where PrEP works. 

Certainly heterosexual men were at higher risk in Africa and it worked beautifully in 

those men, both coupled with a woman or uncoupled, heterosexual. Having recently 

changed my demographics from Southern California to Washington, D.C., I can tell you 
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that this is a very real epidemic. 30% of our patients who live in Newark are 

heterosexual men, who are HIV positive. At least they list straight orientation as their 

orientation. In the patients I am seeing in there now, who are at high risk, I am offering 

it to them just like anyone else. Of course, it is a different sort of situation working in an 

environment like D.C., where the demographics are very different than other parts of 

the country. In some ways the HIV positivity rate, the prevalence is high, somewhere 

between 3 to 7% across the district and yes, it depends upon where the guy is coming 

from. 

 

W. David Hardy: 

Sally, anything to add? 

 

Sally Hodder: 

Last fall the CDC and the MMWR actually estimated from various data sources when 

those data sources got at-risk factors, proportions of certain at-risk populations for 

whom PrEP based on the risk factors might be appropriate, and MSM was about 25% of 

MSM in the U.S., it would be appropriate for PrEP. Intravenous drug users was about 

19%, and interestingly heterosexual men and women was 0.4%. Now the problem with 

that is, you are really diluting out who is at risk by the large number of heterosexuals 

that are really dispersed all over the U.S. That this is pretty dicey because I think it 

depends as my other panelist said about where you are, and it is determined by the 

number of partners and activity and also your risk for exposure in any population. So, I 

agree, when I was in Newark where the HIV prevalence in the black population there 

was about 3%, and roughly 35 to 40% of the individuals in Newark were women who 

were infected, I think that that makes total sense. I would say that the emerging 

epidemics in the U.S. though, I think are really dicey. For example, in Appalachia or lots 

of other areas, sometimes rural areas that have traditionally had very low HIV 

prevalence are now seeing an increase in intravenous drug use and I think epidemics 

such as Scott, Indiana, which we don’t even know. So I think the answer to the question 

is you really have to know, a) your patient and talk to them, just because the man comes 

in and says he is a heterosexual, the next question is but you know, do you have sex with 

men? And I have been absolutely shocked about how often the answer is yes, and he 

does not consider himself gay or anything else. I mean, he is answering honestly, so I 

think that that’s one point. I think the second thing is you have to know your local 

epidemic. The third thing and the CDC has this in their guidelines, if there has been a 

history of STIs or so forth, those are individuals that I would consider giving PrEP to 
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more quickly. 

 

W. David Hardy: 

Great. So you are hearing some consensus I think especially for those of us who do work 

in the south, where even if half of those 30% of those men that you are talking about 

really haven't had sex with a man or even if it was a quarter, they are still is significant 

proportion. We do see men who we really do feel acquired it sexually from a woman. So 

let us go through some really quick data, if I can get off of this slide. 

 

David Wohl: 

___ circumcised. 

 

W. David Hardy: 

Yes, and that was brought up last time when we were in New York as well. That is 

exactly right. So you have seen this before. We can see that the lion share of what we 

are talking about for new infections among men are men who have sex with men, but 

there is still a significant proportion that are men who report no sex with men. And 

again there is regional differences that I think are really important to pay attention to. 

As Sally pointed out really nicely, in the MMWR, men who have sex with women is 

included as a group that could be offered PrEP. While the proportion was small, the 

great numbers of heterosexuals mean that the absolute numbers are really high. So the 

numbers of men who could be a candidate given their risk behaviors could actually be 

quite large. 

 

Then looking at the other side of the coin, which is ‘Well, what about the toxicity?’ 

because we know no medication is completely going to be fantastically a 100% benign. 

You have seen other data that has been presented here before about TDF and TAF, but 

here is just TDF. Looking at the effects on bone density, we know from iPrEx and other 

studies that bone density does take a hit with TDF. If we are going to be using Truvada 

for this, we have to expect that there could be some effect on bone mineral density. 

 

Okay, so I think that was a really good discussion. I think it plants the seeds that most 

of us should think about. Sort of an allegory to this or another follow-on question that 

we get a lot is, something that has been talked about a lot. And I think it is good to see 

and update this response, which is “Should HIV negative partners in monogamous 

relationships with HIV positive people with undetectable HIV RNA levels be prescribed 
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PrEP?” This comes up all the time and we are going to get to those ‘trust,’ and ‘is 

someone lying?’ Let us say for the moment, for all intents and purposes, this looks like a 

monogamous relationship between the two people, so a) Yes, ART is prevention is not 

perfect. So there is a role for belt-and-suspenders approach, or b) No, this is overkill. So 

please vote. Okay, so the couples that you see, you kind of know them, you've got a good 

gestalt. If we don’t have anything, we don’t have our gestalt, and so you feel like yes, 

these guys have been together for a while. He is undetectable, she is negative, should 

she get PrEP? 

 

【Chapter 2】 

David Wohl: 

Well, I think there is some data we can actually look at, but there is the partner study 

that was done in Europe, we were just told that Jens Lundgren have said that the 

heterosexual partner study has been stopped. Because they are convinced that among 

heterosexuals in which the positive partner is suppressed on a continuous 

anti-retroviral therapy, the negative partner does not get infected. 

 

W. David Hardy: 

So this is a observational study of people in Europe, where it is discordant couples and 

the positive partner is suppressed and there is risk behavior going on all over the place, 

right? 

 

David Wohl: 

Right, but I think the reality of the situation is that if someone comes in asking me for 

PrEP, even in this situation it indicates that there is an element of doubt, there is an 

element of concern and I would not spend the time trying to convince the patient that, 

“No, you have nothing to worry about” because I don’t know what, I can’t get into that. I 

have no problem prescribing PrEP for someone who comes in asking for, like gives it all. 

 

Sally Hodder: 

Yes, I agree with that. The problem is, is when somebody is coming in to protect 

themselves, they are counting on this as a trust issue that that individual is telling 

truth. They are undetectable, they stay that way, and they take their medicines and 

depending. There are a lot of relationships where I think the trust is there, but there 

are lots of relationships where it is not. And if somebody is concerned enough to come 

and ask, then I think that I want to give them the power to protect themselves and not 
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depend on somebody else. So I really agree with David, but the second one is when 

you've got an infected man who has been undetectable for a long time, woman is 

negative, she wants to get pregnant and this comes up all the time, and there is a 

trusting relationship, and you are the doctor and you know he is undetectable, that case 

is high stakes and I still think there … 

 

W. David Hardy: 

…and shorter term perhaps, right? 

 

Sally Hodder: 

And shorter term, yes. 

 

W. David Hardy: 

Lisa? 

 

Lisa Capaldini: 

Well, I am going to vote in both directions, because I think biologically if the partners 

truly are monogamous and I have asked patients, “Are you guys monogamous?”, “Oh 

yes, we only have sex with other people on Sundays. We only have sex outside if one of 

us is out of town, but we are monogamous.” So I don’t use that anymore, I would say, 

“Do either of you ever have sex with other people?” 

 

W. David Hardy: 

Right. 

 

Lisa Capaldini: 

Okay, but anyhow, so I think biologically if these partners are both truly consistently 

monogamous, it is total overkill and I will call it the world’s most expensive anxiolytic. 

On the other hand, I think the point you ask is to put aside the trust issue, the accuracy 

issue… 

 

W. David Hardy: 

Yes, it is an important one. 

 

Lisa Capaldini: 

It is unfortunately the biggest issue here because I think we've all had patients who 
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were infected in this situation ‘I thought we were monogamous’, and honestly in my 

practice, I really try to discuss this in a way that does not come across as homophobic, in 

terms of well, you know, how gay men are and blah, blah, blah. This came up yesterday. 

I saw a new patient who has been undetectable for five years on his first treatment. His 

partner and he have been together for eight months. His partner is on Truvada and he 

said, “Do you think my partner should be on Truvada?” And I answered it both 

biologically and contextually and it is a fascinating problem. I am just concerned that 

we are giving Truvada to people who may not need it and we are not getting it to people 

who do need it. 

 

W. David Hardy: 

Yes, it is really an important point. So I tend to agree with you and I do think it is 

overkill for the right circumstance. And again, I think part of being a clinician, being a 

doctor, and being a nurse practitioner or PA is understanding your patient while there is 

no absolute. The other trust issue that didn't come up is trusting the person to take 

their ART consistently. As Joe showed before from 052, the problem is the unlinked 

infections. But it wasn’t so much the linked infections as long as someone was really 

undetectable and had been that way for a while. I think that there is biologic data and 

then there is this sort of psychological relationship data that we have to think about. 

 

David Wohl: 

Lisa, would you counsel patients different if this was a heterosexual couple versus a 

homosexual couple? Two men? 

 

Lisa Capaldini: 

No. I think the same issues come up. Again, there are many women I take care of who 

are infected by male partners who knew they were positive. That is horrible! 

 

David Wohl: 

Yes, both ways. 

 

Lisa Capaldini: 

Yes. 

 

W. David Hardy: 

Yes, but for my patients - and again, we are talking to grownups - I tell them that you 
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have to make grownup decisions because you are grownups. Biologically, there should 

be a really fantastically low risk, but if that is not acceptable or you know, ‘Well, I don’t 

feel like having sex with this person because I am still afraid,’ so then it becomes the 

most expensive sort of aphrodisiac, that’s okay as well, but we will talk about it. 

 

David Wohl: 

But that is worth something! 

 

W. David Hardy: 

That is worth something! 

 

David Wohl: 

You know, having sex in a relaxed atmosphere. 

 

【Chapter 3】 

W. David Hardy: 

That’s right. If she is nervous or if he is nervous because he knows he is undetectable 

but he still is nervous, that to me, “I am off work” because that is getting in the way of 

their relationship in a big way, if education doesn't do it. So that has come up a few 

times in my clinic. Alright, let us see what the audience said before that erudite 

discussion. Oh, it is kind of split. Yes, it is pretty good. And again, I think this is a city 

and an environment where PrEP is pretty well-trodden whereas where some of us work, 

it is still a struggle. So it is interesting to see this. 

 

I am not going to go through the data, we have already talked about and David 

mentioned the partner study, this is not the partners PrEP study. This is a different 

study, it is observational study. There was another study, a smaller study that showed 

the same sort of thing. The risk is incredibly low and I think we all understand that. 

 

Let us do another vote. This is a switch and Joe Eron mentioned what he felt. I know 

how he will vote on this, but “Should all patients on TDF basically be switched to TAF?” 

Yes, TAF is new and improved TDF, we should use it or b) No, most people tolerate TDF 

just fine, if I don’t see a problem, I don’t see doing anything about it. Let us do a quick 

vote and then we will have the panel and then we will see the answer. Alright, so what 

are you guys doing? People coming in nowadays they are on TDF, they have been on it 

for a while, switching them? 
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Lisa Capaldini: 

I would say, switch everyone who is on TDF for HIV, but definitely not for PrEP, make 

that distinction. I really don’t see any downside to the switch other than sometimes 

there are formulary hassles, but I have heard that it is pretty cost-neutral. So really the 

only issue is a logistical, not medical. 

 

David Wohl: 

Yes. The only reservation I did have before I heard David Wyles speak this afternoon 

was around hepatitis B. But now knowing that there has been a large Phase III study 

which clearly showed that TAF works… 

 

W. David Hardy: 

Two studies, yes. 

 

David Wohl: 

In hepatitis B, two large studies, that will I am sure be used to approve TAF for 

hepatitis B very soon, then my reservations about wanting to switch are less and less all 

the time because it definitely is an improvement in safety. 

 

Sally Hodder: 

Well, I agree, and I am switching, but we have short term data. And in fact the tenofovir 

concentrations in the cell are higher. I always have the caveat that yes, it appears it is 

better for bones, there is less renal toxicity by the markers that we have, but we really 

don’t know over the long term, if number one, it will be safe, or if number two, 

something else will come up. We have all been there where something was tolerated 

well short term, but then had horrendous long term side effects. I don’t think that is the 

case, but I think that that needs to be nuanced. The other issue is what happens 

obviously with cost and increasingly that is really driving things. And when tenofovir is 

generic, are there going to be sort of pressures to actually treat somebody with 

tenofovir? I think we need to keep collecting data and demonstrating over a longer 

period of time, may be it gets safer and the differences are greater over a longer period 

of time. I think it is going to be important to know that. 

 

W. David Hardy: 

Lisa? 
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Lisa Capaldini: 

I had a followup question. Are there patients that historically you would have been 

reluctant to initiate a TDF regimen, where you are now comfortable initiating a 

TAF-based regimen? 

 

David Wohl: 

I think certainly patients who I have shied away from TDF because of creatinine 

clearance say, less than 70, I might feel more comfortable because I do believe the data 

that they did with TAF-based regimens in patients with creatinine clearances between 

69 and 30 that there does seem to be good tolerance there. Yes, I think that is opening 

up some treatment options for patients who do have some mild-to-moderate degree of 

renal insufficiency. Getting back to what Sally said, I was just thinking about long term, 

the one thing I think is a little bit concerning about TAF is that it is concentrated by 

about seven-fold greater inside the cell than what TDF did and the kind of extrapolation 

would be what kind of side effects, what kind of adverse event would we expect from 

that. Or just like other nucleoside analogs that inhibit mitochondrial DNA, although 

tenofovir has had the least amount of association with mitochondrial toxicity with 

seven-fold increase somehow give it that ability to start inhibiting mitochondrial DNA 

and therefore causing all of the problems that we saw with the older nukes. I don’t know, 

I have to watch and see. 

 

Sally Hodder: 

You know the folks that I am feeling much better about were the folks that had, sort of a 

normal creatinine, but they were a bit older. They had coronary artery disease and you 

really didn't want to put them on tenofovir and then you got into the nuke-sparing. I 

don’t want to sort of get into that, but you know there have been lots of issues with 

regimens that haven’t worked there. I think for that kind of person, and again, long 

term we don’t know, but I think TAF really is much more attractive. 

 

W. David Hardy: 

Yes, this is great, this is the right points. In New York we did talk a little bit about we 

all thought it is not d4T. We all thought that was fine for a while and then we learned 

later on. So I agree, mitochondrial toxicity could be something to keep an eye on. But 

right, looks good now, the data looks great. So let us just go through it real quick – I 

want to make sure we have enough time. I think that this is right thing to be thinking 
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about at this early juncture. So the good news is that we have really equivalent 

co-formulations as well and I think this makes it pretty easy for us to do some of these 

lateral switches. I will be honest with you, I have drank the Kool-Aid on TAF and I have 

been switching a lot of my folks. You guys have seen enough of the early data, naïve. So 

the data look great, I am not going to go over it again, but we know that there is a really 

good data and a large number of treatment-naïve people that TAF looked better than 

TDF when it comes to bone and renal outcomes and some subclinical renal outcomes we 

know from switching in people who have normal renal function that Joel Gallant 

showed again, high efficacy and better renal safety. You have seen this before, so I am 

not going over it, but everything trends in the right direction favoring TAF. 

 

Then as well in people with renal insufficiency and David alluded to this that people 

who switch who have renal insufficiency almost always because of something other than 

TDF, when they switch to TAF it does not make things worse. That is a really good sign 

as well. Alright, so still on the realm of talking about therapy and how do we do the 

right thing. This is the question that increasingly is coming up for me especially as I 

train fellows and others who are interested in treating HIV. “Is there still a need for 

boosted regimens for initial ART?” a) Yes we still need boosted regimens and you heard 

a lot of data today about boosted and unboosted regimens, or b) No, and we know how 

Chuck Hicks is going to vote on this, he made it very clear. He is a B kind of guy. No, 

there are really good unboosted alternatives. So let us vote real quick. Alright guys, you 

are starting people, naïve patients, you are starting on boosted regimens or not boosted 

regimens, what are you doing? 

 

David Wohl: 

Trying to get away from them. 

 

W. David Hardy: 

Really, okay. 

 

David Wohl: 

Trying to get away from, sorry. I think this was the darling of the early 2000s of boosting 

every PI that we could find and would be boosted. It was a very important way when we 

all were drinking the Kool-Aid, but the IQ, the inhibitory quotient information. But in 

this day and age, I think getting away from PIs is a good idea just in general and since 

most of them are boosted or all of them are boosted we use now, then there are other 
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good alternatives. 

 

Sally Hodder: 

In general, I agree. A year ago, I think I would have been still somewhat more nervous 

about dolutegravir, but I think I am becoming convinced that it has a high barrier. I 

think there is one place though that is really important and that is the pregnant women. 

Currently, as we discussed earlier, you had boosted protease alternatives or you had 

raltegravir. We know when they have done analysis about what infants get infected, a 

factor that is associated with a lower incidence of infection in the infant is actually going 

on anti-retroviral therapy before and staying suppressed the whole way. So you have the 

choice of raltegrovir, which for most folks, I personally would like along with tenofovir 

and FTC, we don’t know about TAF in pregnancy, or you have the boosted proteases and 

in some folks, and I have had these folks, you know that are incessant drug users, have 

a very tough time. Most of these women can get undetectable, but you never know when 

they are going to fall off the truck. I have had folks come in with a lot of resistance and 

then it becomes much more problematic in the pregnancy. 

 

I just want to go back to the dolutegravir issue. We do not have data. There was actually 

an impact study that was presented at CROI and we talked about the PK levels that 

were somewhat lower. The AUC, I think was about 25%, but it was only 15 women, but 

all 15 were suppressed at delivery. Now the problem is, is that dolutegravir clearance in 

the infant was prolonged and there were four congenital malformations. It is such a 

small number that the confidence intervals are out the door and I am not suggesting for 

a minute that dolutegravir, we can say, is more associated with those. But I do think it 

is cautionary and I do think that particularly in that high stakes sort of situation I do 

think that there are times when a boosted protease inhibitor would be the one to use. 

 

W. David Hardy: 

Besides pregnant women, anybody else that you are liking for protease or boosters in 

general? This is not just specific to protease. 

 

Lisa Capaldini: 

For me the main problem with the boosters are the drug-drug interactions, particularly 

as my patients get older and also with patients who use recreational drugs. And I have 

always felt that there was a role for unboosted proteases in adherent patients. I hope 

that the Flamingo study can be extrapolated to less adherent patients, but I really think 
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we don’t have the data yet to say that in highly non-adherent patients we know that a 

drug like dolutegravir will perform as well. I hope that is right, but I just don’t think we 

know. I think as someone who has been doing this since 1983, although I am only 31 

years old, I have seen these years go by of nuke-sparing, protease-sparing, all these 

things and when we start to get into labeling entire classes of drugs, I really think we 

are not looking at the patient and saying, ‘Is this drug safe for this patient? Does this 

patient feel good on this drug?’ I have a bunch of patients who are on booster proteases 

who don’t need to be. They are adherent, they don’t need it, but they don’t have any side 

effects and when I offer them single tablet simplification or switching to an integrase… 

 

W. David Hardy: 

We are going to get there. 

 

Lisa Capaldini: 

Most of them say, ‘Ain’t broke, don’t fix it’. So I am a little concerned we are starting to 

get into this integrase mania that really may be exceeding what we know scientifically. 

 

【Chapter 4】 

W. David Hardy: 

Let us go to the video and see what they said – yes, they are still in need for boosting. 

That is really interesting. Let us go to some of the data. Again, we have shown really 

time and time again, the DHHS recommendations regarding what we now call, 

recommended regimens were preferred and three currently, maybe one hanging on by a 

thread are boosted. We still use boosters and we talked about that. We saw in some of 

the answers before that people are preferring sometimes the use of booster like COBI 

with elvitegravir. So it is something that is still happening. You mentioned Flamingo, 

Lisa, and I think it is important just to review that. When you are comparing an 

integrase to a boosted PI, the smart money is on the integrase, no matter what the 

integrase is. It is likely not having anything to do with potency, has to do with 

tolerability. The boosting agent is the issue and whether it would be COBI or Ritonavir, 

you are going to see more problems develop. When we have such good therapies, even 

small problems turn into sometimes significant results. And here we saw superiority of 

dolutegravir in this regimen in treatment-naïve folks. So I think it is really important. 

 

The ACTG state, again, that when it’s looked at previously where you see two boosted PI 

regimens are favorites, pretty much so far against raltegravir, which Chuck Hicks 
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predicted that this would be the outcome because he was a big booster for raltegravir, no 

pun intended. Twice a day and people are bashing and he is like, ‘Look you see it, did 

really well because it is clean and it works really nicely,’ and we saw that even against 

darunavir, ritonavir, raltegravir did really, really well in this large study. People say, 

‘Okay, that is because of the hyperbilirubinemia with atazanavir’. It was not just 

hyperbilirubinemia. But just the second line down, you can even see that when it was 

just general gastrointestinal toxicity there was quite a big difference even with 

darunavir and certainly atazanavir and raltegravir. So I think there is a quality of life 

issue that we are talking about here. 

 

And this is what people keep talking about which is, ‘What about resistance and we love 

our boosted protease inhibitors’ because they don’t have resistance. They are 

indemnification; they are bullet proof, whatever you want to say. Whereas lower barrier 

to resistance, integrases like elvitegravir and raltegravir don’t have that and we love 

these zeroes that we see when we look for PI mutations in study after study after study 

with hundreds of people. But we are starting to see the same sort of zeroes pop up in 

studies of dolutegravir, which of course is much earlier in its run. But as Joe Eron and 

others have said, by now we should be seeing if there is really a weakness, a 

vulnerability here. Look what the folks in Europe are doing to torture dolutegravir, I 

mean, My God! So we are talking about like we are going to switch people to 

dolutegravir with 3TC from a 20 person study and they are now giving it in some 

studies to people who have integrase resistance and as monotherapy. We used to stress 

test the banks, we are stress testing this anti-viral. So I think we will see what it can do 

and what it can't do, but it looks pretty darn good. 

 

Again, we have seen the COBI and ritonavir are very similar and that is what that 

shows. Lisa mentioned, and I think it is really important. So, yes, my patients who are 

doing really well, I think about this, but then I think about even if they are not on drugs 

that interact with their antiretrovirals right now, what is the chance in the next 10 

years that they could be. So there is a long list of interactions with ritonavir and we 

know that there is interactions also with COBI that we have to think about. Alright, so 

this is sort of again similar and we won’t go over this long, but I think it is important to 

talk about this because this also, so in the treatment-naïve patients, I have to be honest 

with you, I am even avoiding the COBI containing integrase combinations because I am 

trying to avoid boosters. I would like to think that five years from now, we will look back 

on when we used to use boosters, and not necessarily found. But what about my 
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patients like you talked about Lisa, who come in and I am switching. So we have 

already went through the whole Kaletra, lopinavir/ritonavir, ‘I want you off your 

lopinavir/ritonavir’ and how to pry it out of their cold hands and get them on something 

else. Still we have people on booster protease inhibitors and I am having a conversation 

with them. So let us talk about this. People who are doing well like Lisa talked about. 

She kind of showed her hand a little bit, should we switch these people to unboosted 

regimens or no, keep them on what they are on. Like my patient said to me, ‘Grandma 

says, if it ain’t broke, don’t fix it.’ Great, so you guys have kind of talked a little bit about 

this, but how cowboy or cow girlish are you for switching folks who are on boosted PIs, 

they come in and they are doing great? 

 

David Wohl: 

You know, the one thing that comes to mind is only the fact that we can often time 

simplify a regimen to one pill once a day and make it easier. But when I think about the 

Euro SIDA data that showed that the three drugs that are most commonly associated 

with renal failure were not only tenofovir but also boosted lopinavir and boosted 

atazanavir and even when they factored out the effect that tenofovir may have when 

given in combination with the boosted PI, the boosted PI still had more of an evidence of 

renal failure associated with it, chronic kidney disease, I should say. So I think there is 

some toxicity there that we are tolerating that we are asking our patients to tolerate 

that at least with the unboosted regimens, we can hopefully do away with it. 

 

W. David Hardy: 

Yes, I think people agree. For many of my patients, I talk about the accident of the 

timing of their starting HIV therapy. So they came into clinic when we were using 

certain regimens like boosted PIs because we are thinking in classes, not necessarily 

patients are because we had to, or they entered a clinical trial. I have people who 

entered clinical trials and got assigned a boosted PI and they have subsequently been on 

that boosted PI ever since. So we talk about that and talk about the happy or unhappy 

accidents and now we can may be change that. If you would come in today, you might 

have walked out with a very different regimen. 

 

Lisa Capaldini: 

I would like to point out the importance of talking to the patient about how they are 

doing on the drug. I inherited a fellow about a month ago who was on Viracept and 

Combivir for five years, having not surprisingly nausea and diarrhea. He told his doctor 
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and his doctor said, ‘Well it is working, so you need to stay on it’. I hope we are out of 

this era where from our perspective, ‘If it ain’t broke, don’t fix it’ looking at surrogate 

markers and take advantage of the fact that we have all these new options, not only to 

get virologic suppression, but optimize the quality of life for people. There was an era 

where I think most patients got put on boosted PIs as you pointed out and a lot of them 

don’t need to be on boosted PIs and those are the folks I go after for the reasons David 

pointed out. 

 

W. David Hardy: 

Well, I also worry about, and I think some of you think about this too, are patients who 

come in and when you ask them they don’t have side effects, but they have a new 

normal for their side effects. I have had many patients who I have switched off of 

boosted regimens who now complain about constipation, because they are only moving 

their bowels once a day. Alright, let us see how you guys voted. Yes, again, I think that 

this is something just to think about. I am not saying that we should, Joel Gallant if he 

was here would start taking out his PowerPoint presentation and showing 8-track 

cassette players, you know they still play music, but that does not mean you have to still 

listen to music on an 8-track player. 

 

Sally Hodder: 

Oh, that’s brutal. 

 

W. David Hardy: 

So, there are things that we could update for our people and I don’t think – again there 

is always a risk when you are switching. They will screw up, the pharmacy will screw 

up, there could be prior authorization issues. I think at least there should be a check box 

in our head. Should this person stay on this regimen? Is this the right regimen that they 

should be on continuing moving forward? If the check is yes, it should be, that is great 

you at least thought about it, you at least raised the question. Maybe the patient has an 

opinion about this too. Alright, let us do this one quickly because I want to leave time for 

the last one. So there has always been a lot of interest in these nuke-sparing regimens 

and maybe that is a little different right now. So given what we have got going on now, is 

there still a role for thinking about, and I will say nuke-limiting because we understand 

and if you have 3TC or FTC and it is not nuke-free, so I call that a nuke-limiting or a 

nuke-sparing regimen, a) Yes we still need to come up with nuke-sparing or limiting 

regimens, or b) No, it is a different ball game now. Please vote. This is something we 
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should be spending a lot of our time on? Nuke-sparing, nuke-limiting regimens? 

 

Sally Hodder: 

I am not sure how much time we should be spending on it, but I think it is important to 

generate data about these because the ones that always sort of concern me are the folks 

that have renal disease, older folks, coronary artery disease, and even with TAF, though 

you can use it lower if they have had decreasing creatinine clearance and perhaps some 

proteinuria, which most older folks may have, I am really concerned about using even 

TAF in those folks. I am obviously concerned about abacavir. I think that given the sort 

of littered path we have with NRT-sparing regimens that we thought would work and 

then they didn’t work. I won't bore you, but you know there have been lots of them with 

really good agents. I think we need to study these and frankly though I must say, 

dolutegravir and 3TC is very attractive, it is 20 patients. It is not enough. We have to 

study these because I think we are going to learn things that we would not know. I think 

there have been so many surprises in this area, it should really sort of tell us that we 

need to keep looking at that. 

 

David Wohl: 

I think about how we got to the two nukes plus the third. It is all a historic sort of 

situation. 

 

W. David Hardy: 

Right. 

 

David Wohl: 

It was just what was in our hands at the time, that all those guidelines were initially 

created of two of these and one of those, two of these, one of those. When you really 

think back about where the rationale for that came from is that we had very limited 

number of drugs to play with. I agree with Sally, because I participated in several of 

those nuke-sparing regimens and because I think there was good reason to try to move 

away from our oldest class of medications which we have abandoned more members of 

the nuke class than any other class of medication so far because of toxicity. Toxicity was 

the reason. The studies that have been done in nuke-limiting or nuke-sparing regimens 

oftentimes were not done with the right drugs or the right dose. Although the one with 

boosted darunavir and raltegravir should have worked. That should have worked, but it 

did not so well, so there is still something about having at least one nuke in there that 
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somehow helps. So I am very much in favor of continuing to study those options. 

 

Lisa Capaldini: 

I think there is a broader question here that rather than looking at studies that are 

nuke-sparing, I think that we need to look at, ‘Are we stuck in a model like David 

mentioned that is unnecessarily aggressive?’. Is there a broader role for induction 

maintenance treatments where we go from three drugs to two drugs or even three drugs 

to one drug, not specifically as a nuke issue, but just as a, can we steward our resources 

a little bit better. Also I wanted to say that I think some of what we have blamed on 

symptoms that the patients had that we attributed to nuke toxicity, may in fact be 

mitochondrial toxicity from HIV itself. When Julio Montaner published his important 

article in New England Journal showing the specific toxicity of d4T, one of the bars that 

was not commented on at all was the high prevalence of mitochondrial toxicity in 

patients with HIV on no medicines at all. So it may be that the nukes are adding to the 

HIV associated mitochondrial toxicity. I think we will find if we avoid the nukes that 

patients are still going to have these problems and so that a little bit of what we blamed 

on the nukes, they may be innocent bystanders. 

 

【Chapter 5】 

W. David Hardy: 

Got it, good. Alright, let us see what people say. So there is still enthusiasm. I think 

implicit in this question was, ‘Is TAF sort of a game changer and now obviates the need 

for a nuke-sparing or a nuke-limiting,’ but it sounds like people are thinking we still 

need to have some options that don’t include nukes. I think the concerns with nukes has 

been really well articulated and I am not going to go over that and we do have TAF as 

was pointed out. I think TAF is great. I certainly have endorsed it, but I think it is still 

early and there are people who are more cautious and conservative than I think that is 

very valid. 

 

Lots of different strategies, you have heard a lot about them today. I would say that 

most of the PI-based regimens that have used 3TC have been most successful. They 

have used lopinavir/ritonavir which is a different sort of boosted PI than we use now 

and there is a lot more ritonavir. I just put that out there and they are not created 

equally. We have seen some differential results when we see non-lopinavir/ritonavir 

regimens being used in a minimalistic fashion. So just keeping that in mind then it 

came up when we were talking during Dan’s session about dolutegravir with 3TC and 
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there was not as much talk about the LATTE. It could have been may be that particular 

patient was on a PPI, or whatever, but rilpivirine and cabotegravir integrates in NRTI 

combination is being another one of these and as you mentioned using may be in 

induction maintenance this could be a really good maintenance. I think there is a lot of 

work going on and there has been a lot of studies as Sally mentioned. 

 

Alright, this is the last series of questions and I think this will be an interesting one. I 

am very interested in what people think about this. Let us assume for the moment that 

long-acting ART like we just were talking about with the LATTE combination becomes a 

reality. What proportion of your patients do you anticipate treating with injectable 

ART? This is a carefully worded question, so read it carefully. What proportion of your 

patients you anticipate treating with injectable ART. It goes from none all the way up to 

more than half. You all vote and then I am going to ask our panelists the same question. 

I am going to go right down the line. So Lisa? 

 

Lisa Capaldini: 

Before I talk to my friends and patients who are HIV positive, I would have said less 

than 10%, but now that I have actually asked people ‘Would you want to do this?’ is 

somewhere between D and E. 

 

W. David Hardy: 

Yes. David? 

 

David Wohl: 

I have to agree. I think that the assumption that we make as treaters or as people who 

work in the pharmaceutical industry, this is only going to be for people who have real 

hard time taking pills, but that is not true at all. I have had the same experience, to the 

HIV positive individual would say, ‘Sure if I can come in once a month and get a shot 

and not have to worry about pills for the entire month, not have to chase my 

prescriptions, I have to get those co-pay cards, my life would be so much easier. I came 

to your office, you give me a shot, and I walk out the door.’ And I think right now the 

side effects of the shots are still somewhat problematic in terms of the volume and also 

the reactions that people have, but even when the people who got the shots for over a 

year, the majority of them were still saying they would continue to do it. So I would 

think it is going to be somewhere between D and E. 
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Sally Hodder: 

I think there are probably two categories of patients that this would fit. One is the crew 

that actually comes to clinic, can get undetectable for a month or so and then they fall 

off the wagon and then they come in and they really have post I-don’t-know-what 

remorse, but that crew, they have very chaotic lifestyles and I would think particularly, 

we don’t know if it is going to Q4 or Q8, but particularly Q8, I think that crew would 

really benefit. In my experience it depends where you are, in West Virginia it would be 

well under 10%, in Newark about 20 to 23% of our folks who were undetectable and I 

would say roughly half of those were folks that consistently came to clinic. Then there is 

the crew that, as many of patients have said, ‘I like taking once a day because then I 

have to only think about that I am HIV infected once a day,’ so if you are only having to 

think that once every two months that is great. But this is a difficult shot as you 

mentioned, it is in the medial glute. I think that individuals that are in clinical trials 

are really motivated, they are incentivized, and I am not so sure. I know that folks, you 

know, ‘God! Once every two months! That would be great.’ But honestly I think it is 

probably going to be a bit lower and I would say may be 20%, may be a bit above that, 

but I don’t think it is going to get to 50. 

 

W. David Hardy: 

Alright, great. This is one of the lens there. This is a question that I put in there because 

I think that there has been really a shift in thinking about this. I have been sort of very 

enthusiastic about injecting ART, but my colleagues have not been so. But I think 

people are warming up to it, so it is interesting to see. Let us see what the audience said 

too. We will just have to dissect this. Yes, it is kind of peaking again around the 10 to 

20% or so. I think that is probably the right place to be right now, that one out of five of 

my patients might be a candidate for this, I think it is very reasonable. But there is even 

out one of 10 people who responded, so that was more than half their people. There is 

enthusiasm that I think is growing for this, may be as we have seen more data and as 

we understand some of the patient reported outcomes. 

 

So as everyone mentioned there are some things to know about this. This is not 

necessarily the simplest thing, but remarkably given what it is, has been well tolerated 

in the clinical trials, but this is not ___ let us just be clear. So I took the picture on the 

left of the battery. That is a double A battery not a triple A, so that is the little bit bigger 

one, not the little tiny guy that goes into your headlamp. That is 3 mL so you need two 

of those, not just one, but two. We have got people in the LATTE study remarkably and 
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they are motivated and they want this and they are incentivized, but may be our 

patients in clinic who are going to get on this will be motivated and may be even 

incentivized. And it is true, it just can’t be given anywhere on the tushy, it is got to be 

given sort of in this one area and that could be a little tough too. But again, so far 

remarkably so good from the patient-reported outcomes and from what we have heard, 

but I think we will hear more in real life. 

 

This is the patient reported outcome and David basically summed it up nicely that 

people who are on it, liked being on it, and kept on it, there is very few people who have 

stopped being on this due to the injection, but it is a self-selected group with a lot of 

satisfaction. Alright, so there is a series of questions that are Likert scale so I just 

wanted to go through just a few of them to try to get a sense of this, so we could flush 

out where this is headed. So we will do this kind of quickly. How likely are you on a scale 

of 1 to 5 with one being not likely and 5 being very likely, to prescribing long-acting ART 

to a non-adherent patient who rarely comes to clinic? So let us do this and we will show 

these responses as they go along. Alright, let us show that. Good. 

 

So the key thing, the knee jerk when we first hear about long-acting therapy is that this 

is going to be great. It is an injection, by definition directly observed, great for the 

non-adherent patient. In my view, and I think increasingly we are learning, that might 

be the absolutely wrong patient to put on this medicine. You don’t want to be chasing 

the guy who is due for his week, whatever, and it is five weeks later, it's six weeks later 

and the rilpivirine dose is falling. This stuff sticks around for a really, really long time, 

but at really low doses. When we think about adherence and long-acting ART, I think 

the way that the panelists described it, might be a little bit more. Let us go through the 

rest and then we will open it up for more discussion. 

 

So the next question, ‘How likely are you on a scale of the same scale 1 to 5 to prescribe 

LA-ART to a patient with poor medicine adherence but good clinic attendance?' Okay, 

let us do that for 10 seconds. Let us see it. So this should shift, right, okay, good. That is 

the message. I think this is it. This is the patient that I am looking at, this is the 

low-hanging fruit for me. It is not going to be the guy who keeps his HIV therapy under 

a bush and I never see him. It is the person who comes in and says, I am really sick of 

taking pills or I really wish there was an alternative. I could do it, but I would rather 

not, or there is a phenotype of women we sometimes see who just don’t take their 

medicines very well, they are very young, they are not pill takers, but they come to 
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every clinic visit. I think that is what Sally was alluding to. Once this comes out, those 

are the people I am calling up to come in to the clinic. These are the people who are 

viremic. 

 

David Wohl: 

Just going to back to the first group. We are starting a program in which we are actually 

going out and finding patients who don’t come to clinic anymore and are treating them 

in the field. IM injections allows that to happen. I have been impressed with the new 

population I am working with that not everyone always can get to the clinic. Oftentimes 

there is no transportation to get to the clinic because of some very rough sort of poverty 

situations or they just can't get out of the house, for one reason or the other. 

 

W. David Hardy: 

Yes, this brings up a great point. 

 

David Wohl: 

And so if you could send a nurse or someone who can give an injection out to the home, 

give an injection and keep that person undetectable, you are doing some good. 

 

W. David Hardy: 

I think this modality and I think we will hear it may be in the question and answer, 

really opens up opportunities for rethinking how we care for our patients and delivery 

systems. Gilead does not have to think too much about how you are going to administer 

TAF or TAF FTC. With this, I think we are going to have to really think about, it is more 

than just putting the medicine out there, it is how do we use this medicine wisely, and 

Babafemi and others in the ACCG are looking at can we incentivize for part of this and 

remember we should not forget, there is an oral lead-in period. So people will have to be 

on pills. So that is why I like taking people who are already on pills and may be 

switching, that is the low-hanging fruit and then thinking about people who don’t take 

pills well, how can we get them over that hump, keep them undetectable, get them 

undetectable, and then go onto. So there is challenges here and I think delivery is going 

to be a really key thing that we are going to have to explore. Alright, I think there is just 

a couple more of these. So a person with good medicine adherence, let us do that one 

really quickly. I think it is going to show the same sort of thing. Good. 
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Sally Hodder: 

Wow! 

 

W. David Hardy: 

Yes! And I don’t even think we have to do this. I think this is someone who described 

already who is undetectable with pill fatigue. Let us do it real quick to see what you 

guys say. Yes, great, yes, good. And at last that is our last question. Any further 

comments about long-acting ART or anything else we discussed? So maybe we can get to 

the questions. 

 

David Wohl: 

Looking forward to more of it. Unfortunately there is only two medications that have 

been put into a formulation that can do it, but I think that harkens well for more in the 

future. 

 

W. David Hardy: 

And we should mention because it is inside baseball little bit, but we don’t know if it is 

going to be every four weeks or every eight weeks. So the studies looked at every eight 

weeks and every 12 weeks. There has been a little bit of concern about the every eight 

weeks and whether or not it does have to be every four weeks. For some of us, I think 

that would be a deal breaker for some of our patients, so stay tuned for that. 


