
ajh 

2 

3 

4 

5 

6 

7 

a 

9 

10 

11 

12 

13 

14 

15 

16 

18 

23 

24 

25 

DR. SANTANA 

101 

: I will take the pediatrician's 

prerogative. 

I just have a point of clarification. As I 

listened to this, I am wondering about something and maybe 

my logic isn't correct here, but help me. 

Thrombocytopenia and platelet refractoriness are 

hallmarks of VOD. So, these patients that are CRp's, which 

are having a problem with platelets, are these patients that 

are also having other liver toxicities that don't quite meet 

the criteria for.VOD, quote, unquote, are there subclinical 

VOD's that are getting us into this issue of not attaining a 

complete remission? 

DR. SHERMAN: If I can repeat the question, this 

question relates to the CRp patients and whether or not 

their delayed platelet recovery is a marker of VOD. 

We looked extensively at the safety profile, 

including hepatic function tests in the CR and CRp patients, 

snd could find no differences in their safety profile. 

DR. SCHILSKY: We will take a 15-minute break and 

reconvene about 10:30. 

[Recess.] 

DR. SCHILSKY: Before we begin the FDA 

lresentation, the sponsor has requested an additional minute 

;o clarify two issues that the committee inquired about in 

:he previous session. 
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2 [Portion not recorded because of electrical 

3 interference. 1 
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6 

DR. SHERMAN: The second point I would like to 

clarify is information about the exploratory analysis. 

[Slide. 1 

7 On Slide B-88, this was an exploratory analysis of 

a 16 prognostic factors, including di-efflux. 

9 

. 
4 

[Slide.] 

10 On B-90 we can see the results for landmark 

11 survival. As I mentioned, di-efflux was not associated with 

12 -andmark survival, however on an analysis for overall 

13 

14 

survival, di-efflux was weakly associated. 

[Slide. 1 

15 On Slide B-89, with an odds ratio of 0.97. FAB 

16 zategorization was not associated with predicting either 

17 

18 

19 

20 ion. Dr. Bross. 

21 

22 

remission or overall survival. 

Thank you. 

DR. SCHILSKY: Thank you. 

We will go on to the FDA presentat 

FDA Presentation 

DR. BROSS: Good morning. My name 

23 

E 

1 

E 

C 

1 

1 

1 

- - - - . - _ _ _ _ 

is Peter Bross. 

: will be giving the FDA review of gemtuzumab ozogamicin in 

24 -elapsed CD-positive acute myeloid leukemia. 

25 There are three minor changes between my slides 
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and the handout that you have. I will be happy to discuss 

them at the end. 

[Slide.] 

Gemtuzumab ozogamicin is an immunotoxin, a novel 

class of anti-neoplastic drug in which a toxin is attached 

to an antibody and against an antigen found on the surface 

of cancer cells. In this case, the toxin is calicheamicin, 

tihich attaches to DNA, and the antibody is the humanized 

nonoclonal antibody against CD33. 

[Slide;] 

The proposed indication is the treatment of CD33 

positive acute myeloid leukemia in relapse, 

Gemtuzumab ozogamicin targets the CD33 antigen, 

which is found on the surface of these leukemia blast cells 

in the majority of acute myeloid leukemia patients. 

[Slide.] 

I would like to attempt to guide you through the 

regulatory issues involved in this application. The sponsor 

.s seeking accelerated approval for the indication of 

relapsed CD33-positive acute myeloid leukemia. 

To achieve approval, the drug needs to be shown to 

)ossess a meaningful therapeutic benefit over existing 

:herapeutic options. Although there is currently no drug 

;pecifically approved for use in relapsed acute myeloid 

.eukemia, the sponsor needs to demonstrate that their drug 
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is better than existing treatments to achieve accelerated 

approval. 

Normally, this is done by demonstrating an 

improvement in efficacy. In-this application, the sponsor 

is attempting to demonstrate improved safety, but efficacy 

still needs to be comparable to available treatments. 

Complete response is considered a surrogate 

endpoint in this case because of the difficulty of 

determining the duration of response. 

[Slide.] 

For hematologic malignancies, durable complete 

remissions have been considered as adequate evidence of 

clinical benefit. In this case, however, the duration of 

responses are difficult to measure because of subsequent 

therapies, especially transplantation. Since duration. of 

response is difficult to measure, in this case complete 

response would be viewed only as a surrogate for clinical 

lenefit. 

Since approval is based on a surrogate, the 

xcelerated approval regulations require the sponsor to 

Initiate studies following approval in order to confirm 

zlinical benefit. 

[Slide.] 

There are several review issues of primary concern 

.n this application. In terms of efficacy, we believe that 
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some questions still remain concerning clinical equivalence 

of the response categories of complete remission and CRP. 

Is this drug equally as efficacious as 

conventional salvage chemotherapy regimens? The sponsor 

needs to demonstrate this.. 

Which patient groups would benefit most? How do 

we interpret survival data in the absence of any consistent 

post'remission therapy? 

In terms of safety, how significant is the 

hepatotoxicity reported in this drug, and more importantly, 

is there really a safety advantage with this drug over 

conventional leukemia salvage treatments? 

[Slide. 1 

These were the studies originally submitted for 

review in October. They include Phase I study of 41 

?atisnts, and three, Phase II studies; totalling 104 

Fatients. You will notice that the Phase II studies are 

still ongoing and accruing patients. 

[Slide. 1 

Originally, we received data on 41 patients in the 

?hase I study and 104 patients in the Phase II studies. In 

January, we received efficacy and safety updates on the 

original study patients plus an additional 38 patients, for 

1 total of 142 patients. 

[Slide.] 
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Differences between the studies are highlighted 

here in yellow. I might just point out Study 203 allowed 

older patients with shorter duration of remission, somewhat 

looser hepatic and renal entry criteria, and this group 

would be expected to have a worse prognosis. 

The study drug was given as a single, two-hour 

and we found some variability in the half-life, which we are 

not sure whether it is associated with receptor saturation 

or problems with the assay. So, we requested further data 

on this, but this is an innovative form of therapy, and we 

can't necessarily expect it to behave as a normal 

chemotherapy drug. 

This brief infusion, of course, is in contrast to 

the standard 7 and 3 classic induction chemotherapy regimen 

for the induction of myeloid leukemia which has been used 

Ear years. 

Eligibility was determined on site, but responses 

Mere determined by the independent pathologist, and growth 

Eactors were not allowed on the study. 

[Slide.] 

Primary endpoints were safety and efficacy as 

defined by complete response. Complete response was defined 
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by the conventions commonly used in leukemia trials 

including absence of circulating blasts, no increased blasts 

in bone marrow, and untransfused hematology values as noted. 

Patients had to be red cell transfusion independent for 14 

days and platelet transfusion independent for 7 days. 

[Slide.] 

Morphologic remission was the term originally 

coined to describe the group of patients later termed CRp's. 

I'hese remissions were defined in the same way as complete 

remissions except that the platelets never achieved 100,000. 

Remember that CRp was not a primary endpoint in the study 

and that the patients still were required to achieve red 

cell and platelet transfusion independence. 

[Slide.] 

In most leukemia trials that we reviewed, patients 

tiho failed to achieve the prespecified hematologic values 

uere grouped with those patients who failed to achieve 

complete clearance of blasts, and these were called partial 

remissions. 

These usually comprised less than 5 percent of all 

:he patients in the trial. In Phase I trials with 

qemtuzumab, a substantial number of patients were identified 

qho had durable clearance of blasts with incomplete platelet 

recovery. 

It was postulated that for some reason this group 
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of patients was particularly susceptible to the toxic 

effects of the drug on the stem cells, megakaryocyte 

precursors, although persistent leukemia might also have 

explained the failure of these patients to achieve normal 

platelet counts. 

The sponsor initiated some studies to confirm in 

vitro suppression of megakaryocyte colony-forming cells in 

the marrows obtained from normal donors, however, the long- 

term toxicities of this drug on the stem cells have yet to 

oe completely delineated. 

We believe there are still some questions 

remaining concerning the pathophysiology of this phenomenon. 

Et would be reassuring to have cytogenetic clearance of.the 

Leukemia clone in every case of the patients who achieved a 

1Rp. Unfortunately, we don't have that data yet. 

[Slide.] 

What does all this have to do with the treatment 

)f leukemia? Combined efficacy results from the original 

-04 patients are highlighted in yellow. You will notice 

:hat there is only a 17,percent complete remission rate, but 

.f you add the' CRp's overall response rate was 31 percent. 

Overall response rate, therefore, was largely 

.nfluenced by this group of,CRp's. The results were fairly 

uniform between the different trials with patients in Study 

:O3 demonstrating somewhat decreased response rates, which 
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would be expected in an older population. 

[Slide.] 

Updated efficacy results with an additional 38 

patients showed a similar overall response rate of about 30 

percent, which did not change significantly. The additional 

data did not alter the overall response rates, but confirmed 

the contribution of the CRp's to the overall efficacy 

results. 

[Slide.] 

The sponsor has presented some data on relapse- 

free survival in support of the concept that the CRp's are 

oehaving clinically like the CR/s. If you look at the 

nedian relapse-free survival, here, it appears that the 

ClRp's might be relapsing sooner than the CR's. 

[Slide.] 

Our review looked at the relapse-free survival 

curve of the two groups. It still looks more or less 

similar in our graph of the CR groups. 

If you look closely at the curves where we 

zalculated our 50 percent median, it looks like CR's are 

doing better, later it looks like the CRp's are doing 

3etter, and because of the small numbers, a.few events can 

zause the medians to appear.markedly different. 

I present this information to illustrate the point 

:hat there are really insufficient numbers yet to be able to 
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demonstrate equivalence between the two groups. 

[Slide. 1 

In addition to the small sample size, a problem 

with the interpretation of survival data in this study was 

the lack of any consistent post-remission therapy. Patients 

who were eligible went on to transplant and successful 

allogeneic transplant is correlated with long-term survival 

in relapsed acute myeloid leukemia. 

About 40 percent of the responders were ' 

transplanted and-given the small numbers involved, if even a 

few more CRp patients received allo.transplant, that might 

have affected the survival curves. 

[Slide.] 

As Dr. Appelbaum previously pointed out, most 

significant predictors of response in relapsed acute myeloid 

Leukemia are thought to be age and duration of first 

remission. The response rates varied widely depending on 

:he population. 

[Slide.] 

Keeping in mind the inherent hazards of drawing 

conclusions from historical comparisons, non-prespecified 

subset analysis, in single arm trials with small numbers of 

patients, as Dr. Simon pointed out, it is not satisfactory, 

But it's the best we can do, keep in mind the desire to 

provide some measures for a comparison. 
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We looked at response rates versus age reported in 

several studies of salvage regimens for relapsed AML. The 

references are in the'questions. We thought it might be 

helpful to look at specific regimens rather than just 

recording a range of values. 

[Slide. 1 

Looking first at the younger patients, you will 

notice several things. First of all, the complete response 

rate--if you can see that number, 17, in gemtuzumab, it is 

much lower than that in the other studies. Even if you add 

the CRp's to get overall response rate, it looks as if the 

efficacy is not really comparable in the younger patient 

groups. 

If you look at the older patient group, and 

remember that these are the people who get leukemia with 

Jreater frequency and are less likely to be able to tolerate 

chemotherapy, it looks like response rates reported in the 

Literature are at least closer to that reported in 

gemtuzumab trials. 

[Slide.] 

We compare response rates in the literature versus 

duration of first remission, looking for patients with 

;horter duration of first remission. They are treated with 

% variety of regimens. These presumably had a worse 

)rognosis and are highlighted here in yellow. It looks as 
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if the results of these five trials are a little closer to 

that reported in the gemtuzumab trial. 

If you look at response rates reported in relapsed 

patients who have enjoyed relatively long durations of first 

remission, and these would be expected to have better 

prognosis, here highlighted in green, we find that response 

rates reported in gemtuzumab trial are really not as high as 

the results reported generally in the literature of this 

group of patients. 

Of course, since it wasn't a randomized trial, it 

is not appropriate to make direct comparisons between these 

two groups. It is interesting that the same prognostic 

features that appear to be at work in conventional / 

chemotherapy may not be as important in gemtuzumab trial. 

These observations are exploratory and are not 

intended to suggest any definitive conclusions regarding the 

relative efficacy of this drug in different patient 

subgroups. This would need to be established by controlled 

clinical trials. 

[Slide.] 

Efficacy conclusions. In the absence of 

randomized trials, comparable efficacy may be difficult to 

?rove. This drug may be equal to available therapy in 

certain patient subgroups, but any claim of equivalence of 

efficacy depends heavily upon the inclusion of the CRp group 
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in the calculation of the response rates. 

The claim of equivalent relapse-free survival 

between the CR's and CRp's is not yet statistically 

established. Efficacy in different prognostic subgroups 

requires further study. 

Duration of responses are difficult to compare 

because of the wide variety of post-remission treatments. 

. 
Does it matter that the patient's platelets are 90 

or llO? Probably not, but there still are some questions 

remaining between the different subgroups of response. 

[Slide. 1 

Moving on to safety issues, the safety issues I 

plan to cover include infusion-related symptoms, development 

of antibodies, risk of bleeding, risk of infections, and GI 

toxicity particularly hepatic toxicity. 

[Slide.] 

Acute infusion-related symptoms were common, but 

appeared to be generally mild and reversible. Outpatient of 

this drug appears feasible in an infusion clinic equipped to 

manage the occasional hypotensive or hypoxic episode. Tumor 

lysis was rarely observed. 

[Slide.] 

No antibodies to the humanized murine monoclonal 

antibody were detected in any of the patients. However, two 

patients developed antibodies to the linker complex in a 
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5 comparing the CRp group with the CR group. However, because 

6 of the heterogenous nature of these minor bleeding events, I 

7 do not feel it was appropriate to analyze them 

'8 statistically. Major bleeding was sufficiently uncommon to 
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10 

11 

12 

make it impossible to make a statistical analysis. It did 

not appear that major bleeding was increased in the CRp 

group, however: 

More platelets were transfused in the CRp group 

13 

14 

15 be expected. 

16 A trend to more red cell transfusion is observed 

17 in the CRp group as compared to the CR group. 

18 [Slide. 1 

19 

20 

Once again, keeping in mind the inherent hazards 

of historical controls, we looked at several safety events 

reported in recently published studies of salvage regimens 

for relapsed acute myeloid leukemia. References are 
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Phase I trial. One patient was transiently symptomatic, but 

recovered with a few hours of observation. 

[Slide. 1 

compared to the CR's, but in every case bleeding and 

transfusions were more common in the non-responders as would 

contained in the. questions to the committee. 

It appears that patients treated with gemtuzumab, 

here highlighted in yellow, appeared to have more or less a 
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recovery, which was at least equivalent to that reported in 

other regimens, possibly increased compared to some. 

In conclusion, it looks as if the bleeding risk of 

gemtuzumab appeared to be comparable to that reported with 

conventional salvage regimens, but again it would be nice to 

have direct randomized trial data. 

. [Slide.] 

Compared again with literature reports of other 

salvage regimens, recovery from neutropenia appeared to be 

comparable, and in some cases more rapid, however, the 

incidence of severe infections really did appear to be 

reduced compared to those incidents recorded in the 

literature with these other salvage regimens. 

[Slide. 1 

GI toxicity, nausea, vomiting, and particularly 

mucositis appeared reduced in those patients compared to 

reports of the events in other regimens, however, there did 

appear to be an increased incidence of liver function 

abnormalities in patients treated with gemtuzumab compared 

to those treated with other regimens. 

[Slide.] 

Unconjugated calicheamicin was noted to be 

hepatotoxic in preclinical testing. In the trials, about a 

sixth of the patients experienced elevations of 
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transaminase, and about a quarter of the 

experienced elevations in bilirubin, and 

exhibited elevations of both AST and bili 

thought to be a marker of significant POE 

hepatotoxicity, but most of these elevati 

and reversible. 

[Slide.] 
- 

However, hepatic veno-occlusive 

known and potentially fatal complication 

chemotherapy. Diagnosis is clinical and 

from a reviewer's perspective, however, f 

developed transient VOD during the study. 

had prior stem cell transplantation, and 

developed veno-occlusive disease and died 

pulmonary embolus. 

[Slide.] 

One, 74-year-old-male became ja 

treatment and eventually died of liver fa 

months following treatment. Three patier 

transplanted following treatment with gen 

died of veno-occlusive disease as a compl 

transplant. 

However, two of these patients 

and maybe expected not-to do as well wit1 

However, I am not aware of an increased 1 
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xclusive disease in patients who are transplanted not in 

remission. 

One patient who relapsed following transplant was 

liven gemtuzumab on a compassionate single patient IND and 

developed fatal veno-occlusive disease. Again, it is not 

:lear if the incidence of veno-occlusive disease is 

significantly increased compared-to that, that might be seen 

in patients treated with the conventional salvage 

chemotherapy regimens, but we were concerned with these 

:ases. 

[Slide.] 

In summary, gemtuzumab ozogamicin may have some 

safety advantages compared with literature reports of 

Zonventional salvage regimens. Outpatient administration 

appears feasible and more convenient than the seven days of 

continuous chemotherapy using standard induction. 

Mucositis and severe infection do appear to be 

reduced. Bleeding risk appeared similar to those reported 

in the literature. Hospitalization data are difficult to 

compare in this age of cost containment because 

hospitalization rates reported at the same regimen are 

changing, so it is difficult to compare that. 

[Slide.] 

Disadvantages. In comparison with literature 

reports.of conventional salvage regimens, gemtuzumab 
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zogamicin appeared to have an increased risk of elevated 

o-called liver function tests, and these are a potential 

larker for significant hepatotoxicity. 

Most of these abnormalities were reversible, but 

.eno-occlusive disease was reported in several patients, 

farticularly those who went on to receive transplant and 

lso in those patients who had previously received a 

.rarisplant. One patient on a compassionate IND had had a 

brevious history of veno-occlusive disease during 

.ransplant. 

[Slide. 1 

Some issues to consider. Is efficacy really 

equivalent to conventional salvage regimens? The results of 

:his trial are difficult to compare with those of 

:onventional salvage chemotherapy in the absence of 

Fandomized trials, but in any case, comparable efficacy 

lrould rely on the inclusion of the CRp's. 

Is there adequate demonstration of improved safety 

:o warrant accelerated approval? Is there an increased risk 

If veno-occlusive disease especially in those patients who 

#ill go on to transplant or who have already received 

transplant? 

Which patient populations might benefit, the 

elderly who as we know are the most likely to suffer from 

acute myeloid leukemia and less likely to tolerate the 
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zhemotherapy? Certain poor prognosis groups, can this be 

rsed as palliation in certain cases? Is this drug safe for 

lse in a preparative regimen for transplant or as a 

temporizing measure for patients awaiting allogeneic match? 

This drug may have a place in the treatment of 

Leukemia, but we are not comfortable that we know the 

xtswers to many of these questions concerning efficacy, 
* 

safety, and dosing. 

[Slide. 1 

Remember that any conclusions to be derived from 

these trials are hampered by relatively small numbers of 

patients enrolled in single arm trials and subjected to 

Cstorical comparisons. 

There are several regulatory options for the 

committee to consider. The committee could decide to 

recommend accelerated approval now based on current interim 

data with Phase IV commitments to finish ongoing studies. 

The committee could also recommend approval with 

restricted indications for this drug. 

Alternatively, the committee could require 

completion of ongoing Phase II studies and resubmission of 

the IND application when the studies are finished. 

A third option would be to require the completion 

of randomized clinical trials and resubmission of the NDA at 

the time of the completion of randomized studies. 
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I would like to thank the members of my review 

Learn, particularly my statistician Alvis Dunson who is 

larking the slides, and particularly Julie Beitz without 

Jhom I would not have been able to complete this review. 

Thank you very much. 

I would like to point out there are a few minor 

:hanges between my slides and the handouts, and I would be 

sappy to answer questions regarding these changes. 

DR. SCBILSKY: Thank you, Dr. Bross. 

Are there questions from the committee for FDA? 

1r. Blayney. 

Questions from the Committee 

DR. BLAYT5JEY: Yes. The protocol specified that no 

colony-stimulating factors were to be used after infusion of 

:he experimental agent. Did you find that there was use of 

these factors, and does this impact on the time course of 

counting when a remission was obtained? 

DR. BROSS: I looked at that, and I can't 

remember. The use was very low, and I believe a few of the 

investigatorsbroke the protocol, but I think it was in less 

than two cases. 

factor use? I believe that this use was very, very seldom. 

DR. SCHILSKY: Any clarification from the sponsor 
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In that? 

DR. SHERMAN: Growth factor was prohibited, but it 

tias allowed for life-threatening infections, and it was a 

Jery low rate of the patients who did ultimately receive a 

colony-stimulating factor. 

DR. SCHILSKY: Thank you. 

DR. BLAYNEY: The other thing is that this to my 

knowledge, if it is approved, would be the first monoclonal 

that is linked to an intracellular poison, and while we are 

told that the covalent bond, there is a covalent bond there, 

sometimes those break, and I guess if calicheamicin is a 

real hepatotoxin, I would hope that the sponsor and the 

approving agency would be very careful that the dating or 

whatever measures you have to take would be important, so 

that we might not see these liver function things. 

Finally, I will just make a comment that 

comparisons with studies that look at salvage therapy in the 

leukemic adult and trying to compare that with what we are 

seeing now are quite difficult because many patients, 

particularly the patients that I see who are often elderly 

and have comorbidities would not even enter one of these 

trials that you showed for comparison, and there is a 

substantial selection bias for participation in one of these 

trials, and they are probably not representative of the 

population as a whole, and even trials I suspect for such a 
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relatively nontoxic agent as that we are presented with 

:oday would not have as much selection bias. 

so, I think, you know, Dr. Simon always makes the 

)oint about how difficult it is to compare. I think there 

LS actually a biologic selection bias, as well, here. 

DR. BROSS: The percentage of free calicheamicin 

ras very low. Certainly, you can, as everybody knows, you 

:an certainly adjust the response rates in your trial by 

rour patient selection, and it certainly is a very imperfect, 

:echnique to look at historic comparisons. 

We decided we would look at specific regimens 

rather than just reporting a range of results, so you would 

it least have something to compare it to, but we agree that 

;his is a very imperfect technique. 

We allowed these studies to proceed, the 

application to proceed on the basis of these two studies 

lecause the sponsor assured us that they had excellent 

safety advantages and comparable efficacy, so we said all 

right, show us. 

DR. SCHILSKY: Dr. Sledge. 

DR. SLEDGE: I have another question that is 

partly related to efficacy, but also partly regulatory. 

If I was hearing you correctly, you are most 

comfortable with, by comparison with the historical 

literature, with evidence of efficacy in the older 
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lopulation as opposed to the younger population realizing 

.hat those comparisons are fraught with hazard, and from 

rhat I heard when Dr. Appelbaum was asked about which 

batients he would treat, there were very distinct groups of 

jatients that he would consider treating or not consider 

:reating with this agent. 

If we give this agent blanket approval, is this 

:he equivalent of, for instance, Zoloda approval in breast 

:ancer that we did a year and a half or so ago? I mean if 

le give this blanket approval, does this sort of become from 

t regulatory standpoint a new standard against which other 

irugs have to be measured? 

DR. TEMPLE: These questions are a particular 

xoblem in oncology where the standard therapy is often 

:ompletely unrelated to anything that is in labeling. 

We have a lot of rules that relate to when you can 

approve a drug based on a lesser standard because it 

represents an advantage over available therapy. We are in 

:he process of trying to define what available therapy is. 

In almost every other area, we are pretty 

comfortable saying available therapy means something we have 

reviewed and labeled,. but people are, on the whole, unhappy 

Ahen you say that about oncology because in the case here, 

none of these drugs which are sort of what everybody does 

are labeled. 
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It certainly is possible that when something 

iinally does become labeled, and we think we know the data, 

tnd we have reviewed it and we have looked at the criteria, 

.t does have some tendency to become a standard. 

so, one of the things you need to tell us is if 

rou think that it is should be approved for somebody, but 

:hat it should be hedged and narrowed ,and qualified, we 

JO&~ listen to those kinds of advice. 

DR. SLEDGE: I guess more specifically, if we 

approve this and the next six monoclonal antibodies that 

:ome along forthis indication, which I imagine will in the 

lext few years, are they going to have to have head-to-head 

comparisons with this agent to get approved? 

DR. TEMPLE: It depends a little bit on the basis 

Ear what you tell us. Five people have now pointed out the 

treachery of these historical comparisons, and I personally 

think it is going to be extremely hard to say based on those 

comparisons we know this is just like those. 

You may very well give us advice based on your 

feeling that the response rate here stands on its own and is 

good enough, in which case another product could conceivably 

be approved because it has a response rate you consider 

adequate and stands on its own. 

We always tell people to do comparisons. We 

usually tell them to do comparisons where they add to the 
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available therapy, So that you actually get somewhere, and 

we will undoubtedly continue to do that. 

So, adding one antibody, one monoclonal antibody 

to another might or might not make sense. It depends on 

what the mechanism is. But we would almost surely be 

advising people to start doing comparisons early. We 

probably wish we had said that here. 

I 
DR. SCHILSKY: Dr. Lippman. 

DR. LIPPMAN: Again, I would just like to follow 

up on Dr. Blayney's comment, which I tried to allude to 

earlier, is that these not only entail the treachery of 

historical controls, but they are not even comparing 

patients that were on protocols before, so there is a number 

of comorbidities which are perhaps even greater in the older 

age group confounding factors. 

Just a point of clarification. When you looked at 

the historical controls in your response rates versus age, I 

mean is it reasonable to assume that again these response 

rates that are compared would be substantially higher if 

this new definition of CRp were included in the historical 

group? 

DR. BROSS: I am sorry? 

DR. LIPPMAN: Did.you get a sense of platelet and 

platelet recovery, what these response rates would have been 

in your table of response rates versus age, comparing the 
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other series? 

DR. BROSS: You mean if you had included the-- 

DR. LIPPMAN: CRp. 

DR. BROSS: Some CRp's in the other trials? 

DR. LIPPMAN: Response rates, did they give data 

on platelets that would have allowed you to get a sense of-- 

DR. BROSS: Well, as Dr. Appelbaum stated, that 
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usually in most trials., when patients do not achieve their 

hematologic values, these are considered partial responders, 

and this was less than 5 percent of trials. Many trials did 

not even report partial responders. 

so, I suspect it is going to be less than 5 

percent in any of the trials. 

Does that answer your question? 

DR. LIPPMAN: So, in other words, the CRp's would 

have been included in the partial response criteria category 

of other trials? 

DR. BROSS: Dr. Appelbaum? 

DR. APPELBAUM: The MRC data there do not use 

platelet recovery as a criteria for CR, so it would not 

change their CR's at all since they don't require platelet 

recovery, so it would have no effect on those two trials. 

In the retrospective review that the group did 

from Wyeth-Ayerst, they could find fewer than 5 percent of 

patients would have felt, treated with conventional 
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1 chemotherapy, would have fit the criteria of a CR without 

. . I 
2 the platelet recovery'when treated with conventional 

3 chemotherapy. 

4 DR. LIPPMAN: So, in this case where the CRp has 

5 contributed substantially to the overall CR rate, are you 

6 saying that the CRp rate appears to be higher in this than a 

7 partial response in other-- 

a e DR. APPELBAUM: No. What I am saying is in the 

9 Rees study and the St. Bart's study, those do include CRp's 

10 by this definition, because you don't need platelet recovery 

11 in those studies. 

12 DR. LIPPMAN: One final point of clarification. 

13 We have heard that 100,000 was the cut-off that was used 

14 here, but 90,000 or 110,000 wouldn't be a big difference, 

15 and I agree. 

16 Do you have the raw data on those CRp's, I mean 

17 were they all 90,000, or where do they peak? 

18 DR. BROSS: As I recall, they were variable, 

19 anywhere between 30,000 and 85,000. There was one that came 

20 up to 99, but the sponsor was honest not to include that. I 

21 don't recall the exact spread of the standardization. 

22 DR. LIPPMAN: But the mean or median of that group 

23 of platelets, do you have a sense of that? 

24 DR. BROSS: I am not sure if you guys have that, 

25 but, in general, it was kind of all over the place, as I 
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ecall, anywhere between 30 and 99. If the sponsor has that 

ata, I would invite them to present it. 

DR. BERGER: Just one second. If you will turn 

he projector on, we will show the precise data. Basically, 

he only patient who didn't achieve a maximum platelet count 

'rester than 25,000, achieved a platelet count of 15,000, 

.nd actually stayed there for a number of months without 

llatelet transfusions. 

All the other patients achieved more than 25,000. 

,[Slide, 1 

You can see that 18 of the 19 achieved at least 

5,000, 13 of the 19 achieved at least 50,000, and 8 of the 

.9 achieved at least 75,000. These are the maximum platelet 

founts. Obviously, they became a CRp patient when they 

lecome platelet transfusion independent, and these were the 

:ounts that they rose to, again prior to receiving any other 

therapy. 

DR. SCHILSKY: Peter, I wonder if I could ask you, 

just as a follow-on to Scott's question, it seems to me that 

a lot of our discussion is going to hinge to a great extent 

on the comparability of the CR and the CRp patients. 

Since you have looked at all the data in much 

greater detail than anyone around the table here, I wonder 

if you could give us just your overall opinion as to 

whether, in your view, having reviewed the information, 
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rhether you would feel that the CRp patients are comparable 

:o the CR patients.' 

DR. BROSS: Well, that, of course, is the crux of 

:he-- 

DR. SCHILSKY: I know you are going to ask us for 

)ur opinion about that, but I thought I would ask you for 

rour opinion first. 

. '[Laughter.] 

DR. BROSS: Well, I guess my short answer is I 

1on't know yet. I mean when you look at it, as I mentioned, 

: would be more comfortable if I had cytogenetic clearance 

>f the leukemic clone in all of these patients. I would be 

nore comfortable if I knew exactly what was going on. 

There is a number of different phenomenon, the 

post-transplant thrombocytopenia, which is presumably from 

stem cell toxicity. Looking at a few of the pathology 

reports, in some cases megakaryocytes were present, in some 

absent. 

%-w I I am not really sure what is going on here 

in terms of the clinical behavior of these patients. If you 

look at the patients who were not treated with further 

treatment- -can you show the very last slide? 

[Slide.] 

If you look at the relapse-free survival, it is 

possible that these patients with the high CRp's may be 
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3 I think that the question is up in the air, and we 

4 really have to operate now on the basis of incomplete 

5 information, but the thing I feel uncomfortable about is 

6 really seeing this drug and having a young healthy person in 

7 relapse be treated with this drug, but I do have, in answer 

8 

9 

10 

11 be proven to be equivalent, but that would be I would feel a 

12 little uncomfortable with that. 

13 Does that answer your question? 

14 DR. SCHILSKY: No, well, I think that is helpful. 
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I mean I think one of the concerns that the committee will 

have.is if the drug is generally available, might there be 

patients treated with it who, in fact, would be 

disadvantaged by it, who would be better treated with more 

conventional therapy, and yet because this appears to have 

'somewhat fewer side effects, you know, physicians might opt 

to use this in place of what might ultimately be more 

effective treatment. 

so, I think, you know, your comments are helpful. 

Any other questions for Peter? 

[No response.] 
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doing a little bit worse, but again this is not 

statistically significant. 

to your question are these two groups comparable or 

equivalent, and I don't really know if they are. 

If I had to guess, I would say they probably will 
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DR. SCHILSKY: Okay. Peter, thank you very much. 

Committee Discussion and Vote 

We have a number of issues to discuss. We have 

quite a few questions that have been specifically posed to 

JS by the agency. It seems to me before we get into the 

questions per se, it would be worthwhile to have some 

discussion. 

- It seems that the issues really hinge on something 

chat was shown on one of Peter's first slides, which relate 

zo what is required for accelerated approval in this case, 

and that would be some level of confidence that this agent 

actually has equal efficacy to other available therapies and 

an improved safety profile. 

Certainly, I think it doesn't appear to be 

superior to available therapies, so the real question is, is 

it comparable to existing therapies with the presumption 

that it has an improved safety profile, and the ability to 

5etermine, at least in my mind, whether it is comparable 

hinges a lot on this issue of whether CRp's and CR's are 

equivalent, because if we put the two together, you start to 

get into overall response rates that start to look a little 

bit comparable to existing therapies. If you don't include 

the CRp's, then, the CR rate seems to be substantially below 

what one might see with existing therapies. 

so, I think we need to have some discussion. 
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Perhaps I can ask either Dr. Berman or Dr. Przepiorka, our 

resident leukemia experts, to help us discuss some of these 

issues. 

DR. BERMAN: My opinion is t,hat the CRp's are 

equivalent, and while the numbers are small, there didn't 

appear to be any trend toward a worse outcome whether these 

patients went on to no further therapy or went on to 

transplant. 

I think that we have to keep an open mind when we 

are dealing with a new agent like a monoclonal antibody 

because it is not chemotherapy as we know it. So, these 

appear to be clinically meaningful responses, and whether 

the platelet count is 75,000 or 100,000 does not have an 

impact either on survival or post-transplant survival. 

so, I would say that they are equivalent. 

DR. SCHILSKY: Dr. Przepiorka. 

DR. PRZEPIORKA: I think the survival curve for CR 

versus CRp really does look distinctly different, and I am 

concerned that those early survivors that haven't made it 

very far and appear to be doing as well as the other people 

in the curve may end up actually keeping that curve up, and 

so I don't think we have enough information to say that they 

are the same when they are already starting to look 

different, but if you go to median relapse-free survival, it 

is 2.1 months in both groups, it is the same. 
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1 Unfortunately, it is also much worse than what the 

2 sponsor has indicated as the median relapse-free survival of 
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6.8 months and much lower than what you see in the 

literature for median relapse-free survival for patients not 

going on to a transplant. 

so, I am also concerned that maybe there is no 

difference between the two groups because the two groups are 

actually doing equally poorly rather than equally well. 

DR. SCHILSKY: Comments from other committee 

nembers? Dr. Simon. 

DR. SIMON: My basic view is that we shouldn't 

really have to struggle with this, that we shouldn't be 

dealing with a single arm study and with literature 

comparisons that are probably distorted in all kinds of 

ways. 

But beyond that, given that we are in this 

situation, it is not so much I don't think whether we think 

we-compare them to in the literature. 

If the literature's CR rate has required platelet 

recovery to 100,000, then, if we want to compare this series 

to the literature, we have to look only at the CR rate 

regardless of whether we think that the outcomes of the two 

groups are the same or not. 

DR. SCHILSKY: Dr. Nerenstone. 
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DR. NERENSTONE: Speaking as a non-leukemia 

doctor, I think I am persuaded by the fact that at least in 

the references that we were given, that two of the larger 

studies already include those patients in their response 

rate and that platelet recovery is not required for 

It's a pathologic diagnosis in terms of clearance 

of‘hlasts, and therefore, I think this is sort of a non- 

issue because the larger series already don't count these 

patients. So, again, as a non-leukemia doctor, just looking 

at the data it seems to me that that is a persuasive 

argument, that these patients really should be counted as 

CR. 

DR. SCHILSKY: Other comments? Dr. Lippman. 

DR. LIPPMAN: Again, based on the actual data we 

have, I still have a concern about CRp's with substantial 

differences in median relapse-free survival whether they had 

further therapy or didn't. 

I would like to look at those larger series that 

we don't have the data, we just have sort of post- 

communications from these ongoing studies, and really sort 

that out. But fundamentally, even if these were complete 

CR's and that we weren't talking about CRp's, I am very, 

very concerned about the historical, non-protocol 

comparisons even if they were equivalent. 
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DR. SCHILSKY: DO YOU want to elaborate on that in 

terms of specifically what your concerns are? 

DR. LIPPMAN: I think I stated them before, and 

state them again. I mean there are many, many problems well 

understood with historical comparisons in general, but I am 

even concerned more about the fact that these historical 

comparisons are in clinic persons that weren't even treated 

on protocols, didn't qualify for protocols because of 

comorbidities and other problems that we have no way of; 

knowing now. 

so, I think, and certainly because of poor 

prognostic factors, and so on, so I am very concerned about 

those as being the standard on which to compare. 

DR. SCHILSKY: Any other general discussion before 

we address the questions? 

DR. BERMAN: Just to add one thing, and that is 

that I think the survival, whether you look at the CR's, 

with the CR/CRp's together, it is equivalent to many of the 

studies looking at patients with relapsed disease. The 

survival is usually measured in months once patients 

relapse. 

In the small numbers of patients who went on to 

transplant, it looked like there was excellent post- 

transplant survival, certainly at 100 days, so I would say 

that this falls within the realm of the studies. 
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Now, what are you asking the drug, that other 

drugs in development haven't had, and that is that there is 

no role for a randomized trial in patients with relapsed 

disease. I mean, first of all, it's not very common. You 

saw that many of the centers just entered one or two 

patients all together. 

So, in the setting of drug development for this 

disease, these have always been just straight 'Phase II that 

have been compared to the literature. 

DR. SCHILSKY: Ellin, could I ask you for your 

comment--you have made the comment on several occasions now 

about the good post-transplant survival in the patients who 

got transplant--I guess my question is might you not have 

expected similarly good survival post-transplant if patients 

just got additional chemotherapy and then went on to a 

transplant? 

DR.. BERMAN: Well, following high-dose 

chemotherapy like a traditional high-dose ara-C-containing 

regimen, some of the patients are bound to develop an 

infection or some problem that won't allow them to go on to 

transplant. So, actually, these look like very reasonable 

transplant survival data. 

DR. SCHILSKY: Well, it may be that perhaps more 

patients got the transplant, but once they got there, I am 

not sure how you can say anything about whether their 
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survival post-transplant is sort of influenced by what the 

pre-transplant therapy was. 

DR. BERMAN: It would certainly be no worse than 

standard therapy. 

DR. PRZEPIORKA: Well, actually, that was another 

question that Dr. Appelbaum pointed out, that he would 

probably not utilize this drug for the young healthy 

individual as opposed to what is currently considered 

standard; but might consider it for a pre-transplant 

cytoreduction. 

There are only 27 patients, if'1 counted 

correctly, who went on to transplant, a number of whom 

developed VOD, and, yes, we don't know if it was transplant 

relatedaor not. The survival day 100 is probably pretty 

good using current transplant regimens and standard care. 

I would be more interested to see the survival 

Later post-transplant, though, one year or so if you really 

uant to know whether or not the survival is impacted 

iegatively. But I would also be interested in knowing some 

>f the toxicities during the transplant period and whether 

>r not the hepatotoxicity seen pre-transplant actually added 

:o the transplant preparative regimen hepatotoxicity, and 

:hat is just data that we don't have'. 

DR. BERMAN: Well, I think the incidence of VOD 

seemed to me relatively high following the transplant, and I 
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would agree with that. 

DR. SCHILSKY: Mr. Flatau. 

MR. FLATAU: I just wanted to point out that maybe 

the patients that did have transplants probably didn't need 

any additional therapy before the transplant, and could have 

just gone straight to transplant and avoided both the 

commencing chemotherapy toxicity and any toxicity from this 

drug. 

DR. SCHILSKY: I don't know that we can know that 

for sure from the data although it is certainly not clear to 

ne at least that the antibody was the preferred pre- 

transplant therapy compared to just additional chemotherapy. 

MR. FLATAU: I mean you could have no therapy at 

all and just go to transplant. I had that treatment. 

DR. SCHILSKY: There is no question some patients 

dill go directly to transplant, but that is not the group of 

patients that was actually included in this study. 

MR. FLATAU: It seems that most of the long-term 

survivors had transplants, and it is hard for me to think 

that they actually benefitted from the drug when they may 

have just gone' straight to transplant and done just as well. 

DR. SCHILSKY: Other comments? Dr. Temple. 

DR. TEMPLE: For someone who doesn't know 

anything, can you explain that last conversation? I assume 

that people who were put into remission by a therapy, then 

MILLER REPORTING COMPANY, INC. 
SO7 C Street, N.E. 

Washington, D.C. 20002 



ajh 

3 

4 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

23 

24 

_,.. 25 

139 

went on to transplant, which consisted entirely of marrow or 

stem cells or something, but if a person wasn't in remission 

yet, he would have to have aggressive chemotherapy to put 

him into remission before the transplant, right? Am I 

missing something? 

DR. SCHILSKY: I think what Mr. Flatau was saying 

is that some people who obtain a remission with their 

induction chemotherapy go directly to transplant. 

MR. FLATAU: I relapsed and did not have any 

additional chemotherapy to get me into remission before the 

transplant. I did, of course, have chemotherapy and 

radiation as part of the conditioning regimen before. 

DR. TEMPLE: But even though you were not in 

remission, you want to a transplant. 

MR. FLATAU: Right. 

DR. TEMPLE: There, you have it. 

DR. SCHILSKY: Dr. Lippman. 

DR. LIPPMAN: Just the issue of whether you could 

lever do a randomized trial in this setting, I guess I need 

a statistician, but it looks like over the past two years on 

:his trial alone, there have been over 100 patients accrued. 

We certainly have seen randomized trials in less 

common diseases that are less than that and have gone to 

approval. I think a trial like this with early stopping for 

:oxicity with an equivalency design could be done. 
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I don't know if Dr. Simon has comments on that, 

lbut the idea that we can never have randomized data and we 

have to use data on the 20 historical controls seems to be-- 

DR. BERMAN: I am saying in the phase where this 

drug is now, I mean once you have established the dose and 

you have the rough efficacy, yes, I would absolutely 

least to establish its efficacy, I think you would just want 

a cohort of patients just to define the toxicity first 

DR. SIMON: I agree with Dr. Lippman. I think we 

would be much better off today if we had a randomized 

comparison even if it wasn't of the size that we might 

trial. 

metastatic breast cancer. There are other drugs out there 

that could have been tried. 
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Yet, in Phase II data, there was intriguing 

results, and we therefore gave it this whatever we called 

that type of approval, such that the sponsor was required to 

then go on and do randomized comparisons. 

I feel that that is where we are with this 

particular agent. It is intriguing. There are some subsets 

of patients that could not get more aggressive chemotherapy, 

and -1 think it needs to be out there with a ve'ry narrow 

label as we did with kepcytobine. 

DR. BERMAN: I would also just remind you that the 

rituximab was labeled in a very similar way, that the 

response rate for rituximab in heavily treated patients with 

follicular lymphoma also was no better than 30 percent, and 

following its labeling, it has now proved to be very 

interesting in combination with other agents. 

So, there was no randomized trial when rituximab 

jJas up, and this was just two or three years ago. 

DR. SCHILSKY: Mr. Flatau. 

MR. FLATAU: I just wanted to add for Dr. Temple's 

oenefit or others that Dr. Appelbaum did have some 

comparison of patients in relapse and second remission in 

his presentation. 

DR. SCHILSKY: Dr. Sledge. 

DR. SLEDGE: I have my suspicions that those of 

Jse who are non-leukonologists on the committee are 
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restling with the problem of what is the clinical benefit 

tere in not treating these patients. 

I would like some real sense from our leukemia 

leople on the committee, who would you treat with this drug. 

1 heard what Dr. Appelbaum said, but what would you guys do 

.f this drug was available? 

DR. PRZEPIORKA: I am impressed with the fact that 

:here is less mucositis, there is also less overall response 

rate in the elderly group, and if I had to, that would be 

;he group that I would target it for. 

DR. BERMAN: And I would agree. I think for 

latients for whom another round of chemotherapy is not an 

option, I think this would be a good one. 

DR. SCHILSKY: We are going to come to this again 

in the questions, but we do have some options to recommend 

nore restrictive labeling. 

DR. SLEDGE: Let me ask about that. Let me follow 

up on that if I could, because originally, I was certainly 

confused by the no further therapy category, but what I 

neard was that it sounded like the majority of the patients 

in the no further therapy category did receive further 

therapy. 

I mean if you are telling me that you would use it 

for the population of patients who couldn't get further 

therapy, but it sounds like in the study, you know, 
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certainly the majority of these people did get further 

therapy. 

DR. PRZEPIORKA: I was speaking for first-line 

therapy for first relapse rather than after failing other 

therapy. I mean if it really does have a response rate 

similar to more intensive ara-C doses, which are clearly 

going to be more toxic in the elderly individual, this would 

be.4much better way to do it. 

Yes, it would be for palliative benefit. Is it 

any better than using hydrea? Yes, if you can get the 

platelet count up and the patient doesn't need transfusion, 

even it is a small percentage, it is something we need to 

weigh the option for. 

DR. SCHILSKY: Dr. Blayney. 

DR. BLAYNEY: I think this would have a place in 

the elderly people whom I see that aren't a candidate for 

mucositis-inducing therapy or for patients who are getting 

geared up to go to the transplant center either for an 

unrelated donor transplantation or something like that, or 

for perhaps for somebody who can be repetitively treated. 

We s.aw an example, and I suspect that is what is 

going to happen - an older patient with a lot of comorbidity 

and isn't going to have much of a toxicity with this 

treatment and can be repetitively palliatively induced. 

DR. SCHILSKY: Dr. Lippman. 
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DR. LIPPMAN: Maybe Dr., Temple can clarify, 

lecause we are talking about drugs that were approved in the 

last, and I am not familiar with those issues, Kathy, but 

rlere there drugs approved that there were issues about 

response criteria, and comparing studies that used different 

response criteria, historical comparisons with non-protocol 

patients? Has this been done here before? 

DR. TEMPLE: I think the reference was to 

situations where people had exhausted well-documented 

therapies, and we were looking at people who were refractory 

:o available therapies. 

Studies were then carried out in them that showed 

3 response rate, and there have been a number of drugs 

approved on that basis alone for refractory disease. That 

is not quite the situation here. 

DR. LIPPMAN: It's very different than what is 

here. 

DR. SCHILSKY: We have a number of questions to 

consider, and I suggest that we get on with the questions to 

help focus the discussion a little bit further. 

There is some fairly long preambles here, and I am 

not going to read everything. I think I would like to just 

read again one statement in the introduction here, which 

says t "Under subpart H, approval can be based on a surrogate 

endpoint that is reasonably likely to predict clinical 
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enefit. For hematologic malignancies, durable complete 

,emissions have been considered as adequate evidence of 

Nlinical benefit. 

"In this case, however, the duration of responses 

.s difficult to measure because of subsequent antileukemic 

.herapies, including hematopoietic stem cell 

.ransplantation. Therefore, complete responses in this 

ippl-ication are viewed as surrogate endpoints." 

We are then presented with a summary of the 

-esponse rates that have been presented today, indicating an 

overall CR plus CRp of about 30 percent in these studies. 

Then, on the next page we are presented with the 

:able we have already seen, showing the differences in the 

[aplan-Meier estimates of relapse-free survival for the 

:R's, CRp's, and the overall group, and suggesting that the 

nedian relapse-free survival for the CRp's might be slightly 

Less than for the CR's although the numbers of patients are 

luite small and the differences clearly are not 

statistically significant at this point. 

so, the first question: Is there sufficient 

evidence to conclude that CRp's are comparable to complete 

responses and should be considered CR's in terms of efficacy 

outcomes? 

Is there any further discussion on that point 

before we vote on it? Mr. Flatau. 
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MR. FLATAU: I think we need more data. 

DR. SCHILSKY: We are not going to get any more 

data right now, so you are going to have to vote based on 

the information we have at the moment. 

so, all who would agree that there is sufficient 

evidence to conclude that CRp's are comparable to CR's, 

please raise your hand. 

- [Show of hands.1 

DR. SCHILSKY: Seven yes. 

All who would vote no? 

[Show of hands.] 

DR. SCHILSKY: Four no. And I am actually going 

to abstain on this because I frankly can't tell. 

DR. TEMPLE: I don't think that is the right 

count. Do that again. 

DR. SCHILSKY: I apologize. I think there must 

have been 5 no. 

If you were voting no on this, please raise your 

hand. 

[Show of hands.1 

DR. SCHILSKY: Five no. Okay. Seven yes, five 

no, one abstention. 

SO, we have a majority that voted yes on that 

question, I guess. 

DR. PAZDUR: Richard, your reason for abstaining? 
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DR. SCHILSKY: My reason for abstaining, I said is 

lecause frankly, I can't tell. 

DR. SLEDGE: Doesn't that mean that there is 

nsufficient evidence? I mean I wasn't saying when I voted 

10 that I didn't think they are not comparable. I mean the 

question, as phrased, was is there sufficient evidence. 

MR. FLATAU: That is my position, as well. 

DR. SCHILSKY: I can't even tell if there is * 

sufficient evidence. 

[Laughter.] 

DR. PAZDUR: We will take that into consideration. 

DR. SCHILSKY: Question 2. We have a table here 

again showing response rates and relapsed AML by regimen, 

comparing gemtuzumab to some other regimens that have been 

reported in the literature. 

So the second question is: Does the committee 

agree that the efficacy of this product can be 

satisfactorily judged on the basis of the overall response 

rate and compared with CR's reported in the literature? 

Again, we are being asked if we agree that the 

efficacy can be judged based on the overall response rate. 

Discuss. 

DR. ALBAIN: I was just impressed on this issue as 

I read the slides and heard the discussion, that from the 

two highest accruers to these trials, that they were seeing 
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zytogenetic normality, is that correct, from Drs, Appelbaum 

snd Larson, in their subsets, because that to me is what 

zipped me into accepting these as the best surrogate right 

low. I just wanted to make sure I heard that right. 

DR. LARSON: I could address that for the 

Jniversity of Chicago where we have had a long-standing 

interest in cytogenetics, all of our complete responders and 

norphologic responders, that.is, the CRp group, had normal 

zytogenetics. 

DR. SCHILSKY: Dr. Simon. 

DR. SIMON: I am intending to vote no here 

Decause, one, I don't trust these literature comparisons on 

lere. I don't think we should be setting a precedent, if we 

are, for accepting this kind of data. Thirdly, I think the 

oest evidence we have is that these CR's are not durable and 

in past cases, the standard has been durable CR's for 

accelerated approval, and the 23 patients who did not get 

treated in remission had a median CR duration of two months. 

I think we have actually evidence. We don't have 

to go just by CR rate. .We have evidence that these are not 

durable CR/s. 

DR. SCHILSKY: Dr. Lippman. 

DR. LIPPMAN: Again, this is one of the questions, 

I was trying to clarify before, that the highest accruer 

centers had about 10 patients, so what I was trying to get 
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at is how many patients of those went into PCR, and of those 

how many had cytologic remission. So, you can see that we 

are talking I think about a very small number that we have 

data on, that we can say that these PCR's are, in fact, 

cytologically free of disease. 

DR. ALBAIN: Scott, I thought that is what I was 

trying to clarify with the two highest, accruing centers, 

that they had cytogenetic normality. . 

DR. APPELBAUM: Nobody uses PCR. 

DR. LIPPMAN: CRp. The platelet ones, the ones we 

are talking about. Of those, how many patients did you have 

that went into CRp? 

DR. APPELBAUM': Oh, CRp, I just know of our total 

CR's both in the Phase I and in the Phase II data. We did 

not have a single case where there was cytogenetic evidence 

of formal disease, when they were morphologically in 

remission, cytogenetically, they were in remission. 

DR. LIPPMAN: I am just trying to get a sense of 

the number of those patients that went into CRp. 

DR. APPELBAUM: I am not sure. I think we 

probably had three or four. 

DR. LIPPMAN: Well, I just heard three, so three 

patients is what we are talking about. 

DR. SCHILSKY: Getting back to this question - 

Does the committee agree that the efficacy of this product 
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:an be satisfactorily judged on the basis of the overall 

response rate and compared with CR's reported in the 

Literature? 

All who would vote yes on that? 

[Show of hands.1 

DR. SCHILSKY: Two yes. 

All who would vote no? 

[Show of hands.] 

DR. SCHILSKY: Nine no. 

Abstain? 

DR. SCHILSKY: One abstention. 

sdd up. Either I can't count or you guys 

nands very high. 

Something doesn't 

don't raise your 

We have two yes. If you are voting no, please 

raise your hand again high. 

[Show of hands.] 

DR. SCHILSKY: All right. Ten no, two yes, one 

abstention. 

Question 3. Does the committee agree that the 

efficacy of this product in relapsed AML has been shown to 

be comparable to that of conventional salvage regimens? 

Any discussion on that? 

All who vote yes?, 

[Show of hands.] 

DR. SCHILSKY: Three yes. 
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All who would vote no? 

[Show of hands.] 

DR. SCHILSKY: Ten no. Three yes, ten no. No 

abstentions. A decisive vote. 

On to some questions regarding safety. Again, we 

are shown a table here, Table 4 of adverse events by 

regimen, comparing gemtuzumab to three different 

chemotherapy regimens, and pointing out some differences in 
* 

toxicity profile. I don't think we need to review those 

again. 

The question is: Does the committee agree that 

there is sufficient evidence to support a claim of improved 

safety over conventional salvage chemotherapy regimens? 

Discussion on that? 

DR. SANTANA: I don't think it is improved safety. 

I think it is a different safety profile just for point of 

clarification. 

DR. SCHILSKY: Any other discussion? 

Again, the question is: is there sufficient 

evidence to support a claim of improved safety over 

conventional salvage chemotherapy regimens? 

All who would vote yes? 

[Show of hands. 1 

DR. SCHILSKY: Eight yes. 

All who would vote no? 
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[Show of hands.] 

DR. SCHILSKY: Three no. 

Abstentions? 

[Show of hands.] 

DR. SCHILSKY: Two abstentions. 

DR. BERMAN: Can you clarify, though, that it is a 

different safety profile? I mean can we modify the question 

to take into account that it is a different profile? 

DR. SCHILSKY: Question 5 now deals with 

approvability. Does the committee believe that there is 

sufficient evidence of improved safety and comparable 

efficacy in patients with relapsed acute myeloid leukemia to 

support approval of gemtuzumab ozogamicin under the 

Accelerated Approval regulations? Do you recommend 

accelerated approval? 

Discussion? 

DR. NERENSTONE : A question to the FDA. Are we 

allowed to make recommendations as to which category of 

patients we think this would be appropriate for, in which 

case I would propose that we reword that to say in elderly 

patients or patients who are otherwise not candidates for 

high-dose aggressive chemotherapy? 

DR. SCHILSKY: That is actually Question 7. 

DR. PAZDUR: The subsequent question. 

DR. NERENSTONE: Except I think maybe Question 5, 
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how we vote depends on if we are going to limit it. 

DR. SCHILSKY: Do you want to discuss limitation 

at this point or do you want to vote on approvability? 

DR. TEMPLE: But you also have to come to grips 

with your response to Question 3, which said that you can't 

evaluate it. So, you will have to make all those make sense 

together. 

DR. NERENSTONE: We didn't say we had to be 

consistent. 

[Laughter. 1 

DR. TEMPLE: We didn't ask that question, you are 

right. 

DR. SCHILSKY: I would suggest that we vote on 

Question 5 as written, and depending upon that vote, we may 

or may not need to discuss Question 7. 

Mr. Flatau? 

MR. FLATAU: I just would like to know what 

happens if we don't approve it for accelerated approval, 

what happens in the future. 

DR. TEMPLE: Remember advisory committees are 

advisory committees, so let's presume that we agree. You 

tell us that, and we agree. We would surely work with the 

sponsor to think what kind of data they would need to make a 

more persuasive case. I mean that is a generic answer. 

Many drugs have not made it the first time through an 
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advisory committee, and subsequently become available. 

DR. BERMAN: Can I just summarize something which 

C think is important, and that is, for patients with 

relapsed disease, especially for people over the age of 60, 

:here are not a lot of options out there, and we have been 

shown data in over 110 patients, 140 patients I think, that 

:his has some efficacy, and while it i,s on a low end of the 

scale of efficacy compared to high-dose studies, there is a 

defined efficacy there. 

I think that the toxicity is perhaps less well 

defined with an eye toward liver toxicity, but I think that 

adding -further studies, which is I think the thrust are more 

data needed, I doubt that the results are going to change 

significantly. 

DR. SIMON: I guess I would think that if we are 

thinking about a subset of the patients, the older patients 

for whom there aren't many other options, you could do a 

whole lot better job of accumulating evidence, of doing a 

study of either evaluating or comparing this drug to 

whatever options would be available, and looking at the 

results for that targeted group of patients. 

Here, we have sort of a real scatter of kinds of 

patients, and it is very difficult with the historical 

controls and varied treatments that the patients are going 

onto, to determine whether this drug contributes anything in 
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:he context of an older group of patients. 

DR. BERMAN: Actually, I would disagree. I think 

:he data are there, and I think there was between a 25 and 

30 percent overall response rate in patients over the age of 

SO. Now, as a practicing leukemia doctor, I am not sure I 

Yould be enthusiastic about randomizing a patient over the 

%ge of 60 to something like high-dose ara-C versus this 

agent. 

DR. SIMON: Well, I mean one would have to say for 

:hat targeted group of patients, what would be the 

appropriate comparison. I think given that you'have a 

response rate that is depending upon how you define it, may 

range it between 15 and 30 percent, and that the median 

duration are maintained at two months, I would question 

whether there really is an ethical issue. 

DR. BERMAN: Well, I would argue that this is what 

311 of the other single agent and combination studies have 

shown, and that this fits well within what is published. 

DR. SIMON: Well, I think if we set our standards 

very low for the kind of data that we are going to use to 

approve agents, then, that is the kind of data we are going 

to get. 

DR. BERMAN: Well, I don't think it is a matter of 

setting our standards low. I think this is what the results 

are. We are not going to be held if the FDA tells us that 
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ve are not going to be held that this will be necessarily 

:he standard therapy for all future trials. 

DR. SCHILSKY: Dr. Lippman. 

DR. LIPPMAN: I think if I felt confident that 

this agent, which again the reason I abstained earlier is 

oecause of different toxicity profile, not to say better or 

Morse, but different, but even with this toxicity profile, 

if. I- felt confident that the rates were comparable, even at 

the low end of active agents, I might feel differently, but 

C am not even confident in that based on the kind of 

zomparisons we are using, comparing patients that were 

zreated non-protocol, many other issues, historical. That's 

ny concern. 

If your statement is true, and I don't think we 

can tell based on this data, that it's on the low end of an 

active drug and the toxicity, then, I think it may have a 

role. 

DR. SCHILSKY: Dr. Temple. 

DR. TEMPLE: What I hear the committee having told 

us in Question 3, was not that they didn't think the drug 

was adequate or knew that it wouldn't be useful, but that 

the available data didn't characterize its usefulness 

adequately. Obviously, there could be disagreement about 

that. 

DR. SCHILSKY: I think that is a fair statement. 
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Any other discussion? 

Question 5 then again: Does the committee believe 

hat there is sufficient evidence of improved safety and 

Nomparable efficacy in patients with relapsed AML to support 

.pproval under the Accelerated Approval regulations? Do you 

-ecommend accelerated approval? 

All who would vote yes?. 

[Show of hands.] 

DR. SCHILSKY: Four yes. 

All who would vote no? 

[Show of hands.] 

DR. SCHILSKY: Seven no. 

Abstain? 

[Show of hands.] 

: DR. SCHILSKY: Two abstentions. 

Four yes, seven no, two abstentions. 

Question 6, I think we don't have to discuss 

)ecause it starts with, "If accelerated approval is 

recommended." 

Question 7. If the answer to Question 5 is no, 

does the committee agree that sufficient evidence of 

improved safety and comparable efficacy has been 

demonstrated in a subgroup of patients with relapsed acute 

leukemia to support approval? 

Then, we are referred to two tables on the 
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following page,that give us some breakdown of remission 

rates versus duration of first CR in Table 5, and remission 

rates versus age in Table 6. 

I want to point out to the committee that there is 

a typographical error in Table 6, which if you look at the 

bottom,row of Table 6 for the gemtuzumab outline, what it 

should say is that the CR rate is 18 percent with confidence 

intervals of 9 to 31 percent, and the CR plus CRp is 34 

percent with confidence intervals of 21 to 49 percent. 

In the next box over for patients 60 and older, 

the CR rate is 17 percent with confidence intervals of 8 to 

29 percent, and the CR plus CRp is 28 percent with 

confidence intervals of 16 to 42 percent. Just to be sure 

that we are looking at the complete information. 

It would not appear that there are great 

differences here based on duration of first response, 

although there may be differences based on age group. 

Since we have heard a lot of discussion from 

people on the committee, as well as the sponsor and others, 

about maybe this is the drug to give to older patients with 

AML, now is the opportunity to discuss that a little bit 

further. 

Is this the drug to give for an older group of 

patients? Dr. Kelsen. 

DR. KELSEN: Does that mean that we would then 
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have the opportunity to approve it for a specific indication 

or for accelerated approval for a specific subgroup? 

DR. PAZDUR: Yes, and that would be reflected in 

the labeling. 

DR. KELSEN: I think the discussion--I am not a 

leukemia doctor either--but what I have heard today is that 

for that targeted subgroup, the options for further therapy 

are very limited, and they are not the kind of people you 

give very high-dose intense therapy to, and there isn't a 

good comparator arm that could leap to your mind, Ellin, as 

I was listening, and if that is correct, I would think that 

this is'a very reasonable thing to do. 

DR. SCHILSKY: So, presumably the indication would 

Ie for patients 60 years and older with relapsed AML. 

DR. TEMPLE: Just to be sure, you have to explain 

IOW whatever answer you give here is consistent with the 

answer to No. 3, and I guess I would take note of the fact 

;hat there are response rates from the literature using 

something. So, apparently, old people were given something, 

ind those are the response rates there. r 

So, while you are thinking about this, you need to 

explain, so we will understand. 

DR. SCHILSKY: Dr. Lippman. 

DR. LIPPMAN: Unless we are all comfortable 

)otentially telling patients that yes, we have maybe a less 
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less effective, less active, if that is what we are doing, 

then, I feel more comfortable, but if we are really 

comparing again to the literature, I would like to see in 

this older group, as Dr. Simon mentioned, even the 

comparisolis that we have, what the other criteria, what the 

other characteristics were of the older groups in these 

studies. 

9 I am just very concerned about the comparisons and 

10 somehow writing off the older patients as not being able to 

11 3e treated more aggressively, because they have been, and we 

12 lave seen the results. 
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DR. BERMAN: Well, they have been, but those are 

rery selected patients who are felt that they can tolerate 

ligh-dose therapy, and actually there is no denominator to 

snow how many patients over the age of 60 are offered 

;upportive care in any group of 1,000 patients and how many 

latients are actually offered therapy. 

so, I am not sure why you are quite so dismissive 

)f the literature. 

DR. LIPPMAN: I guess I would like to see those 

iata and get some sense of that. I mean if the focus is on 

:his group of elderly patients, then, I would like to see 

lore data from the literature, more discussion of that point 

.n the presentation. 
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DR. SCHILSKY: Well, you are not going to see any 

more data today. 

DR. LIPPMAN: Right, and that is to answer the 

question of why I am dismissive of that. That is the reason 

is I am just not comfortable I have seen enough data to feel 

confident about it. 

DR. SCHILSKY: Dr. Przepiorka? 

DR. PRZEPIORKA: I am questioning whether or not 

are thinking they are, and I am not certain that we should 

assume that those were selective patients rather than 

unselective patients. 

I am concerned that the safety data presented was 

safety data for all patients, not safety data for patients 

over the age of 60, and so although overall the safety 

profile looks to be improved, I am not certain that I heard 

that it was actually also improved in the elderly 

individuals. 

However, I think overall it would look great if 

really were that true. 

DR. SCHILSKY: Would you feel comfortable using 

it 

this treatment for a 65-year-old patient with relapsed AML? 

DR. PRZEPIORKA: I think that will come up in my 
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vote. 

[Laughter. I’ 

DR. SCHILSKY: Dr. Nerenstone. 

DR. NERENSTONE: As a practicing oncologist, we 

make the decision all the time with the patient whether to 

trade a drug with less toxicity or different toxicity 

profile with response rate, and I see this as giving the 

hematologist another weapon in their armamentarium to 

present to a patient. 

I am very struck by the mucositis data. I mean 

these patients, Grade 3 and 4 mucositis in a leukemic, their 

ahole GI tract sloughs, and it is very distressing to the 

patient, they are often in the hospital, they are getting 

!JPN, they get infected, they get febrile, they get septic, 

zhey are very sick, and the fact that that toxicity may be 

:raded for other toxicities is still I think an important 

:radeoff that the physician and the patient will have the 

opportunity to decide. 

DR. BERMAN: I would agree with that. I think 

:hat it is wrong to probably discriminate by age, because I 

:hink if this, in fact, with larger numbers, proves to be a 

lore successful agent, that is going to get out there, and I 

:hink the market, so to speak, will bring this to bear. 

I don't think that if in the end it proves not to 

)e effective, then it not going to be used, but I don't 
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the opportunity to have this as an option. 

DR. SCHILSKY: I think we have already voted about 

that. 
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DR. L1PPMA.N: I guess if we could put in the 

approval, just not to confuse the doctors in the community 

who are treating, that the toxicity profile we think may be 

oetter, less mucositis, and so on, but we are not sure if 

the activity is equivalent to what is out there, so they 

could decide, as you mentioned, so that doctors could decide 

if they want to trade that off, then, I think that is 

another issue, but if we label this as feeling confident 

zhat it's equivalent based on the data we have, I have 

concerns with that. 

DR. SCHILSKY: I think, generally speaking, the 

agency hears these discussions, and if we were to come up 

vith a category of patients for whom we thought approval was 

appropriate, then, they would probably be able to work with 

;he sponsor to develop appropriate language. 

DR. PAZDUR: Could you also help us, maybe the 

Leukemia doctors, help us characterize what is it about the 

ige group here that makes it at higher risk, is it because 

rTe are comparing it to comorbid illnesses in this patient 

copulation? 

Specifically, if we are going to label something 
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16 efficacy has been demonstrated in patients 60 years of age 

17 or older with relapsed AML? 

18 That is a paraphrase of adding Question 5 to 
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adding Question 7. So, I would read it again. 

Does the committee agree that sufficient evidence 

If improved safety and comparable efficacy has been 

demonstrated in patients 60 years of age or older with 

23 relapsed AML? 

24 DR. SANTANA: I must point out that we have not 

25 leen presented any safety data using this apparent 
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on an age basis, is there any better handle we could have 

about this? If they got less toxic therapy, but the same 

drugs that we are using, would that be another situation 

that we could be looking at, a conventional agent? 

Can you give us a better handle of the problem 

with age here? 

DR. BERMAN: I think there are t&o. First of all, 

older people just don't survive the regimen because of the 

high risk of infection or other comorbid problems, but the 

second is their leukemia tends to be more resistant because 

they have a higher incidence of unfavorable cytogenetics. 

DR. PAZDUR: So, it is inherent in the disease. 

DR. SCHILSKY:' Let me suggest that we vote on the 

following question: Does the committee agree that 
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dichotomy, so just a point of comment. 

DR. SCHILSKY: Are you saying that you don't want 

to vote on this particular question or are you indicating 

how you would vote on it? 

DR. SANTANA: We are making up a question, but 

part of the data has been presented, but the other part we 

haven't been presented that same way, the age criteria. 

DR. PAZDUR: Sufficient data for the question, so 

if there is not sufficient data-- 

DR. SCHILSKY: The question says, I'Does the 

committee agree that sufficient evidence of improved safety 

and comparable efficacy has been demonstrated?" 

Dr. Albain. 

DR. ALBAIN: I am just concerned with making this 

60 dichotomy here. I think that we are all sensing that 

zhere is a group of patients with comorbidities for whom a 

uell-intentioned practicing physician is going to look at 

3nd say I am not going to give high-dose ara-C, too, I am 

lot going to do all the things that will result in what Dr. 

Jerenstone just described. 

I think we need to leave some room here for the 

judgment of the primary caregiver, and there is going to be 

1 55-year-old with bad diabetes and hypertension and other 

:hings that you also might want to consider. 

Also, that group about bridging into transplant 
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was another one we haven't brought up here that I think is 

worth discussing. 

DR. SCHILSKY: Let me remind you that, first, we 

have already voted against approvability in general. 

DR. ALBAIN: For a subgroup of patients, as 

worded. I am proposing another subgroup of patients. 

DR. SCHILSKY: What subgroup would you be 

proposing, whatever group the doctor feels like he wants to 

treat with this? Is that your subgroup? 

DR. ALBAIN: No, patients with comorbidities, for 

whom more aggressive reinduction therapies are not 

indicated, and that subgroup that may need a bridging agent 

into high-dose therapy. Those are the two subgroups that I 

have heard as being potentially attractive for this agent. 

DR. SCHILSKY: Dr. Nerenstone. 

DR. NERENSTONE: Just a point of clarification. 

In the briefing documents that the sponsor gave to us, page 

73 discusses the fact that effective age was looked at on 

side effects, and that there were no differences age less 

than 60 or age greater than or equal to 60. 

Remember that their third study looked exclusively 

at the older patient population. So, the data is gone into 

in quite some detail over those next few pages. So, I do 

think we do have the data to look at age, and it does not 

look to be more toxic in the older patients. 
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DR. BLAYNEY: And their Slide 15 showed there is 

no difference in early deaths greater than 60 and less than 

60. 

DR. BERMAN: The other is that, as Dr. Albain 

said, if we begin to pick out subgroups less than 60 for 

whom it may be appropriate, then, why not just leave it as 

approvable regardless of specific age groups. 

DR. SCHILSKY: Dr. Temple. 

DR. TEMPLE: We need to understand the logic of 

shis. If it is necessary to know that efficacy is 

comparable, you have told us in vote on 5 that you didn't 

:hink you could know from the available literature. 

An alternative theory for approval is that it 

doesn't make any difference how it compares with other 

:herapy as long as in some sense it works at least a little, 

)ut you need to be explicit in telling us what you think 

ibout that. Otherwise, the answers won't look like they 

?ake sense together. 

DR. SCHILSKY: My own sense from hearing the 

discussion at least is that many of the leukemia doctors 

Jould feel--and I won't speak for my colleagues around the 

:able, but I will--that many patients with relapsed AML who 

tre in the over age 60 group are not good candidates for 

aggressive chemotherapy, don't tolerate it well, do tend to 

.lave poor outcomes from it, and that this is an agent that, 

MILLER REPORTING COMPANY, INC. 
507 C Street, N.E. 

Washington, D.C. 20002 
(202) 546-6666 



ajh 

1 

168 

2 

'3 

4 

as best as we can tell from the available information, seems 

to have a different, perhaps more favorable toxicity profile 

and appears to produce outcomes that are no worse than what 

one might expect with giving those people chemotherapy. 
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DR. TEMPLE: You just voted on that, and what you 

said was you can't tell on the outcomes. 

DR. SCHILSKY: For the population overall. 

DR. TEMPLE: I guess I would submit that what you 
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10 

11 
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13 

are really saying is it obviously gives you some responses, 

there is no doubt about that, you can see them, and that it 

doesn't matter whether it is comparable to aggressive 

chemotherapy because you don't want to give that therapy to 

these people. 

14 

15 

DR. SCHILSKY: Well, I think that is another valid 

May of looking at it, and I will ask Dr. Berman and Dr. 

16 Przepiorka if you would accept that, Dr. Temple's notion. 

17 

18 

.19 

20 

21 

DR, PRZEPIORKA: I would feel comfortable 

answering a question that was worded is there sufficient 

evidence of improved safety and acceptable efficacy as 

opposed to a comparable efficacy. 

DR. BERMAN: I would agree with that. 

22 

23 

24 

DR. SCHILSKY: In the group of 60 years and older 

with relapsed AML. Would that help reconcile the vote for 

you? 

25 DR. TEMPLE: Yes. I mean that is logically 
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consistent. I mean you could say both of things 

DR. SCHILSKY: 

DR. ALBAIN: R .ich, why are you focusing 

Dr. Albain. 

am still troubled by that. Why couldn't the question leave 

the age out, because you have got the patients with great 

comorbidities who are younger than 60? 

DR. SCHILSKY: If you leave the age out, then, it 

is the same question as Question 5, and there are no other 

particular groups of individuals that we have heard any data 

3n at all. 

Personally, I don't know what you mean by 

zomorbidities. We all' could conjure up what comorbidities 

night be, but which comorbidities are important? Would you 

qant to give this to a 55-year-old with osteoarthritis? 

DR. ALBAIN: I think leukemia experts frequently 

answer this in their practice every day, and I don't know 

:hat we could resolve this around the table at this minute, 

)ut I think.there is enough of the literature that this type 

If a grouping could be described in more detail, you know 

lrhether there is drug efflux in the leukemic cells, too. 

rhere is a growing literature from South West Oncology Group 

:hat documents, not age per se, as it is the drug efflux 

system that seems to be more out of whack in this older 

rroup. 

MILLER REPORTING COMPANY, INC. 
507 C Street, N.E. 

Washington, D.C. 20002 
(202) 546-6666 



ajh 

3 

4 

5 

6 

7 

8 

9 

10 

11 

12 

14 

15 

16 

17 

18 

19 

20 

21 

22 

23 

24 

25 

170 

DR. BERMAN: I don't think it is up to the 'FDA to 

kind of say, well-, it should be used for this comorbidity 

and not that comorbidity. I think it should be available, 

so the practicing physician can make that decision under the 

rubric of clinical judgment. 

DR. PAZDUR: With the existing data that we have, 

we would be unable to label around existing comorbidities, 

et cetera. We have seen an analysis on age here, which does 

make some sense to us to consider. 

DR. BERMAN: And it showed no difference. 

DR. SCHILSKY: Dr. Temple. 

DR. TEMPLE: There is a. general injunction that 

drugs that appear are supposed to have adequate directions 

for use, which generally means you are supposed to be able 

to characterize their value, and things like that. 

We do not just, as a rule, put something out 

because it has activity, because, you know, you know that 

within the first few patients. So, this may be well 

characterized, sufficiently characterized, I am not trying 

to make that judgment, but the mere existence of activity is 

not usually considered sufficient. 

You want to be able to tell somebody something 

about how it is going to work, how it compares with other 

therapies, if that is relevant, and things like that. 

DR. SIMON: But here, all you do have is an 
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evidence of activity. You have a response rate and you 

either have no duration of response or the duration you view 

as very short. 

DR. TEMPLE: I am not trying to make a judgment 

about that. You have responses, they have a duration, and 

it is up to people who know about these things to tell us 

whether they think that is worth anything. 

DR. SCHILSKY: Dr. Lippman. 

DR. LIPPMAN: To vote on changing it again to 

acceptable activity confuses me, because what we are really 

saying, and what I said before, was that it has activity, 

but we are not confident that it's equivalent to what's out 

there, and I think if we just use the term "acceptable,11 I 

am not sure that that helps accomplish what we want. 

Some people could interpret acceptable as being 

comparable. 

DR. SIMON: We are not really even sure that that 

activity is clinically meaningful to the patient. The 

patient may be better off without treatment if we are 

Lalking about patients who are really not candidates for 

cytotoxic chemotherapy. 

Those patients may be better off getting nothing 

:han getting this drug given what we know about the limited 

durability of these responses. 

DR. BERMAN: I don't think that is so. I just 
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DR. SIMON: .Well, I think we have to distinguish 

wanting to have something to treat patients with from being 

able to get evidence as to whether the drugs really benefit 

the patients. 

DR. BERMAN: And that is a Phase III question. 

I'hat is a randomized trial to look at this versus no further 

therapy. 

DR. SIMON: And this is for approval. 

DR. BERMAN: But that doesn't mean that it 

shouldn't be approved at this stage. 

DR. SIMON: We usually require evidence of 

clinical benefit or something that we really believe looks 

Like it. 

DR. BERMAN: Well, and we have seen that when you 

:ompare it, when the company has shown on the graph that 

:his falls on the low end of the scale of response, but 

:here is a defined response. 

DR. SIMON: It seems to me like where we are 

)asically is we have activity, we have nothing more, the 

responses aren't durable, and we are trying to come up with 

some rationale for just making the drug available without 

Lny real evidence of benefit. 

DR. BERMAN: Well, not to just get in the last 

lord, but--[laughter]--the survival with any kind of 

MILLER REPORTING COMPANY, INC. 
507 C Street, N.E. 

Washington, D.C. 20002 
(202) 546-6666 



ajh 

1 

2 

3 

4 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

23 

24 

25 

173 

chemotherapy, once you relapse with this disease, there is 

no more than four months with any form of high-dose therapy 

with the exception of transplant. 

DR. SCHILSKY: I think we have had adequate 

discussion on a variety of issues here, and if it is 

agreeable to the agency, I might propose that we take a vote 

on the following question: Does the committee agree that 

sufficient evidence of improved safety and acceptable 

efficacy has been demonstrated in patients 60 years of age 

ind older with relapsed AML? 

Would that be useful for you if we voted on that 

Iuestion? 

DR. TEMPLE: We listened, we heard-the rest of the 

tiscussion, too. 

DR. SCHILSKY: So, that is the question. 

If there is sufficient evidence of improved safety 

nd acceptable efficacy in patients 60 and older with 

.elapsed AML, all who would vote ye.s, please raise your 

.and. 

[Show of hands.] 

DR. SCHILSKY:' Twelve, I think. 

All who would vote no? 

[show of hands. I 

DR. SCHILSKY: I must have miscounted again. We 

ave two no. 
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All who would vote yes, please raise your hands 

again. 

[Show of hands. 1 

DR. SCHILSKY: Eleven yes. 

so, it is eleven yes and two no. 

Okay. That concludes our proceedings. Thank you 

rery much. 

.[Whereupon, at 12:20 p.m., the proceedings were 

:oncluded.l 
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