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the first place, the issue of risks and the 

vaccination becomes more important and that you make 

it closerto the risk of the vaccination being close 

to the risk of just having zoster during that decade, 

and we don't have a lot of information about that. 

CHAIW OVERTURF: That actually begins 

to address the first question, but I would echo that 

I think ,there is considerable issues cancerning 

immunization of individuals 50 to 59 without -- and I 

think it's clear that there are not data that clearly 

support that. And, although I appreciate what the 

sponsor has initiated, I think there are problems in 

trying to make a recommendation for that group. 

DR. SCHARFSTEIN: I would like to come 

back to an issue I raised before amd,maybe I can just 

get a yes 'or no answer to this regarding PHN and both 

BOI depend upon the quality of the pain data. 

Can you assure me that thepain data is of 

high quality and there is not a lot of missing data, 

so that we're actually getting proper measures of PHN 

and BOI? 

DR. ROBAN: I believe that there was about 
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91 percent 182 day follow-up in the PHM cases, so 

follow-up over that period, but in the intermediate 

periods, which I don't have that data, there are some 

differences. Whether they are clinically significant, 

etcetera, this is obviously going to be, exploratory 

but, you know, it would be, I think, important to look 

to see if'there were more cases in the ZOSTAVAX group 

with higher AUCs, up to the point where they were 

missing and at what point they became missing versus 

the placebo. 

DR. SCHARFSTEIN; All right. So to define 

AUC, you have to have -- 

DR. ROEGN: A time. 

DR. SCHARFSTEIN: ,-- to be following. 

Keep a complete follow-up. 

DR. ROHAN: Right. 

DR. SCHARFSTEIN: SQ there's probably very 

few people who have complete follow-up over that time 

period. 5 don't know. We haven't seen any of the 

data. So two of our endpoints critically depend upon 

the quality. Yes, you have the data? Do you have it? 

DR. SILVER: Yes. Actually, I would like 
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to just clarify one other point. Again, in terms of 

the termination interview, 95 percent of the subjects 

enrolled in the study completed a termination 

interview: 4 percent died. Less than 1 percent were 

lost and so did not have follow-up. Month by month, 

a very large majority had ongoing follow-up 

throughout. 

So now, if I could turn to slide 1501. I 

think this speaks to the issue of follow-up. And I 

think it's important to realize people were not lost 

to followqup. What happened was the pain fell below 

a certainlevel, so the frequency of visits decreased. 

At any given time point for a particular visit, about 

90 percent were at a visit and the BOI does cover the 

entire period. 

What we see here, again, is that 91 

percent completed. Another 5 percent were within a 

stone's throw of 182 days by having at least 175 days. 

We're talking about roughly 5 percent who had 

incomplete follow-up and, among the 33 out of the 950 

or so, there were 11 deaths. And, as you can see 

here, among the individuals, several of them had a 
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healed ra~sh and a score of 1 or lower at the last 

visit and, then there were just a little handful who 

had no follow-up. 

DR. SCBARFSTEIN: So when I see more than 

100 -- put that back up. When I see more than 182 

days, does that mean the person was around the whole 

time and 'reporting at all your visits or does that 

mean oh, that person only came in twice before 182 

days, but I saw him at 190 days? 

DR. SILBER: No. Wlhat happens is the 

primary analysis truncated at 182 days. Those who had 

ongoing pain due to PHN continued to be followed 

beyond the six months. 

DR. SCBARFSTEIN: When I look at the 

people, the 287 people who had more than 182 days -- 

DR. SILBER: It may have been 183, 184. 

DR. SCBARFSTEIN: I understand, but does 

that meanthat they reported at -- you have to measure 

the pain,' right, a bunch of times. I mean, is it 

reported every time during that period? Probably not. 

DR. SILBER: It was about 80 or 90 percent 

of the time points, I think, were covered. 
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DR. SCWSTEIN: At each individual time 

point, si&t? 

DR. FLEMING: That is a key point that Dan 

is asking. It's not enough just to know that 90 

percent had at least an assessment. It's important to 

know how&anypeople, what fraction of all assessments 

were, in fact, captured. 

DR. CHAN: During the course of the six 

month follow-up, on the average around 80 to 85 

percent of the subjects that have the mandatory visits 

that they are supposed to come in for the pain 

measures., And at the last visit, as Jeff just showed 

YOU I pretty much over 90 percent have the complete 

follow-up,at the last visit bes'ides those who don't 

have pain follow-up, about two and four in each group. 

DR. FLEMING: 20 percent missing. This is 

pretty high. 

DR. SCHARFSTEIN: I don't think that 

answers the question. I mean, he said that 80 percent 

of the pebple had complete data in every one of the 

monitoredrvisits up until 182 days? 

DR. FLEMING.: Can he repeat? I thought 
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you were saying 82 percent of all visits that were to 

be performed were performed. What? Cauld you repeat 

what you are saying? 

DR. CfIAN: On average for a given visit, 

around 80 to 85 percent of the roster cases came back 

for their visits. Sometimes, some of these visits are 

on a weekly schedule. So if they are off by one day, 

they got slotted into the next schedule which is the 

next week. 

DR. FLEMING: So much less than 80 percent 

had all visits. 

PARTICIPANT: Much less. 

DR. FLEMING: Yes. 

DR. SCHARFSTEIN: At each visit, you said 

85 percent ~of the people showed up, right? Is that 

what you said? 

DR. CM: Right, of all -- 

DR. SCHARFSTEIN: In order to calculate 

AUC, you have to have information at all the visits, 

that for which they are -- 

DR. CRAN: Say if somebody skip a visit 

and have to visit on prior on the next -- 
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DR. ~CBARFSTEIN: Th6St-i YOU just 

extrapolape between the two. 

DR. CHAN: Exactly. 

DR. SCHARFSTEIN: Right. 

DR. CHAN: And that is sort of a -- 

DR. SCBARFSTEIN: So some people you're 

just extrapolating from one missed visit, some you're 

extrapolating for two missed visits. Some you are 

extrapolating for five missed visits. Right? 

DR. CHAN: That is the method of 

calculating the AUC, is really just not all the 

subject have the pain scores from every day of the 

visit. Soby design, that is the way that AUC was 

constructed, yes. 

CHAIRMAN OVERTURF: Dr. Royal? 

MEMBER ROYAL,: I have a question about 

just pain itself. And granted, to just lEook at pain 

scores you"re leaving out some parameters that are 

going to be important to a quality 0f.a person's life. 

But when you compare just the pain scores themselves 

initially and-at the end of follow-up, what do you see 

when you look at the two groups? 
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: How do they compare? How does the 

distribution compare? And, specificazly, those who 

are considered to have significant pain, what sort of 

comparative distribution do you see? 

DR. ROHPLN: I don't think that the study 

specifically -- and, again, I think you had asked this 

before an:d probably I didn't actually answer the 

question.. Hopefully, I can now. I don”t think that 

the study was designed to look.at different gradations 

of pain. Anyone that had a score -- all scores up to 

the first 30 days after rash unset were counted. 

Scores of 3 and above on the 10 point 

scale were counted at time points after 30 days, but 

I don't think that there was any kind of analysis done 

on people ,with the highest pain scores, There were 

many instruments that were administered with quality 

of life, health care utilization, etoetsra, that were 

monitored during the study though. 

So it was fairly extensive as far as the 

impact of the disease not just in pain. And although 

a lot of our conversations have focused on the pain 

and the area under the curve, really the sponsor 
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looked at: every imaginable impact in eople's life, 

quality of life, pain medication usage, etcetera. 

MEMBER ROYAL: My understanding is that 

pain scores were collected for every patient at every 

reporting,point during the study. So one should be 

able to know what the individual scores were, what the 

median, the range for the group -- 

DR. ROW: We do have that. 

M'EXBER ROYAL: And you should be able to 

make those comparisons. 

DR. CXAN: Slide No. 39. Dr. Ahnn, could 

you? 

DR. AHBN: Yes I that: -- 

DR. ROIGJN: And I presented this earlier, 

so this gives you an idea of the mean. 

DR. AIiNN: Yes + 

DR. ROHAN: Worst pain at these various 

time points. 

DR. A?m3: We kind of omit the number of 

subjects who actually take the questionnaire. So, for 

example, the day 2 in placebo group, there are like 58 

patients 'who answered the IZXQt the initial 
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question&ire out of 642. And the day 1, I mean, the 

day 2, the next day of the rash unset, 158 patient out 

of 642 HZ.cases actually answer either IZIQ or ZDPI, 

mostly I think IZIQ. And day 3, 242 placebo HZ cases 

had answered the questionnaire out of 642 HZ cases. 

so, you know, I don't think, you know, 

everybody who developed HZ has seme number of 

questionnaires answered. You know, it's very 

variable, 

DR. SCBARFSTEI~: some af that is 

structural, right, because -- 

DR. AHNN: Yes. 

DR. SCHARFSTEIN: Some of that is 

structural. The question is what is the unstructured 

level of missingness in the study? 

DR. AHNN: You know, the data like 642 HZ 

cases in the placebo grdup and all other like, you 

know, all others are structural zero. But even with 

those, among those 642 cases, there are still, you 

know, the area under the curve zero because they 

didn't develop any pain at all. 

So, also, that's the same for the ZOSTAVAX 
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group, too. That’s the real zero and:mostly others 

are structural zero like automatic zera in terms of 

the area under the curves. 

C!HAIRM&N CWERTURF: Dr, Farley? 

MEMBER FARLEY: I wonder if you could 

clarify again for us the definition that changed in 

the course of the study that I -- as I recall, it was 

for posth&rpetic neuralgia and the time frame, it was 

earlier. It had been planned to be 30 days, I think, 

and it was changed to 90 days. 

Can you just help us understand why that 

change was made halfway through and if that is 

something:that we should be thinking harder about? 

DR. ROBAN: I guess I would let the 

sponsor answer the question, but the change was made 

after the: last HZ case was accrued. The study was 

completed‘and terminated about six months after the 

last case was accrued, but the change was made after 

the last case. 

DR. SILBER: The question relates to it 

was a protocol amendment to. This was actually 

generated, I think, at the request of the DSMB quite 
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a time before that and Merck and the VA -- and this 

was based, on emerging literature among pain experts 

and in the medical field that the definition of PE%N 

was, in fact, evolving and that the concept of acute 

and chronic pain waschanging. 

And, in fact, there was much debate as to 

whether the change should be to 90 or 120 days. In 

fact, two members of the DSMB are part of the 

literature that has emerged on this. And if we could 

go to slide 623, please. 

So this was something that was discussed 

amongst us and then in the end submitted to the FDA 

about the,time the last case was accruing, but prior 

to unbliqding of the data. And I had mentioned 

earlier when I went through the primary PHN analysis 

that a sensitivity analysis using different time 

points had, essentially, the same information. 

What we have here is that with each 

successively later time point, the point estimate for 

efficacy goes incrementally up a little bit. At the 

same time,. there are fewer subjects at the time points 

and so the lower bound of the confidence interval 
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remains the same. But this is a change that, again 

was driven by the DSMB and was driven by an evolution 

in the medical literature and the understanding of 

pain in the community. 

And then if I could just turn to 625 for 

a moment,, I would like to try to get back to Dr. 

Royal's question. X'm not sure if this quite gets 

there, but if we take sort of in the theme of levels 

of pain, this slide shows the different time points. 

And, also, if we were to use a cutoff of 

2 or a cutoff of 4, and again what we see, as we have 

seen as a recurring theme, set the bar higher. Use a 

level of 4 and relative to what we sawwSth the cutoff 

of 3 or now the cutoff of 2, the vaccine effect is 

just a smidgen higher. 

CKASRMAN OVERTURF: Dr. Scharfstein? 

DR. ROHAN: I just had one comment. In 

changing the definition of PEN,. the sponsor specified 

that the point estimate had to be at least 62 percent 

for this endpoint. And you can see that from the 

slides that were previously presented, at day 30 and 

day 60, that endpoint would have failed based on the 
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specified,endpoint of at least 62 percent, So it was 

changed to 90 that if you look at the time course, 

that's the. first point at which it was above 62 

percent. I 

CHAI&MAN OVERTURF: Dr. Scharfstein? 

DR. SILBER: If I may clarify. The time 

point and,the point estimate were actually changed in 

concert and so if the 30 day time point had remained 

the point estimate observed at 30 and 60, it would 

have met the original criterion and so -- 

DR. ROBAN: But the original criteria did 

not include a point estimate, I believe. It did? It 

was -- excuse me? 59 percent. So I guess, obviously, 

what -- the minimum efficacy that is expected depends 

on when you see it. 3ut, again, it was changed after 

the Last case was accrued. 

C!HAIRPf.N!? OVERTURF: Dr. Scharfstein, you 

had a comment. 

DR. SCHARFSTEIPJ: This is a naive 

question. Is it possible that the effect of this 

vaccine is not to prevent herpes aoster, but to just 

prolong its occurrence? 
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DR. SCHARFSTEIN: Because it shifts the 

time at which you would get herpes zoster, so we have 
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only got three years of follow-up on each patient. 

C!H&lZMAN OVERTURF: Actually, that issue 

has been raised already, I think, and I raised it. 

DR. SCHARFSTEIN: Yes. 

CHAIRMAN OVERTURF: All right. Thanks. 

DR. SCHARFSTEIN: Do you want another 

answer? 
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sponsor might want to answer that. 

DR. SCHARFSTEIN: Well, are you satisfied 

with the response? 
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DR. SILBER: Well, although it's certainly 

reasonable that the vaccine efficacy might wane over 

time, we have not seen this and this again being a 

memory res'ponse, people are boosting due to endogenous 

and exogenous exposure to the virus all the time. One 

would expect that this T-dependent response would come 

back withla subsequent vaccination. 

In fact, booster vaccinations or a two- 
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dose regimen in a short period have shown that the 

response does, in fact, come back to the level seen 

after a first dose. So we would anticipate that 
: 

should the data evolve to demonstrate that there is 

I waning effxcacy, that there would be benefits from a 

subsequent dose. 

CHAIRMAN OVERTURF: Yes. I think actually 

that addresses actually a couple of questions we have 

not addressed in the 3(c) and (d), which is that I 

think post-licensure studies have got to include some 

component,of active surveillance or relatively active 

surveillance to look at this issue, because we really 

have a four year period of duration right now in any 

age group. 

And it will require, I think, some 

continued look st this because I think the question 

you asked is pertinent and relevant to what we are all 

considering. So I think that we will probably agree, 

unless somebody disagrees, that some active component 

or some agtive subset needs to be continued to be 

looked at very actively. This may be done in a number 

of settings. 
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We talked yesterday about using VSD data 

to look at this, which would be one active component, 

and obviously there will be -- it might be actually 

included in the vero subset, which is the occurrence 

of herpes zoster following -- it should be reporting 

of herpes roster following the receipt of the vaccine 

ought to be part of the vero subset as well. Yes, Dr. 

Gellin? 

DR, GELLIN: I want to go back in follow- 

up to a questionthat Monica started about the medical 

care of the patients or the subjects in this, and that 

we heard early on the medical need ffor this vaccine 

was because there was -- available therapies had 

limitations,, but built into this was both pain 

management and antivirals. 

Now, I wonder what we have learned about 

modern day intervention af ready access to these 

through this trial. 

CHAIRMAN OVERTURF: Claarl:y, it was a 

benefit of'the,trial, I think. I think they have made 

that point, was that enrollment in this trial actually 

enrolled you in some very good pain management. 
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DR. SILBER: Obviously, the trial is not 

designed ito look at the treatment of herpes zoster. 

But when we look at the fraction of individuals who 

received antivirals, who received anticonvulsant 

medication such as gabapentin, who received opiates, 

and when ,we compare thatwith large databases that 

look across a general population, the frequency of use 

of all of thesemedications was actually substantially 

higher than is seen in general medical practice, so 

again speaks to the level of care across all of the 

subjects, vaccine and placebo recipients who might 

have developed zoster. 

CHAIRMAN OVER&RF: Dr. Fleming? 

DR. FLEMING: I was actually going to wait 

to make this comment until we were answering the 

question, but I think our colleagues have raised this 

issue and'it maybe is better to have it open in the 

discussion. 

: And I would like to just pursue a little 

bit further the idea of might we be delaying? And to 

the credit, of this trial, it provides very good data 

in terms of durability of effects out to three to four 
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years, but this issue of whether.we are allowing 

people to remain at risk to a later point in time is 

certainly' a very relevant one. 

The data that we see indicates that there 

is a substantial immune response that is provided by 

the vaccine, but roughly in terms of eometric mean 

titer ratios, twice that that comes rom an actual 

case of herpes zoster. And so the question that I 
/ 

might wonder, is herpes zoster the best approach to 

protect against a PHN case? 

Well ‘ the issue is not if there is, in 

fact, a risk of a PHN case when you have herpes 

zoster, but the data that are fascinating that the 

sponsor has put forward is where you have high levels 

of risk of herpes zoster relative to risk of PHN is in 

your 50s. 

And.if you have l,.OOO people and, based on 

the data, maybe if the sponsor said 300 of them over 

a 25 to 30 year period would, in fact, be at risk for 

a case of,herpes zoster, during that first decade of 

the 5Os, if you start at age 50 for example, you're 

accumulatfng five to six cases per year that you're 
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preventinG. That adds up to 50 to 66 cases out of 

those 300., 

Would it have beenbetter for those people 

to have, i"n fact, had cases of herpes zoster where 

they are at, essentially, no risk for PBN, and this is 

a question s-pecific to starting in your 5Os, rather 

than to allow those or are you better to prevent those 

cases or allow them to occur when th.e PHN risk is 

going to be low in your 5Os? 

j DR. WHARTON: I would point out that in 

otherwise, immunocompetent subjects, once you have a 

case of Iherpes‘ zoster, yCX.lr risk for having a 

subsequent episode is 5 percent or less based on 

literature. 

DR. FLEMING: Precisely. Therein lies the 

issue we're discussing. 

CHAIRXANGVERTURI?: Any furtherquestions, 

comments?, Dr. Hetherington? 

DR. HETHERINGTGN: I apologize if this was 

covered previously, but did, you look at the use of 

pain medications across treatmentxrms as a potential 

confounding factor in the pain assessment? 
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: So your question is whether we 

have looked at the pain medication uses as part of the 

assessment of vaccine efficacy. We did. Obviously, 

when we look at the zoster endpoint, the pain 

medication don't come into the picture because all 

those come after the zoster surveys. 

1 Whenwe look at the supportive analysis in 

terms of the severity-by-duration of Foster pain among 

the cases; we did take that into account, and all we 

found is in general the pain medication uses are very 

balanced between the two groups and there is no effect 

on the vaccine effects because of use of the antiviral 

or pain medications. 

DR. SILBER: I would like to get back to 

Dr. Fleming's point again about the potential for 

delaying. The evidence that we have is that the 

vaccine efPect is durable and, although people in the 

50 to 59 age group do not have PHN at the rate that 

older individuals do, they have often very severe, 

acute pain. 

200,000 people a year have acute herpes 

zoster in ,this age group with severe pain. The rate 
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of complications, other than PHN, is about as high in 

people 5Q to 59, including the ocular and other 

potentially severe complications and so -- 

DR. FLEMING: TRen why weren't they 

included in the.trial? If it's so obvious that these 

people are at such considerable risk and potential for 

benefit, why weren't they in your trial? 

DR,' SILBER: Well, again, to go back to 

the original point, that the primary benefit that we 

would anticipate to see in the younger individuals is 

from prevention of the episode outright. The 

scientific information available to Merck and the VA 

in 1997 when this trial was initiated, in 1992 and 

1994 when' the protocol was drafted was that the 

vaccinaticn could not accomplish that. 

s Further to the point, even if the vaccine 

at some pdint wanes and is not durable, that doesn't 

mean there is 'no benefit to the individuals. And, 

again, what we have seen in three diff,erent studies 

with second vaccinations and as we would anticipate 

since this:virus-is kept quiescent for many years is 

that immuqologic boosting that could eventually be 

(202) 2344433 

CQUR~REPORlERSANDf~SI;RISEBS 
1323 RHODE ISLAND AVE., N.W. 
WAStiiNGTDN, D.C. 20005-3701 www.nealrgfoss.com 



3 

4: 

5 

6 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

223 

given with a second dose,, if necessary, would 

biologically plausibly prevent that episode from 

happening,at a later time, 

CHAIRMAN OVERTURF: I would agree that 

it's biologically plausible, but the issue really is 

why wasn't it studied? If it was part of the original 

hypothesis, then it should have been studied. And, 

obviously, you have explained a little bit why it was 

not and I'm sympathetic with that, and I think the 

issue is &most more of a public health issue at this 

point. 

This is going to be an issue about how 

best to control herpes zoster in this population, and 

I think the question before the Committee to me is do 

we have data to support this method of control for 

this publiic health problem? Dr. Royal? 

MEMBER ROYAL: Just going back a minute to 

potential effects of treatment of individual patients 

on some of' the parameters that yau measured. 

Is there any reason to think that patients 

who are treated with an antiviral might.have had some 

differential difference in the frequency with which 

NEAL R. GROSS 
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you isolated your vaccine strain virus versus non- 

vaccine strain from the lesions themselves? so I 

believe you found your vaccine strain in two patients, 

in lesions from two patients, but not in the rest. 

Do you think that their being on an 

antiretroviral would affect that at all? 

DR. SILBER: The question refers to the 

isolation of the VZV in the PCR. 1 think we may be 

dealing wfth two separate issues. Iti the Shingles 

Prevention Study, the Oka strain was not seen in any 

individuals during the efficacy follow-up. All of the 

cases of Foster that occurred were .wi.th wild type. 

All of the rashes that occurred that had specimens 

within 42 days were wild type. 

In two other trials, one subject each 

developed -- among those with VW-like rashes, there 

was these two individuals who had rashes fromwhom the 

PCRs disclosed Uka strain. In one case it was a 92 

year-old man who.had just a few, some papular lesions 

13 days postvaccination, in the other-study a 23 year- 

old femalefrom the VARIVAX study who was seropositive 

and had some lesions about a week after vaccination. 
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So this was in the immediate postvaccination period. 

DR. GUTSCH: One other point to this 

question !is that the samples for PCR were collected 

before a&clovir was being administered. 

CHAIIWAN OVERTURF: Dr. Markovitz? 

ME%BER MARKOVITZ: I'm curious how the 

decision Was originally made to only give one dose of 

the vaccine. 1~ seems like, you know, you obviously 

have efficacy in certain populations, I'm wondering 

why a booster given a month later or something wasn't 

pursued. 'I know you did that in some of your earlier 

studies, but I'm curious why that stratqgy fell by the 

wayside. 

DR. SILBER: A question about the single 

dose regimen. Again, the studies that had been 

conducted ,previously and, in fact, the studies that 

have been done subsequently have indicated that there 

was not further immunologic benefit from a second 

dose, that it got back to where you were with dose 

one. NOW> whether that could translate into some 

qualitative difference was not studied. 

CWALRMAN OVERTURE': Hearing no further 
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questions' or comments from the Cofiunittee, I think 

we' 11 progress to the main questions and we're 

instructed to answer these questions as they are 

I asked. 

If there areportions of the question that 

any given Committee Member, when polled, disagreed 

with, please, state your reasons and,provide input to 

the FDA on what you think needs to be.done in order to 

fully support that particular indication, 

So I'm going to start with Dr. Karron. 

And the first question is "Are the available data 

adequate to support the &fficacy of ZBSTAVAX when 

administered to-persons greater than 50 years of age 

in preventing herpes zoster, preventin postherpetic 

neuralgia, preventing poatherpetic neu.ralgia beyond 

the effect. on the prevention of herpes zoster, 

decreasing the sponsor-defined burden of illness and 

decreasing the sponsor-defined burden of illness 

beyond the effect on the prevention of herpes zoster? 

If not, ,what additional information should be 

provided?"' 

MEMBER KARROX: Herpes roster is an 
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important cause of morbidity in the elderly and a 

I vaccine that effectively prevented' roster and its 

I complications would make an important contribution to 
I 

public health. 

The sponsor has shown th t ZOSTAVAX is 

effective' in decreasing the incidence of zoster, 

preventing postherpetic neuralgia and decreasing the 

sponsor-defined burden of illness in iaidividuals who 

are 60 to 69 and over 70 years of a&e. 

However, as shown in the additional 

analysis, gfficacy against the incidence of zoster is 

substantially decreased in individuals over 80 on the 

order of about 18 to 20 percent, though there may be 

better efficacy againstpostherpetic neuralgia, burden 

of illness or prevention of pe"rhaps the most severe 

pain comp&ications. Though, obviously, the numbers 

are small;and here the confidence intervals overlap 

zero. 

Although the sponsor has asked for an 

indication for use in individuals over 50 years of 

age, only 185 individuals in the 50 to 60 year-old age 

group have been studied and those individuals have 
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been stu&ied for safety. 

While it's likely that a vaccine that is 

efficacious in individuals over 60 would also be 

efficacious in individuals in that 50 to 60 year-old 

age group,, the question needs to be addressed more 

completely. Perhaps additional assessments of 

immunogenicity with a bridging study could be 

contemplated since the rate of zoster is quite low in 

the 50 to:60 year-old age group, 

An additional important issue that has 

been touched on by many of the people here today is 

the issue of duration of protection against zoster. 

And this is not only a question regarding the need for 

booster doses toprevent thebreakthrough disease, but 

also importantly the question of whether immunizing 

the young elderly, those say 50 to 70 years-old, will 

only delay the time to occurrence of zoster 

potentially with worse complications in older 

individuals. 

So my conclusions are that the data are 

not adequa:te to support efficacy in persons over 50 

years of age, though there may be data to support 
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efficacy in a subset of that group. 

CHAIRMAN OVERTWRR: Dr. Fleming? 

DR. FLEMING: Well, I too think this 

answer requires some specific consideration of groups 

or subgroups of Patients. As the question relates to 

people in their ages of 50 to 60, there are no data 

that have,been presented to us. And I do believe in 

principle, that labels should reflect what the 

eligibility criteria and exclusion criteria are in 

clinical trials. And if people have been 

systematidally excluded in their SOS, it seems 

logically, incon.sistent to then judge we can use 

evidence from that trial to address whether or not 

efficacy has been established and safety has been 

established in that group. 

It i,s the case that PHN risk is low below 

the age of 60. And I thin-k that does, in fact, 

provide some lo&c to why those participants weren't 

included in the trial. And as we were ,discussing in 

our open discussion period, there is at least 

uncertainty. about the issue of the prudence of 

delaying herpes zoster oases in people in their 50s 
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when they are at. very low PEN risk to then be at 

continued: risk in ages later in time when PWN risk is 

much greater. 

s As it regards to efficacy for preventing 

herpes zoster in patients over the age of 60, I 

believe that there are positive efficacy data to 

establish; effects on herpes zoster. As an aside, I 

would argue as' always we should be .doing an ITT 

analysis. The sponsor here did an "MITT analysis 

excluding those cases in the first 30 days, where, in 

fact, the& was evidence of benefit. So as an aside, 

again we.s~ee an instance where start at time zero and 

count everything that happens, both analyses would 

have shown essentially the same thing in this case. 

The issue though is one of 

generalizibility, as has b&n pointed out, and we're 

going to come back to those issues of 

generalizability. One of the aspects though of 

generalizability is specifically age. And experience 

has shown that it's treacherous to look at results by 

subgroups with , the risk of being misled that 

differences that are uniform may be interpreted or 
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facts that are uniform may be interpreted to be 

different!by subgroups. 

However, I da think in this case the 

evidence for a waning effect or for a lessor effect in 

older participants is very strong with estimates for 

herpes zoster on the order of about 64 percent 

relative efficacy, if you are from 59 to 69, dropping 

down to"44 in your early 7Os, 36 in your late 7Os, 20 

in your early 80s and about 12 above 85. A monotonic 

trend in <a study of this size that provides very 

strong indication of an effect that is, in fact, age- 

specific. 

And we see a similar type of evidence for 

PHN and for BOX. So as we move fqrward to Part B for 

preventing PHN, I do believe that there is evidence 

here in this study for reducing PHN at targeted 

levels, protocol-specified targeted levels for people 

who are in' their 60s to 80s. But for people who are 

above‘80, ,the overall PEN efficacy is well below the 

targeted level. And a similar situation arises with 

BOI where ,there is evidence of benefit in those who 

are in their 60s to 80, but above 80 one again is 
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:1 below targeted-levels for efficacy. 

NOW., key questions are also asked in BNC 

about how much of the effect goes beyond the 
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prevention of h&es zoster. So specifically, in B, 

how much of the,PHN effect goes beyond prevention of 

herpes zoster? My own sense about this is again this 

is an age-specific answer. If you are in your 6Os, 

there is no difference at all. 
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so the evidence, in fact, would 

considerably suggest that if you are in your 6Os, the 

effect on.PIIN is essentially reflecting the effect on 

herpes z-aster. For participants who are in their 70s 

though and even into their 8Os, there is an indication 

that the effect is exceeding that effect that is 

15 
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simply reDresented by herpes .zoster, 
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: For the similar question as'it relates to 

BOI, I struggle a bit more. Again, itls very clear. 

If you're in your 6Os, there is no evidence that the 

BOI measureof efficacy exceeds at al1 what was simply 

attributable to herpes zoster. There is a suggestion 

though as ,with FHN that when you are in your 70s and 

8Os, there may be some added value, i.e., it's not 
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The ascertainment of the outcome is nat as consistent 

as one would hope. I do think there is a suggestion 

in the ribht hand tail, which would e&plain why the 

FDA and sponsorrs analyses are so different. So at 

least, at; this point, I'm willing to say like with 

PHN, there is a suggestion that there might be more 

than just the herpes zoster effect when you are in 

your 70s and when you are in your 80s. 

I'm going to stop at that point, because 

you are tallking about what additional information. I 

don't know if you want that answer later, but one 

thing I have skipped over, because it comes in 

Question 3, that I think is critical, at least in my 

answers to.A, B and C, is not only does this approval 

or does this conclusion have to depend on the age, but 

it certain%y is problematic that we have an absence of 

or very limited information in critical cohorts. 

Obviously, nothing in the 50s to 60. In 

patients with co-morbidities Or chronic 

NEAL Ft. GROSS 
COURT REPOR?ERS AND T~S~R~~~S 

1323 RHODE ISLAND AVE., N.W. 
(202) 234-4433 WASHINGTON. D.C. MOt&3701 wwwwalrgruswom 

233 



4 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

234 

immunosuppression, we have also no evidence, We have 

minimal e@dence in blacks and Hispanics. And the 

evidence that we do have in those above age 80 and 

certainly above.age 85 is very concerning in terms of 

lack of persuasiveness. 

So the answers here, I,believe, as has 

already been stated are very dependent on the nature 

of the baseline characteristics and r.isk groups of the 

participants. 

CHAIRMAN QVERTURF: Dr. Word? 

MEMBER WORD: I don't think I'll be as 

long as Dr. Fleming. I think he summed it up very 

nicely. 93ut anyway, I think what the sponsor actually 

-- the indication that the sponsor is seeking is 

really in individuals greater than 50. However, they 

really only provide us with data that examines those 

and provides evidence for those that are greater than 

60 years of age. And that's where I struggle with 

this. 

I mean, we're really based or asked to 

make a judgment call based on some immunologic data 

or, you know, as you would say a leap of faith, well, 
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if it works better. We know they are younger, so that 

they should have a better immunologic response. 

However, what we are missing are the.hard and fast 
.I 

data. So if I stick to what you say; then, you know, 

some of the questions thatc I had, it still goes back 

to the duration'of the effect of the vaccine, giving 

it in this 50 year-old age group. 

I don't know about the ,need for the 

booster or the effect administering the vaccine that 

has been brought up by others if you give it earlier 

to people, what long-term effect will that have. So 

I guess if I took away the year 50 years and I took it 

to 60, then the, answer would have been yes. But 

because it stayed at greater than 50, I would have to 

say my angwer would have to be no to all three. 

CHAIRMAN OVERTURF: Dr. Scharfstein? 

DR. SCHAIPSTEIN: I think the sponsor 

showed that there is a short-term effect of the 

vaccine on preventing herpes zoster in the 60s and 

70s. I/m concerned about the 50 to 59 year-old 

category as well as the over 80 category. I have 

serious concerns about the quality of the pain data. 
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It may be: fine. I just hwen't seen it. And so the 

endpoints, postherpetic neuralgia and BOI depend 

critically upon, that. 

So I would say that I am uncomfortable 

concluding that the sponsors have shown an effect on 

preventing postberpeticneuralgia or on BOX. I also 

have concerns about the analyses that are conditional 

on the presence of herpes zoster as those populations 

may or may not be comparable. We saw some data 

suggest that there were a COUpZe on basepoint 

characteristics. However, there could be unmeasured 

confounders that can explain some of these 

differences+ 

So qgain, I'm nQt comfortable concluding 

that the sponsor has shown an effect of preventing PBN 

above and:beyond its effect on herpes soster or its 

effect on BOI abave and beyond, its effects on herpes 

zoster. 

CHAXRMAN OVERTWRF: Dr. Rowbotham? 

'DR, ROWBOTHAM: For the gre+t majority of 

persons who~develop and episode of herpes zoster, it's 

a very severe, but fortunately, rebeztively short 
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illness. But for those whose pain lingers beyond a 

month, and even more so for those who still have pain 

at six mopths or a year, there is no,way to really 

underestimate the burden of suffering. 

This brings up the importance of the right 

hand tailin the data, in that those patients who have 

the very high burden of illness scores over the six 

months after an episode of zoster, these people are 

very likely to continue to have pain a year or even 

longer and be really quite severely disabled as a 

result. 

However, it's difficult to answer the 

three questions here, because of the lack of direct 

data in the group between the age of 50 and 59. So I 

can's answer any of the three questions on that. It 

would be speculative for me to provide a direct 

answer. nor the first question of preventing herpes 

zoster, the answer is quite clear. That if you are 

year 60 or greater, there is a very definite effect 

and that 'seems to carry on with some reasonable 

confidence on up into the 70s or perhaps even into the 

80s. 
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With regard to the question of preventing 

postherpettc neuralgia,, there is a semantic difficulty 

which is ,that if you don't have herpes zoster, you 

can't poss.ibly get postherpetic neuralgia, as we 

usually define it. So to put out an indication for 

preventing postherpetic neura&gia would encourage 

patients to try and get vaccinated as soon as they get 

an episode of zoster in the hopes of preventing 

postherpeticneuralgia. 

And I'm already .getting calls from 

patients asking to be vaccinated even though they have 

had postherpetic neuralgia fur the past 5 or 10 years. 

So there needs to be clarity as to what exactly the 

vaccine can do. And what is most clear is that in 

this age group between 60 and 70, that the vaccine is 

very effective in preventing herpes zoster. 

Now, in the older age .groujq, there is 

evidence that there is a preventive effect on 

postherpetic neuxalgiabeyondthe effect of preventing 

zoster. Zjnd there, the 1abeIing language would need 

to be very careful to try and avoid confusing both 

patients and clinicians. With regard to the third 
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question of decreasing the ,sponsor defined burden of 

illness, ,the problem there is that the way it was 

defined a$so included the preventive effect on herpes 

zoster. 
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And so it's difficult to answer that 

question, because it's really something that shouldbe 

7 split out into looking at the burden of illness in 
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those who,have developed zoster. And again, the data 

suggests that especially in the older patients that in 

the pivotal study that the patients over the age of 70 

did have: less severe pain, even when their pain 

persisted; Rnd so there, I think the burden of 

illness question is very important and it does support 

that there is an ,effect on burden of illness in those 
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who are x.&fortunate enough to develop roster despite 

being vaccinated. 

17 The ~most difficult problem that will come 
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up in the:other questions is what to do in the group 

between 50 and 59. And there we are really hampered 

by the lack of information on the durability of the 
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vaccination and whether or not patients who are 

vaccinated at 5'0 should be revaccinated at some 
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additional time point before they turn 60, when the 

likelihood of developing postherpetic neuralgia after 

zoster starts to greatly rise. 

CHAIRMAN OVERTURF: Dr. Gekl.lin? 

DR. GELLIN: I'll avoid summarizing a lot 

of the data we heard, but given the question as 

framed, are there data available to support efficacy 

of ZOSTAVAX when administered to persons greater than 

SO? We simply don't have sufficient data in the 50 

and above: So for me that makes the answer to all the 

subparts easy, t.hat there is not the data to support 

that. 

CHAIRMAN OVERTURF: Okay. Dr. Wharton? 

DR. WHARTON: I would echo Dr. Gellin's 

comments regarding the adequacy of available data to 

support the efficacy in persons 50 years of age and 

older for herpes zoster, postherpetic neuralgia and 

burden oft illness. 

That said, there is good data in the 

pivotal efficacy trial to support efficacy for 

prevention of herpes zoster in persons in their 60s 

and 7Os, yet into their 8Os, as others have commented, 
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postherpetic neuralgia and burden of illness 

evaluations in those age groups are very strongly 

driven in the .younger part of that population by 

reduction of herpes zoster. It does appear on the 

higher end that there may be independent effect, but 

it was less definite than one might like. 

CHAXRMAN OVERTURF: Rr. Royal? 

MEMBER ROYAL: Thank you, I would also 

like to stick to the question as posed to us. Looking 

at the data for patients 50 years and over, there is 

non-uniformity in response and inadequate data for the 

50 and 60 year age groups. So for that reason, I feel 

that the studies do not support efficacy for patients 

greater than 50 years. 

CHAfRMANOVERTI+?: Yourindustryopinion, 

Dr. Hetherington? 

RR. HETHERINGTGN: Well, my comments will 

parallel pretty much what you've already heard. Just 

to put it fn different words, durability is a relative 

term and for the older age group, three to four years 

may put you in the ballpark of something reasonable. 

But as you get to somebody in the 50 and 60 year-old 
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I group, who has 30 to 40 years of life left, then 

durability of three to four years really doesn't mean 

much. 

And until the question of durability or 

strategy to deal with any waning immunity,in those who 

might be 'immunized at a younger older age group is 

answered, I don't think YOU could make a 

recommendation in that 50 to 59 year-old group. The 

standard of approving therapeutics is still based on 

data and data for the population that has been 

studied. 'And that again is still lacking. 

That said, for the subparts, there 

certainly, is data showing this vaccine could be 

effective in certain age groups for preventing 

morbidities, associated with zoster. Most of the 

improvements or benefits seem to be in reducing the 

frequency of actual cases. I confess some indecision 

about whether the things such as burden of illness or 

preventing:PHN is beyond the effect of prevention of 

herpes zoster. Nevertheless, I think the bottom line 

is that there is an overall effect and a potential for 

this therapeutic. 
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CtiIRMAB OVEXTWXF: Dr. Faxley? 

MEX3ER PARLEY: Z agree that as posed my 

answer to Question 1 would be no, that we haven't been 

presented, with adequate data in the 50 and older 

category. I do think that it's important to 

acknowledge that they have shown what I think is quite 

impressive reduction in the incidence of herpes zoster 

in those 60 and over. And I do -believe that that's 

something,that needs to be visited with the idea of 

whether it has' a role currently in terms of the 

approval -~&ocess for those for which it was tested. 

I believe that the additional data that we 

all want and would emphasize is. in the 50 to 59 age 

group. Perhaps also in the immunocomgromised older 

elderly, but in the 50 to 59, the emphasis not only on 

some sort of consistent bridging inform&ion, but with 

a mandate'to really look at the issue of the waning 

immunity and the idea of boosters and data on the 

boosting effect over time. 

So 1 would vote or answer no to the 

question as poseo, but would prefer to also keep the 

idea of some consideration for the 60 and older 
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category Ifor consideration of approval. 

CRAIRESAN OVERTURF: Yes, Dr. Markovitz? 

MEMBER MARKWITZ: Yes I 3; would like to 

echo a few things that were stated, but a few 

additional things. First of all, I think that, 

obviously; we cannot say there are any data to support 

licensing,this between age 50 and 60 or 50 and 59. It 

is unfortunate in the sense that my guess is it will 

work oncethe company actually does the studies, but 

until we have the studies, we can't really comment. 

And I'm a little reluctant to endorse, at 

least without 'a lot of thought, a" bridging study. I 

suspect an efficacy study would really be 

substantially better. That being said, I like the 

data for people over 60. I think they are pretty 

strong data. And I believe that it shows efficacy 

certainly ‘in preventing herpes zoster. 

Now I the issue that people have raised 

about postherpetic neuralgia and burden of illness, I 

think that,'s important in terms of the labeling. But 

it's my impression that at least clinically if you can 

actually improve on those parameters by simply 
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preventinlg zoster, that's still a very important 

I improvement. 

So while I think there may be some 

discussion about how to label this if it does get 

approved, I think in terms of real life clinical 

efficacy,, I think that preventing zoster and then 

impactinglon those other measures would be fine with 

me. So I vote, I guess I'm voting no for 50 to 59 and 

yes for 60 and above, if that's allowed. 

CHAIRMAN OVER'I'URF: Yes, I'm actually 

splitting:the vote on this. 3 would like to really 

congratul.+te the sponsors on what I think was an 

excellent-and a difficult trial. It's a trial because 

it's one of those -- it's similar to many vaccines 

that we now are beginning to develop, which really 

have to deal with long-term consequences that occur 

long after the vaccine is given. 

I suppose that was always true, but with 

childhood :vaccines, we are often dealing with issues 

like rube&la that would occur very shortly after 

immunization orwouldhave occurredvery shortly after 

immunization and we're somewhat universal and didn't 
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also carry some of the chronic and difficult 

consequences like zoster does. 

That said, actually I think I could move 

into the hypothetical realm and use what I know about 

the immunological data in the 50 year-old age group 

and would:have been willing' to. I think the biggest 

concern here is that you're really talking about 

giving this to a universal la-rge population with what 

I don't think are adequate safety data yet. 

That's perhaps thebiggest limiting factor 

and perhaps probably needs to be the most important 

prerequisite for post-licensure, if that's going to 

come. It does also -- and I think another issue is 

the long-term public health consequences of that 

vaccine given in that age,group and whether that's the 

best strat.egy. And I don't think we have enough 

information. 

Plus, we don't have enough -- this sounds 

to me like it ethos an awful lot on what we used to 

say about when the varicella vaccine was first 

licensed. We were all -- there was so much concern 

and still is some concern that we were going to be 



1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

247 

delaying fhe problem until a later point in which the 

I severity might be greater. And I thinle that still is 

an issue here. Although obviously, with the 

varicella, vaccine, which the sponsors have also 

provided,:we have eliminated perhaps an awful lot of 

the wild disease that would have contributed to part 

of this problem. 

So I think to me the data do support the 

use of the vaccine very clearly in individuals over 

60. I think there were strong suggestions that it 

probably does lower not only the incidence, but 

probably al-so somewhat the severity of the disease in 

individuafs over 70. And I think even thaugh at times 

the data snggests a minimal effect, I think that could 

have major public health consequences, even with the 

minimal effect. So I would support the use of the 

vaccine in individuals over 69, at this point. 

We need to proceed to -tha second question 

and I think, at this time, what I would suggest we do 

is at the time I polled the Committee at this point, 

I would -7 if you have additional questions that you 

want to address Asnder Question 3, I would make that 
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point at this time. If there is any further or last 

minute clarifications that you think shouldbebrought 

out by either the FDA or the sponsors, we'll take that 

at this time as well. 

And we ended with E)r, Markovitz and we'll 

start with him-eon this one. The second question being 

"Are the available data adequate to support the safety 

of ZOSTAVAX when administered to persons greater than 

50 years c$ age? If not, what addition&l information 

should be grovided?" 

MEMBER MARKOVITZ: W&J., the simple answer 

for me would be yes, again, talking aboyt really over 

60. Although, there are some pretty decent safety 

data for over 50. So I guess here we could even say 

over 50. : I am a little concerned about various 

follow-up issues that have been raised and the 

statisticaIl' issues that have been raised. Although, 

I think 'I would probably defer to my more 

statisticailfy sophisticated colleagues to talk about 

that more. 

So my overall answer is yes, I think the 

safety data are okay. The second question you raised, 

(202) 2344433 : 
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Gary, in Iterms of Question No. 3, "What else do we 

need?" I think it's obvious we need 50 to 59. we 

need more data on the more elderly. As I mentioned 
.' 

before, I wonder if really one dose is really the 

optimal way to proceed with this vaccine or one might 

be better off with two in the long run, 

And.then the obvious thing is the people 

who suffer the most clinically with zoster are 

obviously.people who are immunosuppressed, people on 

steroids, people-with HIV. For these people, this 

problem is a disaster. Not to downplay the problems 

with an otherwise healthy person, zoster is an awful 

disease in those people, too. But I think we clearly 

need data :on the immunocompromised and I don't mean 

just minor impairments, but truly immunocompromised 

people. 

CHM'RMAN OVERTURF: Dr. Parley? 

MEMBER PARLEY: In terms of No. 2, I'm 

satisfied with the safety data as presented for those 

60 and older, of course, not for -- and I'm not for 

those under 60. Just a couple of comments on No. 3. 

I'm actual,ly -- J have much less concern about the 
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Subgroup iA in that I think these people may get a 

benefit. It's possible it may be a little less 

beneficial. These patients may be -- because of their 
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co-morbidities might respond a little less, but they 

also because of who they are and where they are 

living, their life span may be shorter:than those who 

were in this study. 

8 So I'm not all that concerned about 

9 

10 

11 

expanding or generalizing or at- least making it 

available' to those in the Subgroup A. I think 

Subgroup I3 will need some very careful attention in 

12 terms of gost-licensure studies that would assure the 

13 
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15 
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18 

safety of the use in that group. I think that it 

would be to.our collective benefit for us to really be 

establishing good monitoring systems for and in an 

active way and this isn'tnecessarily all driven by 

the sponsor, but also by CDC and elsewhere, active 

surveillance for herpes zoster. 

19 
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22 

I think it is important from the 

/I 
standpoint that we have now,. you ,know, generation 

coming alongwithoutwild type'disease, without native 

disease, thatarevaceine protected, never had chicken 
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pox, wheke will they go with zoster, and those who 

would ha+e been boosted by that, the elderly and then 

introducing th"is vaccine, se things are 

going to be a complex mixture to.be studied and that 

we need to have a system that accurately assesses it 

in the best way possible with the best tools. 

And let's see, I think I'll close at that. 

CmIR3MAN OVERTURE': Dr. Ketherington? 

DR. WETRERINGTON: Z think, I would put a 

qualified, yes on the adequacy of the safety data,. j 

There are a couple of issues that I'm still wrestling 

with and 5 hope that the FDA will drill down on these 

as they complete their review. What is the dependence 

upon recall, patient diaries for‘the collective safety 

data? And the second is the use of the subset. While 

we were :told it was comparable to the general 

population in the study, we weren't shown the data. 

It wasn't shared. And there may be some subtle 

differences that may need to be explored a little bit 

more. And.again, I hope that the FDA will take that 

into account during their review. 

The presentation of the sqfety data, I 
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think, w&s somewhat limited, but on the top line 

looked fairly. reasonable. For Question No. 3, I'm 

just going ta pick on two issues. One is interaction 

studies with other vaccines and f believe the sponsor 

showed that they were planning on doing a study to 

6 II look at the interaction between flu vaccine and this 
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vaccine. * And I think that will be critically 

important. 

The second, I think, would be Part A under 

3 and that is the use of vaccines in persons, 

particularly those who are residing in assisted living 

situations or nursing homes. While in thi,s population 
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you didn't see any of the vaccine strain appearing, 

any herpes zoster, perhaps that would not be the case 
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in somebody in more of a debi.litated state, somebody 

who was on some sort of chronic immunosuppressive 
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therapy and in a nursing home setting. There may be 

the potential that the vaccine strain could be spread 

cutaneousljr, So' these are the things chat I think 

that the postmarketing pharmacovigilance study would 

need to address. 

CHAIRHAN OVERTURF': Qkay. Dr. Royal? 
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MEMBER ROYAL: I would a,lso say that the 

data as presented does to a limited extent support the 

safety of the vaccine and individuals greater than age 

50 years., Although the data in the younger age group 

could be,a bit stronger, I do feel that it's good 

enough, atthis point. I would also like to recommend 

that the sponsor consider looking a:t a group of 

patients that can provide information that's more 

generalizable to the general population by looking at 

individuals with chronic conditions, not necessarily 

chronic, immunosuppressive conditions. 

I also feel that it woul take a more 

special look at that group. And also to keep in mind 

the fact that even within the VA population that there 

is a fair, amount of variability in the -care that's 

given, given the fact that many veterans don't use the 

VA as their only point of care. 

’ CHAT-W OVERTURF: Dr. Wharton? 

DR. WHARTON: As written, as the question 

is written, I don’t believe you have all the data 

adequate to support the safety in persons 50 years of 

age and older, Although, I would give a qualified yes 
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for persons 60 years of age and older. I'm still 

troubledby the, fact ,that there were information on 7 

percent of vaccine recipients were obtained more than 

60 days out and I'm concerned,about the ability to 

adequatel:y ascertain safety infqrmation with 

information apparently obtained late. 

That said, the information such as it was 

didn't suggest any safety-related problems. However, 

as the vadcine is -- assuming the vaccine is licensed 

and is introduced into general u.se in the elderly, 

there wi1.1, be, I suspect, large num@ers of frail 

elderly people with many co-morbid conditions who will 

be vaccinated. And itls. clear tha.t information is 

needed ori the vaccine 'used in the more general 

population of the elderly. 

And I remain concerned that safety issues 

will arise which may have nothing at all to do with 

the vaccine and maybe have to do with the underlying 

health status of those persons, that there will need 

to be a population Laboratory SQ that those questions 

can be answered in a way that is efficient and can 

rapidly resolve the issues. And clearly, duration of 
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immunity tiill need to be addressed 'as well. 

CHPLXEIMAN OVERTURF: Dr. Gellin? 

DR. GELLIN: Again, as written, I don't 

think theie is sufficient data in that 50 to k9 year- 

old group to answer the question overaL and I won't 

get into the subgroup analysis. Although, I want to 

comment.that I felt that the safety data was otherwise 

sufficient. On a tangential noto, I had by 

serendipity over the past several-years have met many 

people whp have been involved in this study and I 

would encmurage the sponsors to in some way capture 

the information that happened here today and report 

back to the volunteers who may read about what 

happened. here today in a different light. 

And I think that also speaks to these 

incredibly large.studies and more and more people are 

involved in these, studies. We want to make sure that 

people continue to want to participate in such 

studies. 

' CHAIRMAN OVERTURF: Dr. Rowbotham? 

DR. ROWBOTKAM: With regard to this 

question, I think I would like to just point out that 

(202) 234-6433 
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the 009 study had only 185 subjects between the age of 

50 and 59, And I don't think that's enough to say 

that's adequate safety data when the target population 

in the overallU,S.,population is many, many millions. 

For: patients over the age of 60 though, 1 

think the Shingles Prevention Study, which is really 

a landmark for those of us who work primarily in the 

pain area; is adequate to suggest that the safety is 

quite good, especially given the potential benefits in 

that age group. Through post-licensure studies, 1 do 

have a couple of comments. 

1 think a very good postmarketing study 

would be to examine patients who axe living in 

assisted living ox nursing homes. And that's a 

particularly difficult group to manage,. If they do 

develop shingles; their communication ab-ilities may be 

quite impaired. They may be cognitively impaired. 

They can't tolerate any of the more aggressive 

invasive : injection procedures, "like epidural 

injections: that can be used in younger patients or 

healthier @Cents. 

They tend to do spectacularly bad on 
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~ sedating ,drugs like some of the antiqonvulsants and 

the opiates, so this is a group that's really tailor 

made for apreve&tive type treatmentlike the vaccine. 
: 

It's important to get this information on patients 

with chronic immunosuppressive therapies, probably in 

a progres$ive approach with those -- starting with 

those who are the least immunologically impaired and 

then going.on steadily into more an&more impaired 

groups. 

The persons with HIV infection actually 

offer a ready model there, because you can look at the 

T-cell counts and state the severity of immune system 

damage in .that disorder. So there was an interest in 

looking in that particular population. You could 

start with HIV-positive patients who have the least 

damage to their immune system with a treatment like 

this before godng on to the more severely impaired 

ones and that certain group that's very,high risk for 

zoster and also has quite a high incidence of 

postherpetic neuralgia. 

The duration of immunity as has been 

mentioned wite a bit, I think, is the major factor 
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limiting discussion of the utility of this inpatients 

between 50 and 59. 

CRAIRMAN OVERTURF: Dr. Scharfstein? 

DR. SCRARRSTEXN: For Question 2, I feel 

that there is data for subjects over 6O.years of age 

to support the safety of the vaccine, although I have 

some concerns about seeing ths data with regard to the 

comparability of the set of' people who'were followed 

in the ARNonitoring Study and the rest of the study 

population, as well as the uniformity of follow-up for 

safety information in' the study. 

In terms of Question No. 3, it seems to me 

that A, B and D, we didn't have a lot of data on 

those, so it's hard to comment. In terms of C, in 

terms of the vaccine greater or equal to 80 years, 

there wasn't a tremendous 'kmount of data to support. 

There was some data, but not a tremendous amount of 

data for over 80. And we haven't seen the 

pharmacov<gilanco plan, bat I would support active 

surveillance if the vaccine was approved. And I also 

have some concerns about generalizability as this was 

a predominantly white population that was studied. 
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MISBER WQRD: In terms of the available 
I 

safety data, Lthink if you were looking at over 60, 

I think 11 would be in agreement with everyone else. 

I think ,&hen it comes to the 50 to 60 year-old age 

group, as'has been pointed out, while the study seemed 

like it w&s reasonable, you have a very small number 

in that population. 

In terms of additional studies, I think 

Dr. Hetherington mentioned one &ready when he talked 

about co-administration. He mentioned the -- the 

sponsor mentioned influenza, One of the other things 

that has been suggested during theage range, that 

they should have gotten pneumococcal and you may also 

look at DTaP, even though it% not been formally 

recommended, 1c think ultimately it will 'be for that 

age group [for adults as opposed to just plain TD. 

f guess the other questien f wasn't sure 

of was in the pharmacovigilance plan, it talked about 

identification, some identification program, I'm not 

quite sure what that is, in terns of being able to 

identify, I guess, the vaccine versus wi9d type virus, 
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but I don't know how you are going t;o disseminate 

that. And the other thing that just struck me as odd 

is that you're looking at targeting a group that is 

over 50 a&d you have a Pregnancy Registry. So I don't 

know if that was just a carryover from the other 

vaccine, but it just seemed a little odd that that was 

in there. 

: CHAIRMAN OVERTURF': Rr. Fleming? 

DR. FLEMING: Wheawer I answer the safety 

issue, I always view this as an ,answer in the context 

of benefit to risk. So I always think of what is 

acceptable safety based on what is the level of 

efficacy. With that in mind, just very quickly again, 

my view is:' efficacy essentially is established in the 

60 to 80 range, We don't have data in the 50 year- 

olds and in those above 80, HZ incidence was only 

minimally .effected and BOI,and PEN levels didn't meet 

target. 

So the efficacy, as '1 see it, is in 60 to 

80 year-olds where in thatrange throughout there is 

HZ incidence data that is persuasive. Although, only 

in the 70s is there evidence of added severity-by- 
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duration beyond the incidence. So with that as 

background, I'll just very briefly say that the safety 

data in the 5Os, like the efficacy data, is lacking. 

Although it was interesting to me to look at the 

sponsor'sslide 74 where there was mere. safety events 

that were'occurring in the 50s than above 50. That 

was an interesting observation. 

So drilling down on the safety in 60 to 80 

year-olds, one thing that 1 noted was the SAE rate is 

relatively 60 percent higher in this cohort. And, in 

fact, in the 70s it's relatively 80 percent higher. 

That translates by my calcul-ation into something on 

the order of about six SAEevents per thousand people. 

And 3 put that in contrast with six HZ events 

prevented iand one PEW event prevented, although that 

is an extension. That will extend over each year in 

the future. 

So my sense about this is that based on 

what is known in the safety domain,. the overall 

benefit to risk does appear to be favorable in the 60 

to 80 year-olds, 1 remain somewhat uncertain and 

specificaLly again refer to the FDA's summary slide 83 
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CQURT REPORTERS At@ T~S~~lB~~S 
1323 RHODE BAND .A%., N.V. 
WASlilkGTON, D.C. 51ooo5;3703 



5 

6 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

262 

saying "zCompleteness of safety ATRS and study 

terminatiosi follow-up is unclear.* I, obviously, 

believe that it's going to be important for the FDA to 

be as confident about the completeness of this 

evidence as pos,sible. 

I am suspecting that when that assessment 

is final , that the.overall.sense in the 60 to 80 year- 

olds would be that benefit to risk is favorable. As 

it relates to Question -- as far as Question No. 3 is 

concernedSand Parts A, B and C, I'll reiterate what I 

had mentioned before. I don't look at this just as 

postmarketing. I look at this as premarketing. There 

are categeries of patients here that I would be 

c0ncerned:i.f they were included in the label. 

Those that are 50 to 60, those with co- 

morbidities on chronic immunosuppressives and, in 

fact, because of the lack of benefit, those that are 

above age 80. Therefore, I would hope to see studies 

done evenbefore marketing that would enlighten us 

much more clearly about; benefit to risk in those 

categories>. 

In blacks and Hispanics it is 
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disappointing how limited the evidence is. Z would 

urge the FDA to carefully consider that evidence. I'm 

stopping short of saying those categories shouldn't be 

included 'in the label, but I'm disappointed at the 

limited amount of information we have there and would 

want the lFDA to look carefully at what information 

exists. 

Regarding duration of immunity, let me 

just step,back and first as an aside make the point 

that the nature of.evidence that has been presented to 

us, for example, that was on the sponsor slide 62, 

indicatesthat ELISA titers and ELISPOT counts are 

correlated with the level of risk. That is what we, 

in fact, know. 

The sponsor used orally the terminology 

"they are correlates of protection," and on their 

slides said it's correlated with efficacy. Those 

latter two terms convey knowledge of causality. The 

kind of data that is available doesn't establish 

causality.) It simply establishes a statistical 

association or a correlation and I have been arguing 

since 1990. on this Committee. 
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I would prefer that we statewhat we know 

with datqsuch as this, and that is that this evidence 

is correlated with level of risk rather than calling 
: 

it correlates of protection or correlations with 

efficacy, the latter of which suggests causality has 

been established. 

Let me though finish on a positive note. 

I would : like to congratulbte the sponsor for 

conducting a clinical endpoint trial not just an 

immunogenicity study. Therefore, as sit relates to 

question 3(d), duration of imunity, I think we can 

trump the answer to the question '"Is there evidence of 

duration of immunity?" by saying the sponsor has 

established over three to four years of follow-up that 

there is durable efficacy, and that to me is more 

impressive than the answer "Is there durability of 

immunity?" 

CHAIRMAN BVERTURF: Dr. Karron? 

MEMBI$R KARRON: So I would say that in 

terms of data to support the safety of ZOSTAVAX in 50 

to 60 year-olds,.I don't think there is adequate data. 

I do think,there is adequate data for those over 60. 
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I do share some of Rr. Wharton's concerns 

about that missing-7 percentand that number is a hit 

flexible, but whatever that is, and I would at least 

encourage;the sponsor t"o get to the FDA some of those 

demographic: data to assure us that those missing 

individuals are not different from those for whom they 

were able, to get data. 

In regard to question 3, I don't think I 

will makeiany additional comments, except that I did 

want to focus on that'group over 8,O and a comment that 

Dr. Overturf made at the end of the Xast question, 

which is that I think we should not under-estimate the 

morbidity .in that age group, in the very elderly, and 

that we might want to use a vqccine in that age group 

that has less efficacy. 

I mean, ideally, there would be a vaccine 

that had sustained efficacy over all age‘ranges, but 

that a vaccine even with lower efficacy in that age 

group might still provide a substanti,al public health 

benefit. 

CHAI- OVERTURF: I don't think I have 

anything twadd. I think all the questions have been 
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added. I also, based onwhat I have said previously, 

don't feel there is enough data to support. Although 

it suggests and f actually would like to believe that 

there is safety for the 59 year-old age group, I don't 

think there is sufficient data to support that. 

6 I have been asked by the FDA to poll the 

7 

8 

9 

10 

11 

Committee one more time and I don't want a lot of 

discussion, and X'm going to ask the same question and 

all I want you to answer is yes or no as to the answer 

about 60 versus 50 to 59. So I would first ask you 

again. 

12 

13 

14 

15 

16 

17 

I think I have this recorded, but I think 

they want it on tape. So I would like to ask you 

first. You can actually ask both questions. I will 

ask you both questions. The first one is about safety 

and the second one is about efficacy for the -- 

specifically, if we rephrased all these questions for 

18 the 6,0, greater than 60 year-old age group. I think 

19 

20 

21 

22 

I heard one person in support of adequate data for 

safety for 60, maybe two. 

So if I could have you -- I will poll this 

one more time. Let's go with Dr. Markovitz first. 
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Safety and efficacy for those over 60 years-old? 

MEMBER NARKOVITZ: Right. I vote yes, 

there is efficacy and yes, there are safety data to 

support licensing this in those 60 and above. 

CHAIRMAN OVERTURF: Okay. Dr. Farley? 

MEMBER FARLEY: Let me just clarify. Is 

it efficacy against herpes zoster? Are we keeping it 

simple? 

CHAIRMAN OVERTURF: We're keeping it 

simple. 

DR. FLEMING: But how can we keep it 

simple? I mean, we have just gone through two hours 

of clarifying that these aren't yes/no answers. 

CmI= OVERTURF: No, I agree. 

MEMBER FARLEY: But it would be if it's 

herpes zoster for me at least, z&d my 'answer for 60 

and older for efficacy against herpes zoster, yes, and 

for safety, yes, given the caveat of wking sure the 

data is fu.lly shared and nothing new comes up. 

CHAIRMAN OVERTURF: Dr. Wetherington? 

RR. HETRERINGTON: Yes. I would vote yes 

on both safety and efficacy in the greater than 60 

NEAL R. GRQSS 
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I CEiAIRMAN OVERTURF: Dr * Royal? 

MEMBER ROYAL: I would vote yes to 

efficacy and -safety in the 60 year and above age 

group. 

CHAIRMAN OVERTURF: Dr. Wharton? 

DR. WHARTON : Yes an efficacy for 

prevention of herpes zoster, a qualified yes on safety 

with the reservations I expressed earlier. 

CHAIRMAN UVERTURF: Dr. Gellin? 

DR. GELLIN: For zoster, yes, for both 

efficacy and safety. 

CHAI- OVERTURF': ‘!&S? 

DR. ROWBOTHAM: Yes on both safety and 

efficacy. 

DR. SCHARFSTEIN: Yes on efficacy for 

preventing herpes zoster andyes on safety provided -- 

with the additional caveat. 

CHAIRMAN OVERTURF: Okay, Dr. Word? 

MtEMDER WORD: Yes on both safety and 

efficacy. 

CHAIRMAN OVERTURF: Let's try you, Dr. 
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Fleming. 
I 

DR. FLEMING: I think I have nothing to 

add, i.e.i a qualified yes on efficacy and safety with 

in-depth :discussion of the qualifications already 

being on record. 

MEMBER KARRON: Yes on safety, yes on 

efficacy with the qualifications on safety expressed 

previously, 

CHAIW OVERTURF: NOW, I think that was 

-- and I $1~0 would vote yes on safety and efficacy 

for those ovew 60. I don't know if I dare ask this, 

but are there any further comments or discussion that 

the Committee would like to put forth at this point, 

any Members? Yes, Dr. Wharton? 

DR. WHARTON: Thank,you to the FDA staff 

for all their work, as well as that of the sponsor for 

putting this on today. 

CHAIRMANOVERTURF: I think with that, we 

will adjourn the meeting. Thank,you very much. 

(Whereupon, the meeting was concluded at 

4:Ol p.m,) 
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