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A Randomized, Double-Blind, Placebo-Controlled, Parallel-Group Study,
Conducted Under In-House Blinding Conditions, to Examine the Safety,
Tolerability, and Efficacy of MK-0869 for the Prevention of Chemotherapy-
Induced Nausea and Vomiting Associated With High-Dose Cisplatin

Clinical Phase HI
Study Period:

Start: November 20, 2000
End: December 31, 2001

Overall Study Design:

Multicenter, randomized, double-blind, parallel-group, controlled trial with in-
house blinding to assess the safety and efficacy of MK-(869 in the prevention of
Chemotherapy Induced Nausea and Vomiting (CINV) in: patients with confirmed
solid malignancies who were treated with a chemotherapy regimen that included
cisplatin >70 mg/m”>.

Eligible patients were randomly allocated to one of two treatment groups using a
computer generated random allocation schedule. Patients were stratified

(at randomization) according to gender and then were further stratified according
to the administration of emetogenic chemotherapy in addition to cisplatin.

Medical Officer Comment:

The study design appears appropriate and well controlled. Stratification of patients
according to concomitant chemotherapy was not routinely done for the approval of other
drugs for the prevention of CINV.

Treatments Administered

Each randomized patient received either a triple therapy regimen of MK-0869,
dexamethasone, and ondansetron, or Standard Therapy of dexamethasone and
ondansetron for 4 days. All treatment medications were administered in a blinded
fashion.

During the multiple cycle extension, patients received the same blinded therapy
they had been administered during Cycle 1. '
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Table 1
Treatment Regimens

MK-0869 125 mg PO MK-0869 80 mg PO Daily (Days 2 and 3 only)
Dexamethasone 12 mg PO | Dexamethasone 8 mg O Daily (morning)
Ondansetron 32 mg IV or Dexamethasone Placebo PO Daily (evening)
3 doses of 0.15 mg/kg IV

Standard Therapy MK -0869 Placebo PO MK-0869 Placebo PO Daily (Days 2 and 3 only)
Dexamethasone 20 mg PO | Dexamethasone 8 mg O Daily (morning)
Ondansetron 32 mg IV or Dexamethasone 8 mg ?O Daily (evening)
3 doses of 0.15 mg/kg IV 1

Ref Adapted from (P052.pdf Pg. 46)

Medical Officer Comment:

On days 2 through 4, patients in the MK-0869 group received a placebo for the evening
dose of dexamethasone because a drug-drug interaction was identified during earlier
studies that resulted in plasma levels for dexamethasone that was twofold greater.
Ondansetron 32mg IV was administered only on Day 1 of the cycle in both groups.

Adolescent patients were enrolled at one site in the U.S. under a site-specific
amendment. Adolescent patients >12 and <18 years of age, weighing >40 kg,
were administered the recommended dose of Ondansetron (0.15 mg/kg IV) for
prevention of CINV in adolescent patients according to the U.S. ondansetron
label.

Sample Size:

The original protocol proposed 500 patients (~250 patients per treatment group)
be enrolled in order to yield a total of 470 evaluable patients (i.e., about 235
patients per treatment group).

Ethics:

Medical Officer Comment:

The sponsor states the study was conducted in conformance with applicable country
and/or local requirements, however does not specifically state that the study was in
accordance with the Declaration of Helsinki or in accordance with Good Clinical
Practice.

Investigators:

Fifty-eight centers participated in the study. Study sites were located in the
United States, Australia, Belgium, Canada, Denmark, France, Germany, Greece,
Hungary, Italy, Russia, South Africa, Spain, Sweden, Switzerland, and Taiwan.
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Medical Officer Comment.
This was a multicenter, multinational study that included 51 centers.

Objectives:

Primary Objectives: Cycle 1

1) Demonstrate that MK-0869 regimen is superior to Standard
Therapy in the control of CINV, as measurec by the proportion of
patients with complete response in the 120 hours following the
initiation of high-dose cisplatin chemotherapy.

2) Evaluate the safety and tolerability of the MK:-0869 regimen.

Secondary Objectives: Cycle 1

1) Compare MK-0869 regimen with Standard Therapy in the proportion
of patients with:
» Complete Response—O0 to 24 and 25 to 120 hours
» No Vomiting—O0 to 24, 25 to 120, and 0 to 120 hours
* No Significant Nausea—O0 to 120 hours
* No Nausea—0 to 120 hours
+ No Impact on Daily Life—O0 to 120 hours

2) To compare MK-0869 regimen with Standard Therapy in terms of the
time to first vomiting episode in the 0 to 120 hours time frame.

Exploratory Objectives: Cycle 1

To compare MK-0869 regimen with Standard Therapy in the proportion of
patients with:

« Complete Protection—0 to 24, 25 to 120, and O to 120 hours

« Total Control—O to 24, 25 to 120, and 0 to 120 hours

« No Significant Nausea—25 to 120 hours

» No Nausea—25 to 120 hours

'Optional Multiple-Cycle Extension Phase (Maximum of 5 Additional Cycles)
Describe the serious adverse experience profile of MK-0869 Triple

Therapy and Standard Therapy when administered to patients receiving
multiple cycles of chemotherapy with high-dose cisplatin.

Ancillary Objectives: Cycle 1

To collect health care resource utilization data to aid in economic analysis
of MK-0869 in Cycle 1.
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Medical Officer Comment.
Treatment cost analysis is not evaluated by the Agency during the review process.

Definitions:
Complete Response: No Emesis, No Rescue therapy
No Emesis: No vomiting or retching or dry heaves
(includes patients who received rescue therapy).
No Nausea: Maximum nausea VAS <5 mm.
No Significant Nausea: Maximum nausea VAS <25 mm.
Complete Protection: No emesis, no rescue therapy, no significant nausea
(maximum nausea <25 mm on VAS).
Total Control: No emesis, no rescue therapy, and no nausea
(maximum nausea <5 mm on VAS).
Medical Officer Comment:

Nausea was self-assessed using a 100-mm horizontal visual analogue scale (VAS) in the
patient diary. The left-hand edge of the scale (0 mm) was labeled “no nausea,” and the
right-hand edge of the scale (100 mm) was labeled “nausea as bad as it could be.”
Patients recorded their assessment of the degree of nausea during the preceding 24 hours
by placing a vertical mark on the scale.

Primary Endpoint Analysis:
Complete Response: Overall phase (0 to 120 hours post cisplatin)

Medical Officer Comment:
“Complete responsei(no emesis and no rescue therapy) was the primary efficacy endpoint
for studies that led to the approval of ondansetron. For this study the primary endpoint
was Complete Response for the overall phase. The acute and delayed phases were
secondary endpoints.

Secondary Endpoint Analyses:

Complete Response: Acute phase (0 to 24 hours post cisplatin)
Delayed phase (25 to 120 hours post cisplatin)
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Complete Responsg: (Per-protocol analysis)—overall, acute, and delayed

' phases

No Emesis: Overall, acute, and delayed phases

No Nausea: (VAS <5) Overall phase and delayed phase
(exploratory analysis)

No Significant Nausea: (VAS <25) Overall phase and delayed phase
(exploratory analysis)

Time to First Emesis: Overall phase

Patient-Reported Impact

of CINV on Daily Life: Overall phase

Medical Officer Comment:

The primary and secondary endpoints should be adequate to evaluate the efficacy of MK-
0869 regimen. The Sponsor had pre-specified exploratory endpoint analysis for:
Complete Protection, Total Control and Severity of Nausea (overall, acute and delayed).
Patient-Reported Impact of CINV on Daily Life was measured using Functional Living
Index-Emesis (FLIE). The FLIE questionnaire was a VAS-basea, validated patient-
reported measure of the impact of CINV on daily life.

Rescue Therapy

Rescue therapy was defined as any medication administered to treat established
nausea or emesis. During Cycle 1, Patients recorded the drug, dosage, and time of
rescue medication in their patient diary. Patients who had emesis or required
rescue therapy were considered treatment failures for the primary efficacy
analyses.

Diary data was initially reviewed prior to unblinding in order to identify protocol
violations. Patients who received rescue therapy inappropriately (as defined by
the patient 4nd confirmed by the study coordinator) to prevent nausea or vomiting
were considered protocol violators.

Inclusion Criteria (Cycle 1)

Patient > 18 years of age.

Scheduled to receive first course of cisplatin chemotherapy (270 mg/m®) over <3
hours for a documented solid tumor malignancy.

Negative serum or urine pregnancy test

Females of childbearing potential agreed to use appropriate contraception
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Kamofsky score 260

Predicted life expectancy of 23 months

Able to read, understand, and complete study questionnaires and diary.
Written informed consent.

Inclusion Criteria (Multiple-Cycle Extension)

Participation in the study during the next cycle of chemotherapy was considered
appropriate by the investigator and did not pose unwarranted risk to the patient.
Satisfactory completion of the preceding cycle of chemotherapy and related study
procedures.

Scheduled to receive the same chemotherapy regimen as in Cycle 1.

Exclusion Criteria (Cycle 1)

Mentally incapacitated or a psychiatric disorder that, in the opinion of the
investigator, precluded study entry.
Current use of illicit drugs or had current evidence of alcohol abuse.
Scheduled to receive stem cell rescue therapy.
Received investigational drug within 4 weeks prior to study treatment.
Abnormal laboratory values:
« Absolute neutrophil count <1500/mm’ and white blood cell (WBC)
count<3000/ mm®
« Platelet count <100,000/ mm*
» Aspartate transaminase (AST)>2.5x upper limit of normal
» Alanine transaminase (ALT) >2.5 x upper limit of normal
« Bilirubin >1.5 x upper limit of normal
« Creatinine >1.5 x upper limit of normal
Treated with the following antiemetic agents within 48 hours prior to Day 1:
* 5-HT3 antagonists (ondansetron, granisetron, dolasetron, or tropisetron)
« phenothiazines (e.g., prochlorperazine, fluphenazine,
perphenazine, thiethylperazine, or chlorpromazine)
« butyrophenones (e.g., haloperidol or droperidol)
» benzamides (e.g., metoclopramide or alizapride)
+ domperidone
« cannabinoids

Benzodiazepine or opiate therapy initiated within 48 hours prior to Day 1 except
single daily doses of triazolam, temazepam, or midazolam.
» Continuation of chronic benzodiazepine or opiate therapy was permitted
provided it was initiated at least 48 hours prior to Day 1.
Systemic corticosteroid therapy initiated within 72 hours prior to Day 1 except as
outlined in the protocol or as premedication for patients receiving paclitaxel or
docetaxel. Patients who were receiving chronic (>72 hours) daily corticosteroid
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therapy could have been enrolled provided the corticosteroid dose was not >10
mg of prednisone daily or equivalent.
History of any illness that, in the opinion of the investigator, would have
confounded the results of the study or posed unwarranted risk in administering
study drug to the patient.
Active infection (e.g., pneumonia) or any uncontrolled disease (e.g., diabetic
ketoacidosis, or gastrointestinal obstruction) except for malignancy that, in the
opinion of the investigator, might have confounded the results of the study or
posed unwarranted risk in administering study drug to the patient.
Scheduled to receive multiple-day chemotherapy with cisplatin in a single cycle.
(Rationale: Single-day cisplatin chemotherapy 1s the standard emetogen for
antiemetic studies.)
Scheduled to receive chemotherapy of moderate or high emetogenicity (Hesketh
Level 3 or above) on the 6 days prior to the cisplatin infusion and/or during the 6
days following the cisplatin infusion.
There was no restriction on the timing of administration of chemotherapeutic
agents of low emetogenicity (Hesketh Level 1 or 2 except: Paclitaxel and
docetaxel had to be given on the same day as cisplatin and prior to cisplatin.
Vomiting and/or had dry heaves/retching within 24 hours prior to the start of the
cisplatin infusion on Day 1 in Cycle 1.
Received or was scheduled to receive radiation therapy to the abdomen or pelvis
within 1 week prior to Day 1, or between Days 1 to 6 in Cycle 1.
Symptomatic primary or metastatic CNS malignancy.
Chronic use, or had taken within 7 days prior to Day 1:

e Terfenadine

» Cisapride

* Astemizole

+ Clarithromycin (azithromycin, erythromycin, and roxithromycin were

permitted)

» Ketoconazole or itraconazole (fluconazole permitted)

» Amifostine
(Rationale: Agents that are CYP3 A4 substrates or inhibitors may interact with
MK-0869. Amifostine [not a CYP3 A4 inhibitor] causes nausea and vomiting,
which might have confounded assessment of efficacy.)
Chronic use, or had taken within 30 days prior to Day

« Barbiturates

« Rifampicin or nfabutin

» Phenytoin or carbamazepine
(Rationale: All are inducers of CYP3 A4 that can reduce plasma levels of MK-
0869, thereby potentially reducing efficacy.)
Concurrent medical condition that would preclude administration of
dexamethasone for 4 days such as a systemic fungal infection or uncontrolled
diabetes.
History of hypersensitivity to ondansetron or dexamethasone
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Medical Officer Comment:

Amifostine was specifically part of the Exclusion Criteria. Since it is used to decrease the
toxicity of chemotherapeutic agents, including cisplatin, the sponsor should evaluate the
safety of the co-administration of MK-0869 with Amifostine. There is a high potential for
these drugs to be utilized together. Amifostine is not a CYP3A4 substrate or inducer,

however the safety of co-administration with aprepitant has not been evaluated and
should be considered.

Exclusion Criteria (Multiple-Cycle Extension)

Positive pregnancy test.
Active infection (e.g., pneumonia) or any uncontrolled disease (e.g., diabetic
ketoacidosis) except for malignancy.
Started any restricted medications
(Azithromycin, erythromycin, roxithromycin, and fluconazole were
permitted)
Abnormal laboratory values:
« Absolute neutrophil count <1500 mm 3 and WBC count <3000/mm’
« Platelet count <100,000/ mm’
« AST >2.5 x upper limit of normal
» ALT >2.5 x upper limit of normal
« Bilirubin >1.5 x upper limit of normal
* Creatinine >1.5 x upper limit of normal

Medical Officer Comment:

A single site protocol amendment was made on November 1, 2001 to allow enrollment of

pediatric patients at least 12 years of age, weighing at least 40 kg. The Inclusion and
Exclusion criteria are acceptable.

Discontinuation of Patients
Protocol-defined reasons for discontinuation included:

_The patient wished to withdraw.
The patient had an adverse experience and did not want to continue or was
advised by the investigator not to continue.
The patient failed to comply with the study requirements and/or the -
investigator’s instructions.
The patient required medication not permitted by the protocol.
Any other reason, in the opinion of the investigator that precluded further
participation by the patient.

Medical Officer Comment:

The protocol-defined reasons for discontinuation were done in a blinded fashion and
should not result in any bias.
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Definition of Compliance

A patient was considered to be compliant with therapy if he/she took all the
prescribed medication on 4 study treatment days.

Definition of Study Completion

A patient was considered to have completed the study if he/she completed the
Days 19 to 29 visit of Cycle 1 or if he/she completed the Days 19 to 29 visit of
Cycle 6. A patient status of “completed, not continuing” was assigned to any
patient who completed the Days 19 to 29 visit of Cycles 1 to 5, but did not
participate in a subsequent cycle of treatment. Cessation of the study at any other
point was defined as a discontinuation.

Handling of Dropouts or Missing Data

For the efficacy analyses of the MITT population, missing data were imputed by
carrying forward the preceding data that were not missing in the same phase
(acute or delayed).

Acute phase represented only one efficacy measurement, so no carrying forward
was possible. Within the delayed phase (25 to 120 hours post cisplatin), carrying
forward was done from the preceding non-missing data. If efficacy data were
missing on Day 2, no carrying forward was done.

Within the overall phase (0 to 120 hours post cisplatin), if data were missing for
Day 1, no data were carried forward for Days 2 through 5, as no data were carried
forward between the acute and delayed phases. However, if a patient failed for an
efficacy endpoint on Day 1 and the rest of the data were missing, the patient was
considered a “failure” in all analyses for that endpoint. If the patient was a
“success” for an efficacy endpoint on Day 1 and the rest of the data were missing,
the patient was excluded from the delayed and overall phase analyses for that
endpoint.

In the per-protocol dnalysis no imputation for missing data was made.

When there were missing FLIE data, the domain score was calculated by
multiplying the average item score for the items present by 9. At least 12 of the -
18 FLIE items and both the vomiting and nausea domain had to be present to
calculate a FLIE total score.

Medical Officer Comment:
The sponsor submitted analyses on two populations, the MITT, in which missing data
were imputed by carrying forward and the per-protocol population where no imputation
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Jor missing data was made. In the per-protocol analysis, patients with missing efficacy
data were excluded. The results of this will be discussed in the efficacy section.

The defined population is acceptable for efficacy analysis. The primary analysis was
performed on the MITT population.

Efficacy and Safety Monitoring

During Cycle 1 of chemotherapy, patients reported episcdes of nausea and
vomiting and use of rescue therapy in a diary. The diary was maintained daily
from initiation of cisplatin infusion (0 hours) until the moming of Day 6 (~120
hours). In Cycle 1, telephone contact was made each moming on Days 2 to 6 to
assess the patient’s status and to ensure that emetic episodes, use of rescue
medication, and severity of nausea were recorded appropriately in the diary.

When the patient returned for the Days 6 to 8 Visit, study site personnel reviewed
the diary with the patient to ensure that it had been completed appropnately, the
patient then corrected errors, omissions, or ambiguities.

After completion of Cycle 1, patients had the option to participate in a multiple-
cycle extension. A patient could participate in a maximum of 5 subsequent cycles
if they fulfilled the multiple-cycle enrollment criteria.

The diary was maintained only during Cycle 1. For the multiple-cycle phase, the
diary was replaced by a Emetic Episodes and Nausea Assessment worksheet.

This two-question questionnaire assessed nausea and vomiting during the 120-
hour post cisplatin infusion period for each subsequent cycle. This was completed
at the Days 6 to 8 visit of each cycle.

Safety Parameters

All patients who received cisplatin and at least one dose of study drug were
included in the safety analysis. During the diary data collection period nausea and
vomiting were not considered adverse experiences unless they resulted in
hospitalization. After the moming of Day 6, nausea and vomiting were recorded
as adverse experiences.

-All patients were required to undergo baseline physical examinations, laboratory
studies, and an electrocardiogram. These were repeated at the study completion
or patient discontinuation. Patients were required to maintain the diary card to
record efficacy measurements and to attend office visits according to the protocol
schedule. Each visit included the collection of vital signs. Laboratory evaluations
were done routinely throughout the study. Each subsequent chemotherapy cycle
required blood sampling for laboratory tests.

10
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During the multiple cycle extension (Cycles 2 to 6) only serious adverse
experiences and non-serious adverse experiences that led to discontinuation from
study drug, or were considered drug-related by the investigator, were collected.

Table 2

Schedule of Clinical Observations and Laboratory Measuremerts—Cycle |
Postinstiation of Cisjiatia isfsion
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(Ref. Table 3 P052.pdf)

Table 3

Schedule of Clinical Observations and Laboratory Measurements—
Cycles 2 Through 6
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(Ref. Table 4 P052.pdf)
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Table 4

Protocol-Specified Laboratory Tests

Hematology Chemistry Urinalysis
Hemoglobin Bicarbonate pH
Hematocrit Creatinine Protein
Total WBC Total bilirubin Glucose
Neutrophils AST(SGOT)
Lymphocytes ALT (SGPT) Microscopy:’
Monocytes Alkaline phosphatase WBCs
Eosinophils Glucose (random) RBCs
Basophils Albumin Epithelial cells
Platelet count Sodium Casts (specify)
Potassium
Chioride
Urea
B-hcGt
" To have been performed only if preceding urinalysis values were abnormal.
t Females of childbearing potential.
WBC = White blood cell count.
AST = Aspartate transaminase.
ALT = Alanine transaminase.
RBC = Red blood cell count.
B-hCQG = Beta human chorionic gonadotropin.

(Ref. Table 8 P052.pdf)

Medical Officer Comment:

The efficacy and safety monitoring was adequate. Since nausea and vomiting are known
side effects of highly emetogenic chemotherapy, excluding them as adverse experiences
unless they resulted in hospitalization is acceptable.

Adverse Experiences
The investigator graded adverse experiences according to the National Cancer
Institute (NCI) Common Toxicity Criteria.

Laboratory Adverse Experiences
Laboratory findings that were determined by the investigator to be inconsistent
with the predictable effects of the patient’s chemotherapy and that were
considered to be clinically significant as adverse experiences were recorded as an

adverse experience.

Serious laboratory adverse experiences were categorized by the NCI Common
Toxicity Grade and summarized by treatment group and cycle.

Only serious adverse experiences and non-serious adverse experiences that led to
discontinuation or were considered drug related by the investigator were reported
for Cycles 2 to 6.

12
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Medical Officer Comment:

The sponsor allowed patients with baseline liver functions that were 1.5-2.5 times the
upper normal limit to be included in the study, which is acceptable considering the
population studied.

Study Population:

Two patient populations were evaluated for the efficacy analysis: modified-
intention-to-treat population (MITT) and the per-protoccl population. The MITT
population was the primary population used to assess efficacy. This included all
patients who received cisplatin, took a dose of study drug, and had at least one
post-treatment assessment during Cycle 1. The per-protocol population was the
MITT population excluding patients who were identified as protocol violators
prior to unblinding.

A total of 534 patients (including 4 adolescents) were enrolled in the study.
Patients were randomized into 1 of 2 treatment groups:

266 patients (including 2 adolescents) were in the MK-0869 group
268 patients (including 2 adolescents) were in the Standard Therapy group

Of the 530 adult patients, 9 patients were excluded from the MITT analyses.

Four patients did not receive study drug or cisplatin

One patient received study drug but no cisplatin

Four patients received study drug and cisplatin but did not provide any
post-treatment evaluations in the diary.

Breakdown of patients included in the MITT analyses:

262 patients (including 2 adolescents) received the MK-0869 regimen
. 263 patients (including 2 adolescents) received the Standard Therapy

Medical Officer Comment: ~

The defined modified-intention-to-treat (MITT) population and the per-protocol
population are acceptable.

The number of patients who were randomized and did not meet laboratory inclusion

criteria, or who took a prohibited medication(s) or failed for other inclusion/exclusion
criteria were well balanced. The sponsor included these patients in the MITT analysis.

13
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Cisplatin Deviations

Five patients (ANs 8054, 8118, 8206, 8373, and 9049) were discontinued after
randomization and did not receive cisplatin. These patients were excluded from
the MITT analyses.

One hundred eight randomized patients received less than the protocol defined
70-mg/m* dose of cisplatin.

102 patients received >65 mg/m” cisplatin
6 patients received <64 mg/m” cisplatin with 1 patient receiving 50 mg/m’

The sponsor states all patients received a highly emetogenic dose of cisplatin (>50
mg/m®); therefore, were included in the safety and efficacy analyses.

Medical Officer Comment:

The number of patients who received less than the protocol defined 70-mg/m’ dose of
cisplatin was balanced between treatment groups and would not result in an un-fair bias.
(see demographic table). The Agency performed analysis exclucling patients who received
less than 70 mg/m’ and the efficacy was maintained for the primary endpoint complete
response in the overall phase, as well as the secondary endpoints of complete response in
the acute and delayed phases.

A literature search confirms that the Hesketh Classification describes a Cisplatin dose of
>50 mg/m’ as a “Level 5” chemotherapeutic agent, the highest level in the classification.
This dose is associated with > 90% of the patients developing emesis. The agency
accepts the inclusion of patients in the analysis who received a cisplatin dose of 250

mg/m’.

Per-Protocol Analysis Population

Protocol violators were identified prior to unblinding. Violations that were
deemed likely to confound the analysis were excluded from the per-protocol
population.

After the data file was frozen and unblinded, the therapy violators were re-
evaluated to determine if any of the violations related to only placebo doses. One
patient in the MK-0869 group (AN 8073) had a violation relating only to a
placebo dose and was included in the per-protocol analysis.

Medical Officer Comment:

The difference between the MITT population and the per-protocol population was small.
The per-protocol population is not the preferred analysis, but will be considered in the
overall evaluation of efficacy. The efficacy results of both populations were comparable.

14
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There were 514 patients in the acute phase and 504 patients in the delayed and overall
phases included in the per-protocol analysis.

Demographics and Characteristics

Table 5

Baseline Patient Demographics and Characteristics by Treatment Group—Cycle 1,
Aduit and Adolescent Patients

MK-0869 Regimen|{ Standard Therapy Total
(N-266) (N-268) (N-534)
n (%) n (%) n {%0)
Gender
Male 168 (63.2) 168 (62.7) 336 (62.9)
Female 98 (36.8) 100 (37.3) 198 37.1)
Age
17 und under 2 (0.8) 2 0.7 4 (0.7)
18t0 24 6 (2.3) 2 (X)) 8 (1.5)
25t0 34 5 (1.9) 11 @.1) 16 (3.0
35to 4 22 (8.3) 18 (X)) 40 (7.5)
4510 54 48 (18.0) 72 (26.9) 120 (22.5)
5510 64 84 (31.6) 75 (28.0) 159 (29.8)
651074 82 (30.8) 73 (27.2) 155 (29.0)
QOver 74 17 (6.4) 15 (5.6) 32 (6.0)
Mean 58.5 57.4 58.0
SD 1297 12.44 127
Median 61.0 59.0 60.0
Range 1510 84 14 to 83 14t0 84
Male 1510 82 14 to 83 14 to 83
Female 18 to 84 30 to 79 18 to 84
Race
Asian 14 (5.3) 8 {3.0) 22 (4.1)
Black I {4.1) 5 (1.9 16 (3.0)
Hispanic American 4 (1.5) 7 (2.6) 11 (2.1)
Multi-Racial | (0.4) 2 0.7 3 (0.6)
White 236 (88.7) 246 (91.8) 482 (90.3)
Alcohol Intake
No consumption per week 152 (57.1) 153 (57.1) 305 (37.1)
1 to 4 drinks per week 45 (16.9) 47 (17.5) 92 (17.2)
5 to 7 drinks per week 12 (4.5) I3 4.9) 25 4.7
8 to 10 drinks per week 6 (2.3) 2 0.7) 8 (1.5)
>10 drinks per week 44 (16.5) 41 (15.3) 85 (15.9)
Null 7 (2.6) 12 {4.5) 19 (3.6)
History of Morning Sickness :
Yes 19 (7.1) 13 4.9) 32 (6.0)
No - 247 92.9) 254 (94.8) 501 (93.8)
Null 0 (0.0) 1 (0.4) 1 (0.2)

(Ref. Table 23 P052.pdf)
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Table 5 (cont)

Baseline Patient Demographics and Characteristics by Treatment Group—Cycle 1,
Adult and Adolescent Patients

MK-0869 Regimen | Standard Therapy Total
(N=266) (N=268) (N=534)
n {%) n (%) n (%)
History of Motion Sickness
Yes 20 (7.5) 12 4.5) 32 6.0)
No 246 92.5) 255 95.1) 501 (93.8)
Null 0 0.0) 1 (0.4) 1 0.2)
History of Chemotherapy
Yes 41 (15.4) 39 (14.6) 80 (15.0)
No 225 (84.6) 229 (85.4) 454 (85.0)
History of Chemotherapy-induced Vomiting
Yes 20 (7.5) 15 (5.6) 35 (6.6)
No 246 {92.5) 253 (94.4) 499 (93.4)
Other Concurrent Emetogenic Chemotherapy
(Hesketh Level 23)
With' 40 (15.0) 44 (16.0) 83 (15.5)
Without! 226 (8500 | 224  (84.0) 451 (84.5)
Cisplatin Dose
<70 mg/m” 52 (19.5) 56 (20.9) 108 (20.2)
270 to 100 mg/m? 187! (70.3) 185 (69.0) 372 (69.7)
>100 mg/m?* 24 9.0) 25 (9.3) 49 9.2
Mean Dose (mg/m?) 80.6 79.8 80.2
No Cisplatin 3 (1.1 2 0. 5 (0.9)

" Includes patients who received other concurrent emetogenic chemotherapy (Hesketh Level 23)

~ excluding cisplatin. '

- Includes patients who received other concurrent emetogenic chemotherapy (Hesketh Level <3)
excluding cisplatin, and patients with no other concurrent emetogenic chemotherapy.

* Does not include patients who received no dose of cisplatin (ANs 8054, 8114, 8206, 8373, and
9049). The lowest dose of cisplatin administered was 50 mg/'mz.

! Includes one patient (AN 8287), whose baseline body weight was not measured. The cisplatin
dose was calculated based the body weight entered at Visit 5.

MK-0869 Regimen = MK-0869 125 mg P.O. on Day 1 and 80 mg P.O. once daily on Days 2 and 3
plus ondansetron 32 mg 1V on Day 1 and dexamethasone 12 mg P.O. on Day } and 8 mg P.O. once
daily on Days 2 to 4.

Standard Therapy = Ondansetron 32 mg 1V on Day ] plus dexamethasonc: 20 mg P.O. on Day | and
8 mg P.O. twice daily on Days 2 to 4.

Note: For adolescents, ondansetron was given as 0.15 mg/kg IV times 3 on Day 1.

P.O. = By mouth.

IV = Intravenous.

AN = Allocation number.

(Ref. Table 23 P052.pdf)

Medical Officer Comment:

The majority of the patients were Caucasian males with an average age of 59. The study
groups were balanced for the distribution of risk factors for CINV which include: female
gender, history of alcohol use, morning sickness, motion sickness, and prior
chemotherapy-induced vomiting.

The number of patients who received a concomitant Hesketh level >3 chemotherapy were
balanced between treatment groups. The type of cancer was similarly distributed
between treatment groups. Non-small cell lung cancer was the most common primary
cancer diagnosis.
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Concomitant Chemotherapy Other Than Cisplatin

Concomitant chemotherapy was administered to 94.7% the patients. The pattern
of use of these therapies was similar between treatment groups. The most
common concomitant agents used were gemcitabine (29.8%), fluorouracil
(16.8%), etoposide (13.8%), and vinorelbine tartrate (10.0%).

Concomitant Medical Therapy

Medical Officer Comment:

Overall, the use of concomitant medical therapy was similar between treatment groups.
The use of antiemetic medication, anti-ulcer therapy and corticosteroids was more
common in the Standard Therapy group than the MK-0869 group. This difference would
not result in a bias in _favor of the MK-0869 regimen.

Efficacy Evaluation and Results

During Cycle 1 of chemotherapy, patients reported episodes of nausea and
vomiting and use of rescue therapy in a diary. The diary was maintained from
nitiation of cisplatin infusion (0 hours) until the moming of Day 6 (~120 hours).

After completion of Cycle 1, patients had the option to participate in a multiple-
cycle extension. A patient could participate in a maximum of 5 subsequent cycles
if they fulfilled the multiple-cycle enroliment criteria.

The diary was maintained only during Cycle 1. For the multiple-cycle phase, the
diary was replaced by an Emetic Episodes and Nausea Assessment worksheet.
This two-question questionnaire assessed nausea and vomiting during the 120-
hour post-cisplatin infusion period for each subsequent cycle.

Medical Officer Comment:
Approximately 95% of patients in each treatment group were compliant with the study
regimen. All adolescent patients were fully compliant with study regimen.

Primary Endpoint:

The primary efficacy endpoint of overall complete response is defined as no
emetic episodes and no rescue medication during the 5 days following cisplatin
chemotherapy (0 to 120 hours post cisplatin).

During the 5 days post-cisplatin administration, 72.7% of patients in the MK-

0869 group and 52.3% of the patients in the Standard Therapy group reported
complete response. The MK-0869 group had statistically significant higher
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proportion of responders than the Standard Therapy group (p<0.001, adjusted for
gender, region, and use of concomitant chemotherapy)

Medical Officer Comment:

The primary endpoint was overall complete response, which does not specifically include
evaluation for nausea. The sponsor requests an indication for the prevention of acute
and delayed nausea and vomiting associated with initial and repeat courses of highly
emetogenic cancer chemotherapy. The nausea indication will nced to be supported by
the analyses of the secondary endpoints (see below).

Secondary Endpoints:
Complete Response: acute phase (0 to 24 hours post cisplatin):

In the first 24 hours following administration of cisplatin, 89.2% and 78.1% of the
patients in the MK-0869 group and Standard Therapy group, respectively, had a
complete response (p<0.001).

Complete Response: Delayed phase (25 to 120 hours post cisplatin):

In the delayed phase, the complete response rate for the MK-0869 regimen was
significantly higher than that of Standard Therapy with 75.4% in the
MK-0869 group and 55.8% for the Standard Therapy grcup (p<0.001).

Complete Response: (Per-Protocol Analysis)

Table 6

Number (%) of Patients With Complete Response'
by Treatment Group and Phase
(Per-Protocol Analysis)

MK-0869 Regimen Standard Therapy

vm (%) n/m (%)
Overall Phase 186/250 (74.4 )** 1317252 (52.0)
Acute Phase 2297257 (89.1 y** 200255 (718.4)
Delayed Phase 193/250 (77.2 )** 139/252 (55.2)

(Ref. Table 41 P052.pdf)

Medical Officer Comment:

The primary analysis was based on the MITT population. The results of the per-protocol
analysis were similar to those of the MITT analysis. The per-protocol analysis further
supports the efficacy of the aprepitant regimen.
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Complete Response: (Prespecified By Day Analysis)
Table 7

Number (%) of Patients With Complete Response’
by Treatment Group and Day (Modified-Intention-to-Treat Analysis)

MK-0869 Regimen Standard Therapy
Phase vm (%) nm (%)
Day 1 2317259 (89.2) 203/260 (78.1)
Day 2 2221260 (85.4) 176/260 (67.7)
Day 3 224/260 (86.2) 179260 (68.8)
Day 4 227/260 (87.3) 2007260 (76.9)
] Day 5§ 232/260 (89.2) 215260 (82.7)

(Ref. Table 53 P052.pdf)

Medical Officer Comment:

The percentages of patients in the Cycle 1 MITT population repcrting complete response
were analyzed by day during Cycle 1 (defined as increments of 24 hours from initiation
of cisplatin). The difference of complete response by day between the MK-0869 regimen
and Standard Therapy was greatest on Day 2 (17.7%) and declined to 6.5% by Day 5.
These results are consistent with the biphasic pattern of vomiting seen with cisplatin
administration where the second peak of vomiting occurs between Days 2-3.

No Emesis: Overall, Acute, and Delayed Phases

The secondary endpoint no emesis was defined as the absence of vomiting or
retching, regardless of rescue medication. Overall, 77.7% of the MK-0869
patients and 55.0% of the patients on Standard Therapy reported having no emesis
during the S days post-cisplatin administration (p<0.001).

In the first 24 hours following administration of cisplatin (Acute Phase), 90.0%
and 79.3% of the patients in the MK-0869 group and Standard Therapy group,
respectively, reported having no emesis (p=0.001).

For the delayed phase, 80.8% and 58.8% of the patients in the MK-0869 group
and Standard Therapy group, respectively, reported havirig no emesis (p<0.001).
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Table 8

Number (%) of Patients With Emesis Frcqu«:ncy’
by Treatment Group—Overall Phase (Modified-Intention-to-Treat Analysis)

MK-0869 Regimen Standard Therapy
nm (%) n/m (%)
No emesis 2027260 (77.7) 143/260 (55.0)
1 to 2 episodes of emesis 23/260 (8.8) 44/260 (16.9)
3 or more episodes of emesis 35/260 (13.5) 73260 (28.1)

7 Emesis Frequency = Emetic episode frequency regardless of rescue therapy.

MK-0869 Regimen = MK-0869 125 mg P.O. on Day | and 80 mg P.O. once daily on Days 2 and 3 plus

- ondansctron 32 mg 1V on Day 1 and dexamethasone 12 mg P.O. on Day | and 8 mg P.O. once daily
on Days 2 to 4.

Standard Therapy = Ondansetron 32 mg IV on Day 1 plus dexamethasone 20 mg P.O. on Day 1 and
8 mg P.O. twice daily on Days 2 to 4.

P.O. = By mouth.

IV = Intravenous.

n/m = Number of patients with desired response/number of patients included in display category.

Overall Phase = 0 to 120 hours following initiation of cis_xglatin infusion.

(Ref. Table 50 PO52.pdf)

Table 9

Number (%) of Patients With No Emesis'
by Treatment Group and Day (Modified-Intention-to-Treat Analysis)

MK-0869 Regimen Standard Therapy
Phase n/m (%) n/m (%)
Day { 2347260 (90.0) 207/261 (79.3)
Day 2 232/260 (89.2) 181/260 (69.6)
Day 3 2337260 (89.6) 1927260 (73.8)
Day 4 238/260 (91.5) 216/260 (83.1)
Day 5 243/260 (93.5) ' 232/260 (89.2)

(Ref. Table 54 P052.pdf)
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Table 10

Kaplan-Meier Curves for Time to First Emesis From Start of
Cisplatin Administration in the Overall Phase—Cycle 1
(Modified Intention-to-Treat Analysis)
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(Ref. Figure 5 P052.pdf)
Table 11
Number (%) of Patients With No Rescue!
by Treatment Group and Phase (Modified-Intention-to-Treat Analysis)
MK-0869 Regimen Standard Therapy
m (%) vm (%)
Overall Phase 2107260 (R0.8)** 184/260 (70.8)
Acute Phase 244/259 (94.2)* 2317260 (88.8)
Delayed Phase 2117260 (81.2)* 1917260 (73.5)
* p<0.05 when compared with Standard Therapy.
** p<(.01 when compared with Standard Therapy.
* No Rescue = No rescue medication.

(Ref. Table 51 P052.pdf)
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Medical Officer Comment:
For the secondary endpoint of time to first emesis, the MK-0869 group had more emesis-
free time than the Standard Therapy during the overall phase. The Kaplan-Meier curves

appear to diverge approximately 12 hours after administration of cisplatin with the MK-
0869 group having a longer time to first emesis.

The MK-0869 group also had a significantly smaller proportion of patients who required
rescue medication than the Standard Therapy for the overall, acute and delayed phases.
These results are displayed in Table 51 above. (p=0.009, p=0.036, p=0.039).

The difference of no vomiting by day between the MK-0869 regimen and Standard
Therapy was greatest on Day 2 (19.4%) and declined to only 4.2% by Day 5. These

analyses support the aprepitant regimen is effective in the prevention of CINV in the
acute and delayed phase.

Relationship between Acute and Delaved Phase Emesis (Not Prespecified)

Effective control of acute symptoms has been shown to result in a reduced
incidence of nausea and vomiting during the delayed phase. This phenomenon is
commonly termed “carry-over” effect. To characterize this relationship, the
sponsor performed additional analysis on patients stratified according to their
emetic response in the acute phase in order to control for the potential influence
carry-over effect.

Table 12

Categorization of Delayed Phase Emesis in the
Subset of Patients With No Acute Phase Emesis by Treatment Group
Regardless of Rescue Therapy—Delayed Phase (24 to 120 Hours Post Cisplatin)
(Modified-Intention-to-Treat Analysis)

MK-0869 Regimen Standard Therapy
wm (%) wm (%)
No emesis in delayed phase 202/234 (86.3) 143/206' (69.4)
>1 emetic episode in delayed phase 32/1234 (13.7) 63/206 (30.6)
7 One patient was excluded (AN 8517 who had no emesis in the acute phase and no delayed emesis
data).

(Ref. Table 57 P052.pdf)
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Table 13

Categorization of Delayed Phase Emesis in the
Subset of Patients With Acute Phase Emesis by Treatment Group
Regardless of Rescue Therapy—Delayed Phase (24 to 120 Hours Post Cisplatin)
(Modified-Intention-to-Treat Analysis)

MK-0869 Regimen Standard Therapy

vm (%) n/m (%)
No emesis in delayed phase 8/26 (30.8) 10/54  (18.5)
2| emetic episode in delayed phase 18/26 (69.2) 44/54  (81.5)

(Ref. Table 58 P052.pdf)

In the MK-0869 group, 86.3% of patients who did not experience emesis during
the acute phase remained emesis free during the delayed phase. In contrast, only
69.4% of the patients in the Standard Therapy group who were emesis-free during
the acute phase had no delayed-phase emetic episodes.

There were 26 patients in the MK-0869 group and 54 patients in the Standard
Therapy group who experienced at least one emetic episode in the acute phase. In
the MK-0869 group, 30.8% of the patients with an acute emetic episode had no
delayed emetic episodes. In the Standard Therapy group 18.5% of patients with
acute emesis had no delayed emetic episodes. The sponsor proposes this analysis
supports that the MK-0869 regimen is effective in controlling delayed emesis
regardless of carry-over effect.

Medical Officer Comment:

The Agency conveyed concerns to the sponsor regarding carry-over effect and
recommended the protocol have a re-randomization after the acute phase. The sponsor
proceeded without re-randomization. Though the analysis was not pre-specified, it does
strongly suggest that, regardless of carry-over effect, the MK-0869 regimen was more
effective than Standard Therapy in controlling delayed emesis.

No Nausea/No Significant Nausea: Overall, and Delayed Phases

The secondary endpoint no nausea was self-assessed using a 100-mm hornzontal
VAS and was defined as a maximum nausea VAS <5 mm.

For both the overall phase and delayed phase, the MK-0869 group had
numerically, but not statistically significant, higher proportion of patients
reporting no nausea than the Standard Therapy group. In regard to severity of
nausea, there were small but not significant differences between the two treatment
groups for both the overall and delayed phases (p>0.1) when the severity of
nausea was analyzed using a pre-specified exploratory analysis of the VAS score.
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Table 14

Number (%) of Patients With No Nausea'
by Treatment Group and Day (Modified-Intention-to-Treat Analysis)

MK.-0869 Regimen Standard Therapy

Phase n/m (%) n'm (%)
Day | 185/256 (72.3) 179/259 (69.1)
Day 2 171/259 (66.0) 163260 (62.7)
Day 3 177259 (68.3) 157,260 (60.4)
Day4 166/259 (64.1) 172/260 (66.2)
Day S 164/259 (63.3) 168260 (64.6)

(Ref. Table 55 P052.pdf)
Table 15
Number (%) of Patients With No Significant Nausea'
by Treatment Group and Phase
{Modified-Intention-to-Treat Analysis)
MK-0869 Regimen Standard Therapy
nm (%) wm (%)
Overall Phase 188/257 (73.2) 1717259 (66.0)
Delayed Phase 195/259 (75.3) 178/260 (68.5)

7 No Significant Nausea = Maximum VAS <25 mm.

MK-0869 Regimen = MK-0869 125 mg P.O. on Day | and 80 mg P.O. once daily on Days 2 and 3 plus
ondansetron 32 mg IV on Day 1 and dexamethasone 12 mg P.O. on Diay | and 8 mg P.O. once daily
on Days 2to 4.

Standard Therapy = Ondansetron 32 mg IV on Day 1 plus dexamethasone 20 mg P.O. on Day 1 and
8 mg P.O. twice daily on Days 2 to 4.

P.0. = By mouth.

{V = Intravenous.

VAS = Visual analogue scale.

n/m = Number of patients with desired response/number of patients included in time point.

Overall Phase = 0 to 120 hours following initiation of cisplatin infusion.

Delayed Phase = 25 to 120 hours followinmtiation of cisplatin infusior.

(Ref. Table 45 P052.pdf)

Medical Officer Comment:
In regard to the secondary endpoints of nausea, the MK-0869 regimen failed to
demonstrate a statistically significant improvement over Standard Therapy.

Chemotherapy induced nausea and vomiting is a clinical syndrome. It is difficult to
analyze and separate nausea from vomiting since the progression of nausea leads to
vomiting. When taking into consideration that a higher proportion of patients in the
Standard Therapy group used rescue therapy, the analyses are supportive for the
composite endpoint of nausea and vomiting.
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Patient-Reported Impact of CINV on Daily Life: Overall Phase (Cycle 1)

Patient-Reported Impact of CINV on Daily Life was measured using Functional
Living Index-Emesis (FLIE). The FLIE questionnaire was a VAS-based,
validated patient-reported measure of the impact of CINV on daily life.

Medical Officer Comment:

A higher proportion of MK-0869 patients reported ‘‘no impact on daily life” when
assessed by the protocol-defined FLIE, a self-administered questionnaire that focused on
the effect of nausea and vomiting on the patients’ daily life. (74.0% vs. 64.3% p=0.021)
When the Agency performed a multiplicity adjustment, this difference no longer remained
statistically significant.

Complete Protection: Overall, Acute, and Delayed Phases (Analysis Prespecified)

Complete protection was defined as no emesis, no use of rescue medication, and
no significant nausea (maximum nausea VAS<25 mm).

For the overall phase the MK-0869 group had a significantly higher proportion of
patients with complete protection than the Standard Therapy group (p=0.001)
with 63.4% of the patients in the MK-0869 group and 49.2% in the Standard
Therapy reporting complete protection.

In the acute phase, 84.8% and 74.6% of the patients in the MK-0869 group and
Standard Therapy group, respectively, reported complete protection (p=0.005).

For the delayed phase, 66.4% and 51.5% of the patients in the MK-0869 group

and Standard Therapy group, respectively, reported complete protection.
(p<0.001)

Total Control: Overall, Acute, and Delayed Phases (Analysis Prespecified)

Total Control was defined as no emesis, no use of rescue medication, and no
nausea (maximum nausea VAS<5 mm).

Medical Officer Comment: -

For the endpoint of complete protection, the MK-0869 regimen was statistically more
effective in the overall, acute, and delayed phases than the Standard Therapy.

For endpoint of Total Control, the MK-0869 regimen was numerically superior to
Standard Therapy for overall, acute, and delayed phases, but the differences were not
statistically significant.
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Subgroup Analysis:  (Pre-specified)
Table 16

Number (%) of Patients With Complete Response" by Age Group, Race,
and Treatment Group—Overall Phase (Modified-Intention-to-Treat Analysis)

MK-0869 Regimen Standard Therapy

wm (%) vm (%)
Age Group (years)
Age <65 1107162 (67.9) 86/176 (48.9)
Age 265 79/98 (80.6) 50/84  (59.5)
Age <75 1737243 (71.2) 127247 (51.4)
Age 275 16717 (94.1) 9/13  (69.2)
Race Group
Asian 9/13 (69.2) 58 (62.5)
Black /10 (50.0) 3/4 (75.0)
Hispanic American 3/4 (75.0) 6 (16N
Multi-Racial 0/0 (0.0) 02 (00)
White 172/233  (73.8) 127240 (52.9)
T Complete Response = No emesis with no rescue therapy.

(Ref. Table 59 P052.pdf)

Medical Officer Comment:
For the complete response endpoint in the overall phase, the MK-0869 regimen was more
efficacious than the Standard Therapy for all age groups.

The number of Asian, Black and Hispanic patients were too small to draw any
conclusions. However, the responder rate was lower in the Black population.

Treatment Interactions

For the primary efficacy outcome of overall complete response, the sponsor
evaluated treatment interactions with gender, region, and use of concomitant
emetogenic chemotherapy. These factors were tested individually at the 10%
significance level using logistic models.

The interactions between treatment and region, and treatment and concomitant

chemotherapy were not significant (p>0.10). A treatment and gender interaction
was identified during this study (p<0.001).
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Table 17

Number (%) of Patients With Complete Response' by Stratification Factor
and Treatment Group—Overall Phase
(Modified-Intention-to-Treat Analysis)

Strarifi MK-0869 Regimen Standard Therapy p-Value?
Factor n/m (%) n/m (%)
Female 76/98 (77.6) 38/98 (38.8) 0.00t
Male 113/162 (69.8) 98/162 (60.5)
Concomitant
Chemotherapy
Yes 23/40 (57.5) 19/47 (40.4) 0.630
No 166/220 (75.5) 117213 (34.9)
u.s. 42/61 (68.9) 30/60 (50.0) 0.673
Non-U.S. 147/199 (73.9) 106/200 (53.0)

¥ Compiete Response = No emesis with no rescuc therapy.

¢ p-Value for the treatment-by-factor (gender, concomitant chemotherapy. and reggion) interaction test
in the logistic mode! adjusting for gender, concomitant chemotherapy, and regioa.

MK-0869 Regimen = MK-0869 125 mg P.O. on Day | and 80 mg P.O. once daily on Days 2 and 3
plus ondansetron 32 mg IV on Day | and dexamethasone 12 mg P.O. on Day | and 8 mg P.O. once
daily on Days 2 to 4.

Standard Therapy = Ondansetron 32 mg IV on Day | plus dexamethasone 20 mg; P.O. on Day | and
8 mg P.O. twice daily on Days 2 to 4.

P.O. = By mouth.

IV = Intravenous.

n/m = Number of patients with desired resp ber of pati included for the stratification
factor.

Overall Phase = 0 to 120 hmgs following initiation of cisplatin infusior_xr

(Ref. Table 40 P052.pdf)

Medical Officer Comment:
The interactions between treatment and region, and treatment and concomitant
chemotherapy were not significant.

There was a treatment by gender interaction. There was difference in efficacy between
male and female patients. For the complete response endpoints, the MK-0869 regimen
was statistically superior to standard therapy in all three phases for female patients,
however was only numerically better in males.
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Rescue Medications

Only antiemetic medication that was administered in the context of established
nausea or emesis was considered rescue medication.

Table 18

Number (%) of Aduilt Patients With Specific Rescue Medications
(Incidence >0% in One or More Treatment Groups) by Dirug Category—
Cycle | (Days 2 to 6)

MK-0869 Standard
Regimen Therapy Total
(N=264)" (N=266)" (N=530)
n (%) n (%) n (%)
Patients with one or more rescue medications 50 }(18.9) 75 (28.2) | 125 (23.6)
Patients with no rescue medication 214 (81.1) | 191 (71.8) | 405 (76.4)

(Ref. Table 34 P052.pdf)

Medical Officer Comment:

The use of rescue medication was more common in the Standard Therapy group than the
MK-0869 group. This difference was more pronounced in the delayed phase with 28.2%
of the patients in the Standard Therapy requiring rescue therapy compared to 18.9% in
the MK-0869 patients. The increased use of rescue therapy in the Standard Therapy
group may have affected the efficacy outcome in regard to nausea.

Despite the greater uses of rescue medication in the Standard Therapy group, the
proportion of patients with no nausea and no significant nausea for the overall and
delayed phase was greater with the MK-0869 regimen than with the Standard Therapy,
however, this difference did not reach statistical significance.
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Summary of Efficacy Results (Cycle 1)

Table 19

Number (%) of Patients With Favorable Response
by Treatment Group and Phase (Modified-Intention-to-Treat Analysis)

MK-0869 Regimen Standard Therapy
Post-Cisplatin Phase vm (%) nm (%)
No Emesis (no emetic episodes)
Overall Phase 202/260  (77.7)** 1437260  (55.0)
Acute Phase 2347260  (90.0)** 2072261  (79.3)
Delayed Phase 210/260  (80.8)** 153/260 _ (58.8)
Complete Response (no emesis and no rescue therapy)
Overall Phase (0 to 120 hours)’ 189/260  (72.7)** 136/260  (52.3)
Acute Phase (0 to 24 hours) 2317259  (89.2)** 2037260  (78.1)
Delayed Phase (25 to 120 hours) 196/260  (75.4)** 145/260 _ (55.8)
Complete Protection (no emesis, no rescue and maximum nausea VAS <25 mm)
Overall Phase (0 to 120 hours) 163/257  (63.4)** 128260 (49.2)
Acute Phase (0 to 24 hours) 2171256  (84.8)** 1947260 (74.6)
Delayed Phase (25 to 120 hours) 172/259  (66.4)** 1347260  (51.5)
Total Control (no emesis, no rescue and maximum nausea VAS <5 mm)
Overall Phase (0 to 120 hours) 1171257  (45.5) 104260  (40.0)
Acute Phase (0 10 24 hours) 1817256 (70.7) 1677260 (64.2)
Delayed Phase (25 to 120 hours) 127/259  (49.0) 1117260  (42.7)
No Use of Rescue Medication (for established emesis or nausea)
Overall Phase (0 to 120 hours) 210260  (80.8)** 1847260 (70.8)
Acute Phase (0 to 24 hours) 244/259  (94.2)* 2317260 (88.8)
Delayed Phase (25 to 120 hours) 211,260  (81.2)* 1917260 (73.5)
No Significant Nausea * (maximum VAS <25 min)
Overall Phase 188257 (73.2) 1717259  (66.0)
Delayed Phase 195/259  (75.3) 178260 (68.5)
No Nausea* (maximum VAS <5 mm)
Overall Phase (0 to 120 hours) 1221257  (47.5) 1157260 (44.2)
Delayed Phase (25 to 120 hours) 132/259  (51.0) 124260 (47.7)
* p<0.05 when compared with Standard Therapy.
** »<0.01 when compared with Standard Therapy.
MK-0869 Regimen = MK-0869 125 mg P.O. on Day 1 and 80 mg P.O. once daily on Days 2 and 3 plus
ondansetron 32 mg IV on Day 1 and dexamethasone 12 mg P.O. on Day 1 and 8 mg P.O. once daily
on Days 2 10 4.
Standard Therapy = Ondansetron 32 mg IV on Day | plus dexamethasone 20 mg P.O. on Day 1 and
8 mg P.O. twice daily on Days 2 to 4.
P.O. = By mouth.
IV = Intravenous.
Primary endpoint.
*  Analysis of acute phase response was not done for no significant nausea and no nausea.
n/m = Number of patients with desired response/nuinber of patients included in time point.
VAS = Visual analogue scale.
- Overall Phase = 0 to 120 hours following initiation of cisplatin infusion.
Acute Phase = 0 10 24 hours following initiation of cisplatin infusion.
Delayed Phase = 23 10 120 hours following initiation of cisplatin infusioa.

(Ref. Table 60 P052.pdf)

Medical Officer Comment:

For the endpoints of no emesis, complete response, and complete protection, the MK-
0869 regimen demonstrated a statistically significant improvement for the overall, acute
and delayed phases compared to Standard Therapy.
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Safety Evaluation and Results
MK-0869 Exposure (Cycle 1)

All adult and adolescent patients randomized to the MK-0869 group were to
receive MK-0869 125 mg PO on Day 1 and 80 mg PO on Days 2 and 3.

Of the 264 adult randomized patients, 261 patients received study drug with 259
patients completing cycle 1.

Both adolescent patients randomized to the MK-0869 regimen received MK-0869
125 mg on Day 1 and 80 mg on Days 2 and 3.

Total Exposure MK-0869 (Cycle 1-6)
Overall (Cycles 1 to 6), the range of days on study drug was 2 to 18 days, with a

mean of 8.3 days. Of the 261 randomized patients who received study drug in the
MK-0869 group, 207 patients received study drug for <12 days

Dexamethasone (MK-0869 group) Exposure (Cycle 1)

Day 1:

All adult patients randomized to the MK-0869 group (N=264) were scheduled to
receive oral dexamethasone 12 mg on Day 1.

Three patients (ANs 8118, 8206, and 8373) were randorized, but never received
study drug or cisplatin.

Twenty-eight patients required dexamethasone premedication for Taxane
chemotherapy as defined in the study protocol.

The remaining 233 patients received the protocol dose of dexamethasone (12mg)
Days 2 to 4:

All patients randomized to the MK-0869 group (N=264) were to receive oral
‘dexamethasone 8 mg in the morning and a placebo in the evening on Days 2, 3,

and 4.

As described above, three patients (ANs 8118, 8206, and 8373) were randomized,
but never received study drug or cisplatin.

One Patient (AN 9198) did not received any dexamethasone in Cycle 1 on Days 2
through 4 (reason unspecified).
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Four patients (ANs 8187, 8193, 8119, and 8336) received 8 mg of dexamethasone
for only 2 days.

Two patients (ANs 8069 and 9015) received 8mg of dexamethasone for only 1
day.

Therefore, 254 randomized adult patients received the 8-mg oral dexamethasone
dose for 3 days, per protocol. (total 4 days including Day 1)

All adolescent patients randomized to the MK-0869 group (N=2) were to receive
12 mg oral dexamethasone on Day 1 and 8 mg on Days 2, 3, and 4. Both patients
followed the treatment regimen per protocol

Dexamethasone (Standard Therapy) Exposure (Cycle 1)
Day 1:

All adult patients randomized to the Standard Therapy group (N=266) were to
receive oral dexamethasone 20 mg on Day 1.

One of these patients (AN 8054) was randomized, but never received study drug
or cisplatin.

Thirty-one patients required dexamethasone premedication for Taxane
chemotherapy as defined in the study protocol.

The remaining 233 patients received 20mg oral dexamethasone on Day 1, per
protocol.

Days2to 4

All adult patients randomized to the Standard Therapy group (N=266) were to
receive 8mg oral dexamethasone in the moming and evening daily on Days 2 to 4.
(total 16mg)

‘One patient (AN 8054) was randomized, but never took study drug or cisplatin.

Three patients (ANs 8234, 9049, and 9122) discontinued study drug on Day 2'so
they did not receive dexamethasone on Days 2, 3, and 4.

Of the remaining 262 randomized adult patients:

One patient (AN 8008) received dexamethasone for only 1 day.
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Eight patients (ANs 8020, 8077, 8265, 8509, 9004, 9019, 9072, and 9509)
received dexamethasone for only 2 days.

Therefore, 253 adult patients received 16mg oral dexamethasone for 3 days, per
protocol. (total 4 days including Day 1)

The two adolescent patients randomized to the Standard Therapy received 20mg
oral dexamethasone on Day 1 and 16 mg on Days 2, 3, and 4. Both patients
received all of the protocol doses of dexamethasone, however one patient (AN
8526) received his doses (16 mg on Days 2, 3, and 4) intravenously while
hospitalized.

Dexamethasone Overall Exposure (Cycle 1-6)

The range of days on dexamethasone was between 1 to 24 days with a mean
number of days (any dose) of 10.4 days.

The range of days on dexamethasone for the 4 randomized adolescent patients
was between 1 to 8 days with a mean number of days (ariy dose) of 4.2 days.
Ondansetron (MK-0869 group) Exposure (Cycle 1)

Of the 264 adult patients randomized to the MK-0869 group 3 patients (ANs
8118, 8206, and 8373) did not receive study drug therapy.

Therefore, 261 adult patients in the MK-0869 group received 32 mg IV
ondansetron on Day 1, per protocol.

Both randomized adolescent patients received three equal doses of ondansetron
0.15 mg/kg IV on Day 1. The average dose was 31.0 mg IV

Ondansetron. (Standard Therapy) Exposure (Cycle 1)

Of the 266 adult patients randomized to the Standard Therapy 1 patient (AN
8054) did not receive study drug or cisplatin.

Therefore, 265 patients in the Standard Therapy received 32 mg IV ondansetron.

Both adolescent patients received ondansetron on Day 1. The average dose was
30 mg.
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Ondansetron Overall Exposure (Cycle 1-6))

The range of days on ondansetron for the adult patients was between 1 to 6 days
with a mean of 2.7 days. Of the 526 randomized adult patients who received
ondansetron, 151 patients received it for >3 days.

The range of days on ondansetron for adolescent patients was between 1 to 2 days
with a mean of 1.3 days. All 4 of the randomized adolescent patients received
ondansetron for <3 days.

Adverse Experiences

Of the 530 adult patients randomized, 526 patients (261 patients in the MK-0869
group and 265 patients in the Standard Therapy group) were included in the
assessment of safety and tolerability.

Four patients were excluded from the adverse tables:

One Patient (AN 8118) withdrew consent.

Two Patients (AN 8206 and AN 8373) experienced adverse
experiences that precluded administration of study drug,

One patient, (AN 8054) randomized to the Standard Therapy group, never
received study drug therapy because of ineligibility.

Adverse experiences were reported by 333 of 526 patients. One hundred seventy
patients (65.1%) in the MK-0869 group and 163 patients (61.5%) in the Standard
Therapy group reported one or more adverse experiences. The most commonly
reported adverse experiences included asthenia/fatigue, hiccups, constipation, and
nausea.

Drug-related adverse experiences (determined by the investigator to be possibly,
probably, or definitely study drug related) occurred in 14.6% and 10.9% of
patients in the MK-0869 group and Standard Therapy grcup, respectively.

Serious Adverse Experiences (Cycle 1)

The most commonly reported serious adverse experiences included: dehydration
(5 patients [1.9%] and 3 patients [1.1%]), febrile neutropenia (6 patients [2.3%]
and 5 patients [1.9%]), neutropenia (7 patients {2.7%] and O patients {0%]), and
thrombocytopenia (4 patients [1.5%] and 0 patients [0%]) in the MK-0869 group
and Standard Therapy group, respectively
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Adult

Eighty-eight (16.7%) of the 526 randomized adult patients who received study
drug had one or more serious adverse experiences: 42 (16.1%) and 46 (17.4%) of
patients in the MK-0869 group and the Standard Therapy respectively.

Nine patients (5.2%) in the MK-0869 regimen and 10 patients (5.3%) in the
Standard Therapy were discontinued from study due to serious adverse
experiences. Three patients (1 patient in the MK-0869 group and 2 patients in the
Standard Therapy group) had a serious adverse experience determined by the
investigator to be drug-related.

Table 20

Clinical Adverse Experience Summary—Adult Patients—Cycle 1

MK-0869 Standard

Reg:men Therapy

(N=261)" (N=265)

n (%) n (%)

Number (%) of patients: ~
With one or more adverse experiences 170 (€5.1) 163 (61.5)
With no adverse experience 91 (34.9) 102 (38.5)
With drug-related® adverse experiences 38 (14.6) 29 (10.9)
With serious? adverse experiences 42 (16.1) 46 (17.4)
With serious drug-related adverse experiences ] (0.4) 2 (0.8)
Who died 7 2.7 9 3.4
Discontinued? due to adverse experiences 2tf (8.0) 15 5.0
Discontinued® due to drug-related adverse experiences 2 (0.8) 2 0.8)
Discontinued” due to serious adverse experiences 13 (5.0) 14 (5.3
Disconlinued‘due to serious drug-related adverse experiences 0 (0.0) 2 {0.8)

¥ Three (3) additional adult patients (ANs 81 18, 8206, and 8373) were randomized to the MK-0869 group

but never received study drug therapy and are not included in this sunmary.

One (1) additional adult pauent (AN 8054) was randomized to the Standard Therapy group but never

received study drug therapy and is not included in this summary.

Determined by the investigator to be possibly, probably, or definitely study drug related.

Determined by the investigator.

Discontinued from study drug therapy.

Two (2) additional adult patients (ANs 8206 and 8373) were randomized to the MK-0869 group but never

received study drug therapy due to a clinical adverse experience and are therefore not reflected in this

summary.

MK-0869 Regimen = MK-0869 125 mg P.O. on Day 1 and 80 mg P.O. once daily on Days 2 and 3 plus
ondansetron 32 my IV on Day | and dexamethasone 12 mg P.O. on Day 1 :nd 8 mg P.O. once daily on
Days 2to 4.

Standard Therapy = Ondansetron 32 mg [V on Day 1 plus dexamethasone 20 mg P.O. on Day | and 8 mg
P.O. twice daily on Days 2 to 4.

P.O. = By mouth.

IV = Intravenous.

N=Number of randomized adult patients in Cycle 1 in each treatment group who received study drug.

n= Number of randomized adult patients in Cycle 1 in each treatment group who received study drug in a
given category.

AN=Allocation number.

(Ref. Table 73 P052.pdf)

-

LR WS

Seventeen patients were reported as having an infection-related serious adverse
experience. There were more infection-related serious adverse experiences in the
MK-0869 group (10 patients) compared to the Standard Therapy group

(6 patients).
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Adolescent

One or more adverse experiences were reported by 2 patients (100%) in the MK-
0869 group and 1 patient (50%) in the Standard Therapy group.

The most commonly reported adverse experiences in the adolescent patients were
fever, heartburn, mucous membrane disorder, and tinnitus (in the MK-0869
group), and nausea, rectal abscess, vomiting, and thrombocytopenia (in the
Standard Therapy group). None of these adverse experiences resulted in
discontinuation from study drug therapy.

Medical Officer Comment:

The percentage of patients with drug related adverse experiences was higher in the MK-
0869 group then the Standard therapy group, (14.6%, 10.9% respectively). Drug-related
adverse experiences were determined by the investigator to be possibly, probably, or
definitely study drug related. It is reassuring that the number of patients with defined
drug related serious adverse experiences was smaller in the MK-0869 group than the
Standard therapy group.

Regardless of investigator attribution to drug, the overall, the proportion of patients with
serious adverse experiences, was slightly lower in the MK-0869 group compared to
Standard Therapy group (16.1%, 17.4% respectively).

Serious Adverse Experiences (Multiple Cycle)

Only adverse experiences that were considered to be serious or drug-related by
the investigator, or resulted in study drug discontinuation, were to be reported in
the multiple-cycle extension period.

Of the 526 patients included in the safety analysis, 172 patients (65.9%) in the
MK-0869 group and 189 patients (71.3%) in the Standard Therapy group entered
Cycle 2.

Adverse experiences were reported by 78 of 361 patients who received study drug
therapy during the multi-cycle portion of the study. One or more adverse
experiences were reported by 36 patients (20.9%) in the MK-0869 group and 42
patients (22.2%) receiving Standard Therapy.

During this extension period, serious adverse experiences occurred in 30 patients
(17.4%) in the MK-0869 group and 38 patients (20.1%) in the Standard Therapy

group.
The most commonly reported serious adverse experiences included: fever (5

patients [2.9%)] and 4 patients [2.1%]), pneumonia (5 patients [2.9%] and 2
patients [1.1%)]), anemia (4 patients [2.3%)] and 2 patients [1.1%]), and
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dehydration (2 patients [1.2%)] and 4 patients [2.1%)]) in the MK-0869 group and
Standard Therapy group, respectively.

During this period, 12 patients in each group had one or more adverse experiences
that resulted in discontinuation of study drug. Of these 24 patients, 9 patients in
the MK-0869 group and 10 patients in the Standard Therapy were discontinued
due to serious adverse experiences. Only 1 patient (AN 8306, Standard Therapy)
was discontinued for an adverse experience that was determined to be possibly
drug-related.

Table 21

Clinical Adverse Experience Summary
Multiple-Cycle Patients (Cycles 2 to 6)

MK-0869 Regimen Standard Therapy
(N=172) (N=189)

n %) n (%)
Number (%) of patients:
With one or more adverse experiences 36 209 42 (22.2)
With no adverse experience 136 (79.1) 147 (77.8)
With drug-related adverse experiences’ 4 2.5 4 .1
With serious adverse experiences 30 173 38 (20.1)
With serious drug-related adverse experiences 0 0.0 I (0.5)
Who died 4 2.9 9 (4.8)
Discontinued® due to adverse experiences 12 (7.0) 12 6.3)
Discontinued® due to drug-related adverse experiences 0 0.0 1 0.5)
Discontinued® due 1o serious adverse experiences 9 (5.2) 10 (5.3)
Discontinued? due to serious drug-related adverse ] 0.0} 1 0.5)

experiences

: Determined by the investigator to be possibly, probably, or definitely study diug related.

* Determined by the investigator.

¥ Discontinued from study drug therapy.

Note: Only adverse experiences that were considered to be serious or drug-related by the investigator, or
resulted in study drug discontinuation, are presented in this table.

MK-0869 Regimen = MK-0869 125 mg P.O. on Day 1 and 80 mg P.O. once daily on Days 2 and 3 plus
ondansetron 32 mg IV on Day | and dexamethasone 12 mg P.O. on Day 1 and 8 mg P.O. once daily on
Days 2 to 4.

Standard Therapy = Ondansetron 32 mg IV on Day | plus dexamethasone 20 mg P.0O. on Day | and 8 mg
P.O. twice daily on Days 2 10 4.

P.O. = By mouth.

TV = Intravenous.

N = Number of randomized adult patients in multiple cycles in each treatment group who received study
drug.

n = Number of randomized adult patients in multiple cycies in each ireatment group who received study drug

in a given category.

(Ref. Table 75 P052.pdf)

‘There were no adolescent patients discontinued from study drug due to an adverse
experience. One adolescent patient (AN 8530) entered the multiple cycle
extension, completed 2 cycles and had no adverse experiences.
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Summary of Adverse Experience by Body System (Cycle 1)

Table 22

Number (%) of Adult Patients With Specific Clinical Adverse Experiences
(Incidence 22% in One or More Treatment Groups) by Body System—Cycle |

MK-0869 Reglmen‘ Standard Therapy
(N=261) (N=265)}
n (%) n (%)
Patients with one or more adverse experiences 170 (65.1) 163 (61.5)
Patients with no adverse experience 91 (34.9) 102 (38.5)
Body as a Whole/Site Unspecified 38 33.7) s (28.3)
Abdominal Pain 9 (349 3 (1.1)
Asthenia/Fatigue 45 17.2) 25 (9.4)
Dehydration 1 4.2) 7 (2.6)
Dizziness 15 5.7 12 (4.5)
Fever 13 (5.0 i (4.2)
Flushing 6 2.3) 0 (0.0)
Mucous Membrane Disorder 8 (3.1) 8 (3.0)
Cardiovascular System 25 9.6} 19 (7.2)
Deep Venous Thrombosis 6 (2.3) 1 (0.4)
Digestive System 94 (36.0) 87 (32.8)
Constipation 21 (8.0) 32 (12.1)
Diarrhea 22 (8.4) 10 (3.8)
Epigastric Discomfort 6 (2.3) 5 (1.9)
Heartburn 1?7 {6.5) 1t (4.2)
Nausea * 28 (10.7 23 (8.7)
Stomatitis 7 (2.7) 10 (3.8)
Vomiting 16 6.1) 6 (2.3
Eyes, Ears, Nose, and Throat 27 (10.3) 19 .2
Pharyngitis 7 2.7 3 (L.1)
Tinnitas 12 (4.6) 7 (2.6)
Hemic and Lymphatic System 28 (0.7 25 9.4)
Anemia HY 3.8) 8 3.0)
Febrile Neutropenma 8 3.1 5 (1.9)
Neutropenia i 4.2) 8 (3.0)
Thrombocytopenia 10 (3.8) 4 {1.5)
Metabolism and Nutritien 25 (9.6) 24 9.1)
Anorexia 12 (4.6) i 4.2)
Appetite Decreased 6 2.3) 2 (0.8)
Musculoskeletal System 23 (8.8) 19 (7.2)
Back Pain 7 2.7) 2 (0.8)
Myalgia 7 2.7 2 (0.8)
Nervous System 35 (13.4) 35 (13.2)
Headache 17 (6.5) 15 (5.7
Insomnia 12 (4.6} 10 (3.8)
Psychiatric Disorder 9 3.9) 7 (2.6)

(Ref. Table 76 P052.pdf)

37



Study 052
Aprepitant

Table 22 (cont)

Number (%) of Adult Patients With Specific Clinical Adverse Experiences
(Incidence 22% in One or More Treatment Groups) by Body System—Cycle |

MK-0869 Regimen Standard Therapy
(N=261) (N=265)*
n (%) n (o)
Respiratory System 50 (19.2) 31 (L7
Dyspnea 6 2.3) 3 (N
Hiccups 36 (13.8) 18 (6.8)
Skin and Skin Appesdages 16 (6.1) 8 3.0
Rash 7 (2.7) 2 (0.8)
Urogenital System 17 (6.5) 12 4.5

" Three (3) additional adult patients (ANs 8118, 8206, and 8373) were randomized to the MK-0869
group, but never received study drug therapy and are not included in this summary.

* One (1) additional adult patient (AN 8054) was randomized to the Standard Therapy group. but never
received study drug therapy and is not included in this summary.

% During Cycle 1, nausea or vomiting were lo be reported as clinical adverse experiences afler the
completion of the diary period (Day 6 or greater), unless determined by the invezstigator to be serious,
result in discontinuation, or drug-related, in which case nausea and vomiting were to be considered as
clinical adverse experiences and were to be reported at any time.

Although a patient may have had 2 or more clinical adverse experiences, the patient is counted only once
in a category. The same patient may appear in different categories.

All body systems are listed in which one or more treatment groups had 22% incidence.

MK-0869 Regimen = MK-0869 125 mg P.O. on Day 1 and 80 mg P.O. once daily on Days 2 and 3 plus
ondansetron 32 mg 1V on Day 1 and dexamethasone 12 mg P.O. on Day 1 and 8 mg P.O. once daily
onDays2to4.

Standard Therapy = Ondansetron 32 mg IV on Day | plus dexamethasone 20 rag P.O. on Day | and
8 mg P.O. twice daily on Days 2 to 4.

P.O. = By mouth.

iV = Intravenous.

N = Number of randomized adult patients in each treatment group who received stady drug,

n = Number of randomized adult patients in each treatment group who received study drug, with specific
clinical adverse experiences.

AN=Allocation number.

(Ref. Table 76 P052.pdf)

The S most frequent adverse experiences reported during Cycle 1 were
asthenia/fatigue (17.2% and 9.4%), hiccups (13.8% and 6.8%), constipation (8.0%
and 12.1%), nausea (10.7% and 8.7%), and diarrhea (8.4% and 3.8%) in the MK-
0869 group and Standard Therapy group, respectively.

Medical Officer Comment:

Abdominal pain was reported as an adverse experience in 9 patients in the MK-0869
regimen and only 3 in standard therapy. Fatigue and dehydration were reported as
adverse experiences in almost twice as many patients in the MK-0869 regimen than the
Standard Therapy. Of the five most frequently reported adverse experiences, four
occurred more frequently in the MK-0869 group. The clinical significance of these
differences is uncertain. The numbers of adolescent patients were too small to have
meaningful analysis.
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During Cycle 1, Deep Venous Thrombosis occurred in 6 patients in the MK-0869 group
compared to only 1 case in the Standard Therapy group. Similarly, Thrombocytopenia
occurred in 10 patients in the MK-0869 group compared to only 4 cases in the Standard
Therapy group. The incidence of both of these adverse events was smaller in Study 054
and the difference between the treatment groups was also small. The significance of this
finding is uncertain.

Adverse Experience by Body System (Multiple Cycle)

Table 23

Number (%) of Adult Patients With Specific Serious Clinical Adverse Experiences
(Incidence >0% in One or More Treatment Groups) by Body System—
Multiple-Cycle Patients (Cycles 2 to 6)

MK-0869 Re%:me 8 Standard Therapy
(N=172) (N=189)*
n (%) n (%)
Patients with one or more serious’ adverse 30 (17.4) 38 (20.1)
experience
Patients with no serious adverse experience 142 (82.6) 151 (79.9)
Body as a Whole/Site Unspecified 14 3.1 12 (6.3)
Asthenia/fatigue 2 (1.2) i (0.5)
Burn 0 (0.0) i (0.5)
Cardiopulmonary failure 1 (0.6) 0 (0.0)
Chest pain 0 (0.0) 1 (0.5)
Dehydration 2 (1.2) 4 2.1
Fever 5 {2.9) 4 2.1
Fistula 0 (0.0) 1 (0.5)
Flank pain I {0.6) 0 0.0)
Infection t (0.6) 0 0.0)
Malignant neoplasm 1 (0.6) 1 (0.5)
Metastatic neoplasm of known primary 1 (0.6) 0 (0.0)
Mucous membrane disorder 2 (1.2) 0 {0.0)
Sepsis 1 (0.6) 0 (0.0)
Tumor lysis svndrome 0 (0.0) 1 (0.5)
Cardiovascular System 7 “4.1) 9 (4.8)
Acute myocardial infarction 0 0.0y ] (0.5)
Bradycardia 1 (0.6) 0 0.0)
Cardiac arrest 0 {0.0) i {0.5)
Cardiovascular anomaly ] (0.6) 0 (0.0)
Cerebrovascular accident 0 (0.0) 2 (1.1
Deep venous thrombosis 2 {1.2) i (0.5)
‘| Hypertension 1 (0.6) 0 {0.0)
Phlebitis 0 (0.0) I (0.5)
Pulmonary embolism i {0.6) 2 (L.1)
Supraventricular tachycardia { (0.6) 0 (0.0)
Venous infusion infection 0 0.0y 1 0.5)
Venous thrombosis 1 (0.6) 1 (0.5)
Digestive System 5 2.9) 6 {3.2)
Constipation 0 0.0) I (0.5)
Diarrhea 2 (L.2) 1 (0.5)
Intestinal obstruction i (0.6) 0 (0.0)
Melena 0 {0.0) 1 (0.5)

(Ref. Table 91 P052.pdf)
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Table 23 (cont)

Number (%) of Adult Patients With Specific Serious Clinical Adverse Experiences
(Incidence >0% in One or More Treatment Groups) by Body System—
Multiple-Cycle Patients (Cycles 2 to 6)

MK-0869 chimen Standard Therapy
_(N=172) (N=189)}
n (%) n (%)

Nausea 0 0.0) 1 (0.5)
Stomatitis I (0.5) | 0.5)
Tongue malignant neoplasm 1 (0.5) 0 (0.0)
Upper gastrointestinal hemorrhage 0 0.0 1 (0.5)
Vomiting ! 0 0.9) 1 (0.5)
Hemic and Lymphstic System 10 (5.8) 4 2.1)
Anemia 4 2.3) 2 (L.1)
Febrile neutropenia 2 ) 2 a.n
Neutropenia 2 2 3 (0.5)
Pancytopenia 2 (L) 0 (0.0)
Thrombocytopenia 3 (1.7) 0 (0.0)
Metabolism and Nutrition 2 (.Y 1 (0.5)
Anorexia 1 (0.6) 0 (0.0)
Electrolyte imbalance 1 (0.6) 0 0.0
Malnutrition 0 (0.0) 1 (0.5)
Musculoskeletal System 0 [LXD)] 1 (0.5)
Muscular weakness 0 (0.0} 1 (0.5)
Nervous System 2 (L4 0 (0.0)
Seizure i (0.6) 0 (0.0)
Seizure disorder 1 (0.6) 0 (0.0)
Psychiatric Disorder 1 (0.6) 0 {0.0)
Confusion 1 (0.6) 0 (0.0

Respiratory System 9 (5.2) 9 4.8)
Aspiration pneumonia 0 0.0) 1 (0.5)
Bronchitis 1 0.6) 0 0.0)
Chronic obstructive pulmonary disease 0 (0.0 1 0.5)
Dyspnea 0 0.0) 1 (0.5)
Hemoptysis 0 (0.0) 1 (0.5)
Lung malignant neoplasm 0 0.0) 1 (0.5)
Non-small cell lung carcinoma 0 (0.0) | (0.5)
Pleural effusion 1 (0.6) 1 (0.5)
Pleural malignant neoplasm 1 (0.6) 0 0.0)
Pneumonia 5 (2.9 2 (1.1
Pulmonary aspergillosis i (0.6) 0 (0.0)

(Ref. Table 91 P052.pdf)
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Table 23 (cont)

Number (%) of Adult Patients With Specific Serious Clinical Adverse Experiences
(Incidence >0% in One or More Treatment Groups) by 3ody System—
Multiple-Cycle Patients (Cycles 2 to 6)

MK-0869 Regm: en Standard Therapy
N=172)" (N=189)
. n (%) n (%)
Skin and Skin Appendages 1 (0.6) 1 {0.5)
Catheter site infection 1 (0.6) 0 (0.0)
Cellulitis 0 0.0) 1 {0.5)
Urogenital System 0 {0.0) 5 2.6)
Cystitis 0 (0.0) 1 (0.5)
Epididymitis 0 0.0) 1 0.5)
Nephrotoxicity 0 0.0) 1 (0.5)
Renal failure 0 (0.0 1 0.5)
Urinary tract infection 0 (0.0) 1 0.5
Urinary tract obstruction 0 (0.0) 1 (0.5)
¥

Three (3) additional adult patients {ANs 8118, 8206, and 8373) were randomized to the

MK-0869 group, but never received study drug therapy and are not included in this summary.

One (1) additional adult patient (AN 8054) was randomized to the Stardard Therapy group, but

never received study drug therapy and is not included in this summary.

Determined by the investigator.

During multiple cycles, clinical adverse experiences of nausea or vomiting were to be reported

only if determined by the investigator to be serious, result in discor tinuation. or study drug

retated.

Although a patient may have had 2 or more serious clinical adverse experiences, the patient is
counted only once within a category. The same patient may appear in different categories.

All body systems arc listed in which at [cast one patient had a serious clinical adverse experience.

MK-0869 Regimen = MK-0869 125 mg P.O. on Day | and 80 mg P.O. once daily on Days 2 and
3 plus ondansetron 32 mg 1V on Day t and dexamcthasone (2 mg P.O. on Day | and 8 mg
P.O. once daily on Days 2 to 4.

Standard Therapy = Ondansetron 32 mg [V on Day 1 plus dexamethasone 20 mg P.O. on Day 1
and 8 mg P.O. twice daily on Days 2 to 4.

P.O. = By mouth.

IV = Intravenous.

N = Number of randomized adult, multiple-cycle patients in each treatment group who received
study drug.

n = Number of randomized adult, multiple-cycle patients in each treatment group who received
study drug, with specific serious clinical adverse experiences.

AN=Allocation number.

-e

-

(Ref. Table 91 P052.pdf)

Medical Officer Comment:

During the multiple cycle extension, the incidence of most serious adverse experiences
was similar between the treatment groups. The only body system that had a notable
difference was the hematological system with a 5.8% incidence in the MK-0869 group
-and 2.1% in the Standard Therapy.

Pancytopenia was reported as an adverse event in 2 patients in the MK-0869 group
compared to zero in the Standard Therapy. Thrombocytopenia also occurred with a
higher incidence in the MK-0869 group during the multiple cycle extension, with 3 cases
in the MK-0869 group compared to zero in the Standard Therapy. A causal relationship
could not be established by review of the individual case report forms. This will be
discussed and analyzed in the executive summary with the combined data from Studies
052 and 054
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Drug-Related Adverse Experiences (Cycle 1)

Drug-related adverse experiences were determined by the investigator to be
possibly, probably, or definitely study drug related. 38 patients (14.6%) in the
MK-0869 group and 29 patients (10.9%) in the Standard Therapy group had one
or more adverse experiences that were reported as drug-related. The most
frequently reported drug-related adverse experience was hiccups (15 patients
[5.7%] and 11 patients [4.2%] in the MK-0869 group and Standard Therapy
group, respectively).

No adolescent patients experienced a drug-related adverse experience.

Table 24

Number (%) of Adult Patients With Specific Clinical Adverse Experiences
(Incidence >0% in One or More Treatment Groups) ty
Body System—Cycle 1-—Drug Related

MK-0869 Regimen Stndard Therapy
(N=261) (N=265)
it (%) [} (%)
Paticnts with one or more drug-related’ adverse 38 (14.6) 29 (10.9
experiences

Patients with no drug-related adverse experience 223 (85.4) 236 (89.1)
Body as a Whole/Site Unspecified 8 3.1) 7 (2.6)
Abdominal Pain | 0.4) 0 (0.0)
Asthenia/Fatigue 1 (0.4) 0 0.0)
Chills 0 (0.0) 2 {0.8)
Dizziness 4 (1.5 4 (1.5)
Edema 1 0.4) ¢ (0.0)
Flushing ] 0.4 0 (0.0
Mucous Membrane Disord 0 (0.0) 1 0.4)
Cardiovascular System I 0.4) 1 0.4)
Asthythmia 0 00 1 (0.4)
Bradycardia | {0.4) 0 (0.0}
Digestive System 19 7.3 8 3.0
Acid Reflux 2 0.8) 0 (0.0
Constipation 5 {1.9) 3 (1.0
Diarrhea 2 (0.8) ] (0.4)
Dyspepsia 1 0.9) 0 0.0)
Esophagitis ¢ 0.0) t 0.9
Gastroesophageal Reflux Disease 2 (0.8) § 0.4)
Heartburn 5 (1.9 3 (1.1
Nausea ! 3 [tRY) 0 (0.0)
Perforating Duodenal Ulcer! 1 0.4) 0 (0.0)
Upper Gastrointestinal Hemorrhage 0 {0.0) 1 (0.4)
Vomiting ©_ ! (0.4) 1] (0.0}
Eyes, Ears, Nose, and Throat 2 {0.8) 3 (L.Y)
Blurred Vision 0 0.0) 1 0.4)
Conjunctivitis 1 (0.4) 0 (0.09)
Tinnitus t 0.9 ] (0.0)
Visual Acuity Decreased 0 (0.0) 1 0.4
Vocal Disturbance 0 0.0y 1 (0.4}
Hemic and Lymphatic System 3 [{8)] 1 {0.4)
Anemia 3 (.0 ) (0.0

Neutropenia 0 0.0y 1 (0.4
Metabolism and Nutrition 0 0.0) 2 (0.8)
Hyperglycemia 0 (0.0 1 (0.4)
Hyponatremia 0 0.0y 1 (0.4)
Musculoskeletal System 1 (0.4) 2 {0.8)
Leg Pain 0 0.0y ] 0.4)
Myalgia | (0.4) ) 10.4)

(Ref. Table 78 P052.pdf)
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Table 24 (cont)

Number (%) of Adult Patients With Specific Clinical Adverse Experiences
(Incidence >0% in One or More Treatment Groups) by
Body System—Cycle 1—Drug Related

MK-0869 Re%xmell Standard Therapy
(N=261) (N=265)}

n (%) n (%)

Nervous System 8 3.0 8 (3.0)
Akathisia 0 0.0) 1 (0.9)
Dream Abnormality 1 0.4) V] (0.0)
Headache 6 2.3) 3 (L.1)
Insomnia 2 (0.8) 2 (0.8)
Peripheral Neuropathy 0 (0.0} i (0.49)
Somnolence 0 0.0) t (0.4)
Tremor 0 (0.0) I (0.4)
Psychdatric Disorder 1 (0.4) [ (0.0)
Euphoria 1 (0.4) 0 (0.0)
Respiratory System 15 [£%)] 11 4.2)
Hiccups 15 ;.N It 4.2)
Sneezing 1 0.4) 0 (0.0)
Skin and Skin Appendages 2 (0.8) 0 0.0)
Photosensitivity 1 0.4 0 {0.0)
Rash 1 (0.4) 0 (0.0}
Urogenital System 1 (0.4) [ 0.0)
Polyuria I (0.4 0 0.0

Three (3) additional adult patients (ANs 8118, 8206, and 8373) were randomized to the MK-0869

Tracdened |

group but never received study drug therapy and are not i in this

One (1) additional adult patient (AN 8054) was randomized to the Standard T| hel apy group, but never
received study drug therapy and is not included in this summary.

§ Determined by the investigator to be possibly, probably, or definitely drug related.

During Cycle 1. nausea or vomiting were to be reported as clinical adverse experiences after the
completion of the diary period (Day 6 or greater), unless determined by the investigator to be serious,
result in dlscontmuanon. or drug-related, in which case nausea and vomiting were to be considered as
clinical adverse experiences and were to be reported at any time.

In this instance, for this patient (AN 8477), the test drug relationship refers to a passible relationship to

-

-

dexamethasone.
Although a patient may have had 2 or more drug-related clinical adverse experiences, the patient i3
counted only once in a category. The same patient may appear in different categories.

All body systems are listed in which at least | patient had a drug-related ¢linical adverse experience.

MK-0869 Regimen = MK-0869 125 mg P.O. on Day 1 and 80 mg P.O. once daily on Days 2 and 3 plus
ondmx;et.mn 32 mg 1V on Day | and dexamethasone 12 mg P.O. on Day 1 and 8 mg P.O. once daily on
Days 2to 4

Standard Therapy = Ondansetron 32 mg IV on Day 1 plus dexamethasone 20 mgz P.O. on Day | and
8 mg P.O. thcedallyonDays2to4

P.O. = By mouth.

1V = Intravenous.

AN = Allocation number.

N = Number of randomized adult patients in each treatment group who received study drug.
n = Number of randomized adult patients in each treatment group who received stucly drug, with specific

drug-related clinical adverse experiences.

(Ref. Table 78 P052.pdf)

Medical Officer Comment:

Overall the incidence of drug related adverse experiences was small in both groups. The
only body system that had a notable difference in drug-related adverse experiences
during Cycle 1 was the digestive system. More than twice as many patients in the MK-
0869 group than Standard Therapy reported drug-related adverse experiences (19
patients vs 8 patients, respectively). There were multiple types of events reported in the
digestive system. Considering each event independently, there was little difference
between treatment groups and these differences do not appear to be clinically significant.
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Drug-Related Adverse Experiences (Multiple-Cycle)

Of the 361 patients entering the multiple cycle extension, 4 patients in each group
experienced a drug-related adverse experience.

Table 25

Number (%) of Adult Patients With Specific Clinical Adverse Experiences
(Incidence >0% in One or More Treatment Groups) by
Body System—Mulitiple-Cycle Patients

{Cycles 2 to 6)—Drug Related
MK-0869 Regi Standard Therapy
(N=172)) (N=189)
n (%) n (%)
Patients with one or more drug-retated” adverse 4 23) 4 Q@.n
experiences
Paticnts with no drug-related adverse experience 168 (97.7) 185 (97.9)
Body as 4 Whole/Site Unspecified 1 (0.6) [ (0.9)
Dizziness { 0.6) 0 (0.0)
Cardiovascular System 1 0.6) t 0.5
Hypertension 1 (0.6) 1 (0.5)
Digestive System 2 (L.2) 2 (1.0
Acid Reflux 1 0.6 0 (0.0)
Constipation 0 (0.0 1 ©.5)
Epigastric Discomfort 0 0.6) 1 ©.5)
Gastroesophageal Reflux Disease ] (0.6) 0 (G.0)
Upper Gastrointestinal Hemorrhage 0 (0.0) 1 (0.5)
Eyes, Ears, Nose, and Throat 1 0.6) 0 0.9)
Blurred Vision ] 10.6) 0 {0.0)
Metabolism and Nutrition 1 {0.6) [] @.0)
| Hyperglycemia 1 (0.6) 0 (0.0)
Nervous System t (0.6) 0 (e.0)
Tremor 1 {0.6) [ {0.0)
Respirstory System 1 0.6) 2 (.n
Hiccups i (0.6) 2 [19)]

Three (3) additional adult patients (ANs 8118, 8206, and 8373) were randomized 10 the MK-0869 group but
never received study drug therapy and are not included in this summary.

¥ One (1) additional adult patient (AN 3054) was randomized to the Standard Therap) group, but never received
study drug therapy and is not included in this summary.

L ¢ ined by the investigator to be possibly, probably, or definitely study drug related.

Although a patient inay have had 2 or more drug-related clinical adverse experiences, the patient is counted only
once in a category. The same patient may appear in different categories.

All body systems are listed in which at least | patient had a drug-related clinical adverse sxperience.

MK-0869 Regimen = MK-0869 125 mg P.O. on Day | and 80 mg P.O. once daily on Days 2 and 3 plus
ondansetron 32 mg 1V on Day | and dexamethasonc 12 mg P.O. on Day | andd 8 mg P.O. once daily on Days 2 1o

4.

Standard Therapy = Ondansetron 32 mg [V on Day | plus dexamethasone 20 mg P.O. on Day | and 8 mg P.O.
twice daily on Days 2 to 4.

N = Number of randomized adule multiple-cycle patients in each treatment group who received study drug.

n = Number of randomized adult multiple-cycle paticnts in cach treatment gronp who reccived study drug. with
spexific drug-refated clinical adverse experiences.

P.O. = By mouth,

IV - Intravenous. -
AN = Allocation number.

(Ref. Table 79 P052.pdf)
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Discontinued Due to Adverse Experiences

Twenty-one patients (8.0%) in the MK-0869 group and 15 patients (5.7%)
receiving Standard Therapy had one or more adverse experiences that resulted in
discontinuation from study. Of these 36 patients, only 4 patients (2 patients in
each group) discontinued due to an investigator reported Jrug-related adverse
experience.

Of the two MK-0869 patients who discontinued for drug-related adverse
experiences, one patient (AN 9015) had a history of gastric carcinoma and
experienced moderate abdominal pain on Day 3. The second patient (AN 9441)
had a history of tongue pain and tongue carcinoma, and experienced moderate
nausea on Day 6.

No adolescent patients experienced an adverse experience that resulted in
discontinuation from study drug therapy.

Summary of Laboratory Adverse Experiences
(Cycle 1)

Laboratory adverse experiences were reported in 36 patieats (14.0%) receiving
the MK-0869 regimen and 35 patients (13.4%) taking Standard Therapy during
Cycle 1. There were no adolescent patients in Cycle 1 who experienced a
laboratory adverse experience.

The most common serious laboratory adverse experience was hypokalemia,
which occurred in 7 patients in each group. Abnormalities in renal function had
similar results, with an increased serum creatinine reported in 5 patients [1.9%] in
the MK-0869 group and 6 patients [2.3%] in the Standarc Therapy group. Blood
urea nitrogen was elevated in 6 patients [2.3%] in the MK.-0869 group and 5
patients [1.9%] in the Standard therapy group.

Decreased neutrophils occurred in 6 patients in each group and decreased platelets
were reported in 8 patients in each group.
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Table 26

Number (%) of Adult Patients With Specific Laboratory Adverse Experiences
{Incidence 22% in One or More Treatment Groups)
by Laboratory Test Category—Cycle 1

MK-0869 Reamcn Standard Therapy
(N=261) (N=2¢5)*

n'm (%) nm (%)
Patients with one or more advelse experiences 36258 {14.0) 357261 (13.4)
Patients with no adverse 2227258 (86.0) 2267261 (86.6)
Blood Chemisiry 22287 (8.6} 237268 (8.8)
Alanine aminotransferase increased 4256 (1.6) 6/256 2.3
Blood urea nitrogen increased 6/257 2.3) 51259 (1.9
C-reactive protein increased ot 12 (50.0)
Carbon dioxide partial pressure increased 072 ©.0) 13 333
Hypocalcemia 0/3 {0.0) 116 (16.7)
Hypokalemia 77256 2N 7i253 (2.8)
Hypomagnesemia 24 150.0) 072 ©0.0)
Hypophosphaternis 11 {100) 071 0.0)
Lactate dehydrogenase increased 1% 111 (100)
Serum creatinine increased 51287 (8] 67259 {2.3)
Total serum protein decreased 4 0.0) 12 {50.0)
Troponin | increased /) 0.0y 111 {100y
Hematolegy 18287 (5.%) 131258 S0
Granulocytes decreased [t7] (50.0) 0/5 0.0)
Neutrophils decreased 6/156 2.3 254 2.4)
Platelets d d 8252 3.2) %253 3.
Urigalysis 6/243 4 546 2.0

Three (3) additional adult patients (ANs 8118, 8206. and 8373) were randomized to the MK-08i9 growp, but
never received study drug therapy and are not included in this summary.

' One (1) additional aduit patient (AN 8054) was randomized to the Standard Therapy group, but ncver received
study drag therapy and is not included in this summary

* |ndicates there was no associated laboratory lest or there were no patients for whom the laboratory test was
recorded.

Although a patient may have had 2 or more labotatory adverse experiences, the patient is counted caly once in a
category. The same patient may appear in different categories.

MK-0869 Regimen = MK-0869 125 mg P.O. on Day | and 80 mg P.O. once daily on Days 2 and 3 plus
ondansetron 32 mg {V on Day | and dexamethasone 12 mg P.O. on Day | and 8 mg P.O. once daily on Days 2

104,

Standard Therapy = Ond: 32 mg 1V on Day | plus dexamethasone 20 mg P.O. on Day 1 and 8 mg P.O.
twice daily on Dayx 204,

P.0. = By mouth.

1V = Intravenous.

AN = Allocation number.

a‘'m = Number of randomized adult Cycle | patients with laboratory adverse experiences/number of randomized
adult Cycle 1 patients for whom the Iaboratory test was recorded.

N = Number of randomized adult Cycle | patients in each treatment group who received study drug.

n = Number of randomized adult Cycle 1 pati in each group who received study drug, with specific

laboratory adverse experiences.

(Ref. Table 98 P052.pdf)

Drug-related laboratory adverse experiences occurred in 6 patients (2.3%) in the
MK-0869 group and 3 patients (1.1%) receiving Standard Therapy. Drug-related
serious laboratory adverse experiences occurred in (0.4%) of the patients (one
patient in each group).

There were 4 patients (1 MK-0869 patient [0.4%] and 3 Standard Therapy
patients [1. 1%]) who were discontinued from study drug therapy due to laboratory
adverse experiences; however, these events were not considered by the
investigator to be serious or drug-related.

46



Study 052
Aprepitant

Table 27

TABLE 1: Protocol 052
Number (and Percent) of Patients with

ALT > 25ULN
Aprepitant Standard Therapy | Comparison:
Aprepitant vs
Standard Therapy
Day6-8 18/236 (7.6%) 16/237 (6.8%) p=0.72
Day19-29 0/228 (0%) 2/228 (0.9%) p=0.50
Number (and Percent) of Patients with
AST > 25ULN
Aprepitant Standard Therapy | Comparison:
Aprepitant vs
Standard Therapy
Day6-8 21233 (0.9%) 2/233(0.9%) p=0.99
Day 19-29 11224 (0.5%) 0/227 (0%) p=0.50

(Ref. Table 1 response.pdf date: 01-08-2003)

Medical Officer Comment:
Overall, the incidence of laboratory adverse experiences during Cycle 1 was similar
between the two treatment groups.

The data presented as laboratory adverse experiences were dependent on the
investigator’s judgment that the abnormality fulfilled the criteria of an adverse
experience. Additional analysis was performed using >2.5 x ugper limit of normal as a
criteria for abnormal liver functions. These results were also similar between the two
treatment groups.

(Multiple Cycle)

During the multiple-cycle extension only serious, drug-related or adverse events
that led to discontinuation were recorded.

Of the 361 randomized adult patients who entered the multiple-cycle extension,

four patients (1.1%) experienced a serious laboratory adverse experience during
the multiple-cycle phase. Three patients (1.7%) in the MK-0869 group and one
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(0.5%) in and the Standard Therapy group experienced a. serious laboratory
adverse experience during this phase. There were no adolescent patients who
experienced a laboratory adverse experience during the multiple-cycle extension.

Table 28

Listing of Adult Patients With Serious Laboratory Adverse Experiences—
Multiple-Cycle Patients (Cycles 2 to 6)

Laborstory Refative
Relstive Value (Unit) Day of
Study Site Age Towl Daily | Duy of Adverse and Normal | Discontin- Dnyg Action
Numba AN Gender Race Yeary hase Ther; Dose Omct | Exxrience ) Renge{Unit) uavon Relationship’ Taken'
Treatment Group: MK-8969 Regimen
ol 8197 Male Whie 39 Posttreatmen Off Drug 139 Nenrophits ] 0.6 X 10°1 21 Probubly not No action
Cwle b 18 days decreased (NR: 18w with test
2.0 X 10"L) drug
019 8200 Male White 23 Positreatrent Off Drg 34 Pistdets 81 X 10°L §2 Probably not No action
Cxele 2 9 days decreased {NR: 13010 with test
400 X 10%L) drug
0y $200 Male White 23 | Pustestment | OffDrog 34 | Hemoglobin | 10 grvdl 52 Probably not | No action
Cyele 2 9 days decreased (NR: 330 with lest
17.5 gmidl) drug
o1 8200 Maie Whik 23 Posttrestment Off Drog 6] Nevrophis | 0.2 X 10°A 52 Probably not No action
Cycle 3 9 duys decreasod (NR: 1it0 with tet
8.0 X 107L) dreg
032 464 Maie White 56 | Postrestment | OffDrug 158 | Lebocytes J17X10°L 14 Definitely not | No action
Cxle 6 14 days decreased (NR: 400 with lest
. 100 X dng
10°1)

(Ref. Table 102 P052.pdf)

There were 8 adult patients who were discontinued from the study due to :
laboratory adverse experiences. Of these eight patients, two were in the MK-
0869 group (1.3%) and six were Standard Therapy patients (3.4%).

Medical Officer Comment:

The incidence of laboratory adverse experiences during the Multiple Cycle extension was
similar between the two treatment groups. Analysis for the effect of treatment on liver
Jfunctions demonstrated that the MK-0869 regimen added no additional hepatic toxicity to
standard therapy for Cycle 1 or during the multiple cycle extension.

Adverse Experiences by NCI Toxicity Criteria

Adverse experiences were categorized according to the Mational Cancer Institute
(NCI) Common Toxicity Critena: Grade 0 being normal, Grade 1 mild, Grade 2
moderate, Grade 3 severe and Grade 4 a life threatening event.

Adult Patients (Cycle 1)

The most frequent adverse experiences involved the digestive system. There were
69 patients (26.4%) in the MK-0869 group and in 46 patients (17.4%) in the
Standard Therapy group who experienced gastrointestinal-related adverse
experiences graded by NCI toxicity criteria. Most adverse experniences were NCI
toxicity Grade 1 or 2.
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The most commonly reported severe adverse experiences (NCI toxicity Grades 3
to 4) in Cycle 1 for both treatment groups were asthenia/fatigue, hiccups,
constipation, nausea, diarrhea, and headache. The incidence of these Grade 3
and/or 4 adverse experiences was small.

TH]S 1
ON ORIy, A
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Table 80

Number (%) of Adult Patients With Specific Clinical Adverse Experiences—National Cancer Institute (NCI) Toxicity

Grades | to 4 (Incidence 22% in One or More Treatment Groups) by Body System—Cycle |

MK-0869 Regimen Stundard Therapy Tolal
(N-26D) ¢ (N 265)¢ (N-526)
NCI Toxicity Grade NCI Tosicity Grade NCI Toxicity Grade
] 2 3 4 1 2 3 4 1 2 3 4
n] (%) |n]l (%) I[nl (%) In] (% Iol ) (o] (% [n] (& |In] & [n] (%) [n] (% (ol (% In] %)
Body as a Whote/Site 53| 203) (39 (14 [ 13] (5.0 31 ) J40] sy [29] (109) | 11] 4.2 3| . 93] (42 | 68| (129) | 24| (46) 6| (1O
Unspecified
Asthenia/Fatigue 251 (9.6 | 16] (6.) 51 (09 1] 04 [20] (o5 4| (1.9 2| (0.8 o] 00) [45] (86) |20] (3.8) L UK)) 1] (02)
Dizziness ol Go {e] 23 | 2] o8 | o]l wo | 8] o | 3] o [ 1] w4 |o] 0o |17] 32 |9} an | 3] 0 | o] o0
Fever o] ¢8) ]3] an [o] 0o |o|l 0o |s| a9 [s] g9 o] ©o | 1| ©9 [15] @9 | 8] 5 |of 0o | 1] (02
Cardiovascalar System 9l G4 [ 6] @3 6] @3 [ s] oo 5] 09 [ s8] ¢o [4] a5 [ 3] an Ju] @en ] en [w] a9 | 3] o9
Digestive System 691 (264) | 46] (17.6) 80 3.1 2] (03) 461 (174) |46] (174) 9] 3.4) 0| ©0) [115) 219 |92} (175 |17] (3.2 2] (09
Constipation B3] s | 8] 60 [0 0o | o] w0 [l @n (W] G2 | 2| o8 | o] ®o |24 @6 [27] &0 | 2] w4 [ o] (o0
Diarrhea sl o | s| as [ 2] ws | o] oo | 7| 26 | s] a9 | o] 0o | o] wo ]22] w2 |w] a» | 2| 0a | o wo
tleartburn 0] 38 | 8] o (o] @ | o 00y | 7] @26 | 4] a8 | o] o | o] woy J17] 32 [z} @y | ol woe | of 0w
Ntrsen 17l w5 6]l en | sl aon o] oo ] @2 [} @ | 2] ©8) | o] ooy |28) <3 |v7] ¢ | 7] a3 |e| on
Stomalilis 3| 4] 1.5 0| 0.0 0} (00) 2| (0.8 6} @3 1| 04 ¢ 0.0) 5| a.m (1w} 0.9 11 02) 0| (0.0)
Vomiting kA B eRi] 4t {1.5) 41 (1.5 il o04) 4] (1.5) 1} 04 1f 04 0f 0oy 1111 @2.b S (1.0) 5| 01.0) 1] (0.2)
lEndm:rim- System of 0o [ ol 0o | 2] @8 o]l woy T 1} we) [ o] wo [ 1] wa o] 0oy { 1] w02y o] 0oy 3] 06 o] om
[Fyen, Earx, Nowe, snd Throat] (3] (5.4) [ 14] .4 1] w4y | o] wo Ju] @n | o] g8 1] 04) | o] 00 J25] @xr [23] @9 | 2] o049 | o] (00
[Tinnituy I (5 [ 7]l @n [ 1] o4 fof ooy P3| (0 [ 4] (5 10 o0 JTof oo |71 0 [l @b | V] 0 18] om
Hemie And Lymphatic 6f 2y Jtwo] ox | 9] 34 [w] a8 | 5] ae | 9] os I ee | 7] e [nf an [w] o6 | co [ on
System

Anemia 4 (5 el 3 [0 00) § 1] @ay | 3] an [ s] (19 0] 00) {0} @0y [ 7] (3 ] @1 [ o] wo) | 1] (0.2
System of 0oy o]l 0o {of 0o o]l o | 1] we | 2] w8 [ 1] wa o] wo [1] w2 [2] wa | 1] 0w [ o] 0o
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Table 29 (cont)

Number (%) of Adult Patients With Specific Clinical Adverse Experiences—-National Cancer Institute (NCI) Toxicity
Grades 1 to 4 (Incidence 22% in One or More Treatment Groups) by Body System—Cycle 1

s _—
MK-(869 Regimen Standard Thermpy Tol
=260 " (N=263)° (N=526)
NCI Toxicity Grade NC1 Toxicity Grad: NCI Toxicity Gade
1 2 3 4 1 2 3 4 1 2 3 4
n {% n CA) n (%) n %) n %) n (%) n {*) n Ch) n %) o (A) n (%) n (%)
{Metabotem and Nutrision | t7] 6.5 | 51 09 | 4] 9 [ o] o [13] @ 4] as [ 7] ¢eo 2] ©8 J3l o» o] on fu] eab | 2] 0y
Arwan 5L on [ 3] 08 | 1] &€ o] ©0) | 8] o) | 3] @8 | 11 wa o] (00 [Tef 300 [6f 1) F2] @4 | o] 0.0
] 64 (7] @n [ 1] oo JTol 0o ] w2 Jel & ] 1] s |21 ©8 [25] wd®) [13] @29 2] o9 | 2] 04
%] 123 | 1] o& [of ©o Jol oo {2 @& [ol ©6 o] @o ol e [8 as F il e Jol @6 {0f 00
| wo [ 5] o0 | 1L o4 [ o] ©0 J2e] o8 9] 30 [ 4] ¢ [ 1] e [47] @9 {29] o [ s] ao | 1] ©2
1zl @6 | 5| (0% | 1] O | 0] (00) [11] @2 [ 2] w08 | t] G4 | 1] 0@ |31 @4 | 71 3 [ 2] ©a | ] ©
sl @3 {6l an o]l oo |o] wn 18] 0o 3] an {of wo lo] oo || @n | vl an Jol on |o] w0
st a9 |4 as) 3] an [o] oo {4l as [3] an Jol om [of @wo o] an [ 7] uyn |3] w0 | o] ©wo
System 351 (3 112] 46 | 51 9 [ o] oo [2] 05 [&] om 6] 3 ol o [ss| (05 [0 a8 (1] ey | o] o0
i 3§] 100) 1 91 o4 | 1L 04 [ o oo [15] ¢.n | 2| o8& J 1| @8 [ o] 0o ih| a8 [uf en [27 ¢4 [ ol 00
Number (%) of Adult Patients With Specific Clinical Adverse Experiences-—National Cancer Institute (NCI) Toxicity
Grades 1 to 4 (Incidence 22% in One or More Treatment Groups) by Body System—Cycie |
MK-0869 Regimen Standard Therapy Totl
(N=261) (=203)° » (N=526)
NCI Tovicity Grade NCI Tonicity Gracic NC) Toxicity Grade
1 2 3 3 1 2 3 1 | 1 3 q
2] o Jol G lol % 1ol oo In]l Co Inl 00 o] (% [n] Ca In] Co [n] ®ea o] (0 In] Cw
{Skin and Slds ch 6] @3 J10] o8, 1] 0 ol o [4] 05 [3] v T1] oo {of oo [eo] a9 j13] @9 [2] 04 |o; ©0
[Rask [ w4 L6l 23 L9 ©0 [0] (00 | t| wa |11 oo Lol oo ol wo |27 06 77 an Te] 0o [of 00
Lrogenital System o G4 6] @3 {of 0 o] @o [e] @n» 3] g [} o4 |21 ws f1s] @9 Jof an |t} o3 | 2] ©4
Thece (3) additional adult patics (ANs 8118, 8206, and 8373) were mndomized to the MK-0869 group, but nover received study diug therapy and are not included in this summary.
¢ One (1) sdditional idult paticnt (AN 8024} wus randommized to the Standand Therapy group, but never recei ved study drug therapy and is not incleded in this summary. F

Although a patient may have had 2 or more adverse cxperiences of NCI toxicity Grades | to 4, the paticat is counted only vace within i cascgory. The same paticnt may appear in diffcremt categorics.

All body systems ase fisted in which at lcast 2% of patients in one wrestment group had a clinical adverse expericnce that fell into an N1 toxicity Grade | w0 4,

During Cysle 1, musea or vomiting were 1 be reported as clinical adverse experiences ofier the completion of the diary perioti (Day 6 or greaen), unless determinad by the investigator © be serious, result in
discontinuation, or drug-related, in which casc nausca and vomiting were 10 be considered as clinical adverse caperiences and were 10 be reported & any me.

Grade 1 = mikl: Grade 2 = modemate: Grade 3 - severe; Grade 4 - life dweatening.

MEK-0869 Regimen ~ MK-0869 125 mg P.O. oa Day | and 80 mg P.O. once daily on Days 2 and 3 plus ondansctron 32 mg [V on Day 1 and dexamedisone 12 mg P.O. o0 Day | and 8 mg P.O, once daily on Days 2 to 4.

dard Therapy = Ond: 32 mg IV on Day | plus dexamcthasone 20 wg P.O. on Duy ! and 8 mg P.O. twice daily on Days 210 4.

P.O. » By mouth.

IV = Intmvenous,

N = Numbes of candomized adult Cycic | patients in cach ircatmem group who received study drug.

w = Number of randomized adult Cycle | paticnts in cach treatmem group who recaived study drug. with specific clinical adverse experiances that &11 mo an NCI Toxicity Grade 1104,

AN=Allocation number.

(Ref. Table 80 P052 pdf)

Adolescent
Table 30

Number (%) of Adolescent Patients With Specific Clinical Adverse Experiences—National Cancer Institute (NCT) Toxicity Grades 110 4
(Incidence >0% in One or More Treatment Groups) by Body System—Cycle |

VK-0869 Regimen Standerd Therpy Toul
(N=2) N-2) (N=4)
NCI Toxicity Grade NC1 Toxicity Gra le NCI Toxwity Grade
1 2 3 4 1 2 A 4 1 i 3 4
n (*2) n %) n (%) n (%%} n (%) n {%) n (%) n (%) n (") n {*o} n %) n {*%)
Body as a Whele/Site 1 se0) | @ @e |0 @8 je] (O O ©0) [o0}f (00) | @ ©0) {8]| @9 |1] (359 {0 0o (o] 09 |0 0.9)
Unspecified -
Fever i {S00) } O @) jo {0.0) [ (0.0} 0 10.0} [ (0.0} Q0 00) JO {0.0) 1 (250) | o [ (XU} 0 19.0) 1] (0.0)
[Digestive System L] o0 {1 @00 o] (08 [¢] (00 1500 [o] 00) |t ]| 300) {1500 | 1] (250 [t 250 |1]| @258 ] 259
Heatbum @ oMyt {500y | O 0.0) ] {0.0) 0 0.0 0 0.0y 0 oo jo 0.0 [ 0.0y 1 1] (250 [ (0.0 [} 0.m
Nawven' 0 0o |o 0o |0 {0.0) 0 (0.0 ] isen L o) 0 o) | O .0} i 250) | 0 10.0) 0 0.0y 0 (X))
Rectal abscess 0 omn | o ©wn jo 0.0 0 [20) 0 ©.0) 0 om 1 s00 | O [OA] 0 ooy | 0 0.0) 1 }25.0) 0 .0
Vomiting’ [ [(ZUR K Wy |o {0.0) [ 10.0) 0 10.0) 4 0.0y 11 /500) 1 | €50.0) 0 o) |0 10.0) 1 §(25.00 1] (2500
Eves, Ears, Nose, and Throst] 1 B0 | 1 08 |0 {0.9) [ .0 [ .0 1 (9.0) L] ®o) )6 0.8) t 25.0) | 1] (25.0) L] (8.0) ¢ {0.0)
Mucous membean disonder \ 0.0) | O we) |0 0.0 0 w0 0 ©.0) 0 0.0y L] 00 10 (V) 1 {250y | 0 0.) 0] vy ] (UK}
nnitus 0 noy | 1 300) | 0 {0.0) 0 {20 1] 0.0) " [()] 0 [ K .0 0 0oy | 1] 1250) ] 10.0) 0 10.0)
Hemie and Lymphatic ] o o @e) 19 [(X)) L] 0 [} 0.0) [] 090) ] (6.0) 1] (50.9) L] we) | o (0.0) (] 0.0) 1] (2509
Systern
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(Ref. Table 81 P052.pdf)
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Medical Officer Comment:

The number of patients with serious and life threatening advers: experiences were small
in both groups with slightly more episodes reported with the MK-0869 regimen than
Standard Therapy but the significance of this is uncertain. A causal relationship could
not be established by review of the individual case report forms. The number of
adolescent patients was too small to perform meaningful analysis.

Adverse Experiences According Concomitant Administration of CYP3A4
Metabolized Chemotherapy

MK-0869 is reported to be a moderate inhibitor of the CYP3 A4 isoenzyme at this
dose and regimen. Adverse experiences were tabulated according to the
concomitant administration of chemotherapeutic agents metabolized by the
CYP3A4 isoenzyme. The Sponsor describes the following chemotherapeutic
agents as being metabolized by the CYP3 A4 isoenzyme: docetaxel, etoposide,
paclitaxel, vinblastine sulfate, and vinorelbine tartrate.

One hundred patients (54.1%) in the MK-0869 group and 85 patients (45.9%) in
the Standard Therapy group received chemotherapeutic agents that are
metabolized by CYP3A4. The remaining patients were treated with
chemotherapeutic agents that are not metabolized by CYP3A4.

APPEg
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Table 31

Number (%) of Adult Patients With Specific Serious Clinical Adverse Experiences
(Incidence >0% in One or More Treatment Groups) by Body System—
Patients Treated With Concomitant Chemotherapy Metabolized
by CYP3A4' (Cycle 1)

MK-0869 Regimen Standard Therapy
(N=100) * (N=85)?

n [¢0] n {%6)
Patients with one or more serious clinical adverse experiences i4 (14.0) 20 (23.5)
Patients with no serious clinical adverse experience 86 (86.0) 65 (76.5)
Body as a Whole/Site Unspecified 3 3.0 4 “.n
Collapse 0 (0.0) ] (1.2)
Dehydration 1 (1.0) 0 0.0)
Dizziness 0 0.0) 1 (1.2)
Fever 2 (2.0) 1 (1.2)
Sepsis 1 (1.9) 1] 0.0)
Syncope i (1.0) 1 (1.2)
Cardiovascular System 2 (2.0) 4 “n
Angina pectoris 0 (0.0) i (t.2)
Cardiac amrest 1 (L.0) 1 (1.2)
Hemormrhage 0 (0.0) 1 (1.2
Mpyocardial infarction H (1.0) [} 0.0)
Orthostatic hypotension 1] (0.0) ] (1.2)
Pulmonary cdema i (1.0 0 0.0)
Pulmonary embolism 0 {0.0) 1 {1.2)
Digestive System 2 (2.0) 6 (7.1
Diarrhea 1 (1.0) 0 (0.0)
Esophageal malignant neoplasm 0 {0.0) t (1.2)
Esophagitis 0 {0.0) 1 (1.2)
Necrotizing enterocolitis 1 (1.0) 1] (0.0)
Pancreatitis 0 (0.0) 1 (1.2)
Pseudomembranous enterocolitis 0 (0.0) 1 (1.2)
Stomatitis 0 10.0) 1 (1.2)
Upper gastrointestinal hemorrhage 0 0.0) 2 (2.4)
Vomiting ! 0 0.0) 1 (1.2)
Endocrine System 1 (1.8) 0 (0.0)
Syndrome of inappropriate antidiuretic hormone i (1.0) 0 (0.0)
Hemic and Lymphatic System 8 8.0) 5 5.9)
Febrile neutropenia 5 15.0) 3 (3.5)
Leukopenia i 11.0) 2 (2.4)
Neutropenia 3 13.0) 0 0.0)
Pancytopenia 0 11.0) | (1.2)
Thrombocytopenia | 11.0) 0 (0.0)
Metabolism and Nutrition - 1 1.0) 1 (1.2)
Hyponatremia 1 1.0} 1 (1.2)
Nervous System 0 0.0) 1 (1.2)
Spinal cord compression 0 10.0) 1 (1.2)

(Ref. Table 94 P052.pdf)
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Table 31 (cont)

Number (%) of Adult Patients With Specific Serious Clinical Adverse Experiences
(Incidence >0% in One or More Treatment Groups) by Body System—
Patients Treated With Concomitant Chemotherapy Metabolized
by CYP3A4' (Cycle 1)

MK-0869 Regimen Standard Therapy
(N=100) * (N=85)*

n (%6) n (%)
Respiratory System 1 (1.0) 4 @.7
Aspiration pneumonia 1 (1.0) 0 (0.0)
Lung carcinoma 0 (0.0) 1 (1.2)
Non-small cell lung carcinoma 0 (0.0) 1 (1.2)
Pleural effusion 0 (€.0) 1 (1.2)
Poeumonia 0 (C.0) 2 24
Skin and Skin Appendages 1 (1.0) ) (0.0)
Catheter-site infection 1 (1.0) 0 {0.0)
Urogenital System 3 Q.0 3 3.5
Acute renal failure 1 1.0) 0 0.0)
Nephrotoxicity 1 (1.0) 1 (1.2)
Renal insufficiency 1 (1.0) 0 0.0)
Urinary tract infection 0 (€.0) 2 (2.4)

Drugs included in this table are ctoposide, vinblastine, vinblastine sulfate, vinorelbine, vinorelbine tartrate. and paclitaxel.

' Three (3) additional adult patients (ANs 8118, 8206, and 8373) were randomized to the MK-0869 group, but never received
study drug therapy and are not included in this summary.

¥ One (1) additional adult patient (AN 8054) was randomized to the Standard Therapy group, but never received study drug

therapy and is not included in this summary.

During Cycle 1, nausea or vomiting were to be reported as clinical adverse experiences after the completion of the diary period

{Day 6 or greater), unless determined by the investigator to be serious, result in discontinuation, or drug related. in which case

nausea and vomiting were to be considered as clinical adverse experiences and were to be reported at any time.

MK-0869 Regimen = MK-0869 125 mg P.O. on Day ! and 80 mg P.O. once daily on Days 2 and 3 plus ondansetron 32 mg 1V
on Day | and dexamethasone 12 mg P.O. on Day 1 and 8 mg P.O. once daily on Days 2to 4.

Standard Therapy = Ondansetron 32 mg 1V on Day | plus dexamethasone 20 mg P.O. on [Day 1 and 8 mg P.O. twice daily on
Days 2 to 4.

P.O. = By mouth.

IV = Intravenous.

AN = Allocation number.

N=Number of aduit randomized patients who received concomitant chemotherapy metabolized by CYP3A4.

n= Number of adult randomized patients who received concomitant chemotherapy metabolized by CYP3A4 and who experienced

specific, serious clinical adverse experiences.

(Ref. Table 94 P052.pdf)

Medical Officer Comment:

CYP3A4 substrates as well as inhibitors and inducers were part of the exclusion criteria.
A large number of patients received a chemotherapeutic agents metabolized by CYP3A44,
however, safety information is only available for only some of the concomitant
chemotherapeutic agents. This will be discussed in detail in the executive summary.

The incidence of neutropenia and febrile neutropenia was higher in the MK-0869

regimen than Standard Therapy, which may suggest an increase in chemotherapy toxicity
with the MK-0869 regimen.
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Comparisons Analysis of Adverse Experiences (Cycle 1)
Pre-specified statistical comparisons Cycle 1

Table 32

Clinical Adverse Experience Risk Difference Assessment—
Adult Patients—(Cycle 1)

MK-0869 Standard
Regimen Therapy Risk
(N=261") (N=264 1) Difference
(A) (B) (A-B)
Adverse Experience Category wm (%) nm (%) (%) 95% Ci p-Value
With one or more adverse 1707261 (65.1) | 162/264 (61.4) 38 (4.5,12.0) 0415
experiences
With drug-related* adverse 387261 (14.6) 297264 (11.0) 36 (-2.2,94) 0.240
experiences
With serions adverse 427261 (16.1) 457264 (17.0) -1.0 (<74,5.5) 0.815
experiences
Discontinued due to adverse 211261 (8.0) 147264 (5.3) 23 (-1.6,73) 0.225
cxperiences

" Three (3) additional adult patients (ANs 8118, 8206, and 8373) were randomvized to the MK-0869 group, but never
received study drug therapy and are not inchuded in the safety displays and analyses.

¢ One (1) additional adult patient (AN 8054) was randomized to the Standard Tlierapy group, but never received
stidy drug therapy and is not included in the safety displays and analyses. One (1) additional patient was excluded
(AN 9049 received study drug, but did not receive cisplatin).

* Determined by the investigator to be possibly, probably, or definitely study drug reiated.

! Discontinued = Patient discontinued from primary test drug.

MK-0869 Regimen = MK-0869 125 mg P.O. on Day | and 80 mg P.O. once daily on Deys 2 10 3 plus ondansetron
32 mg 1V on Day | and dexamethasane 12 mg P.O. on Day 1 and 8 mg P.O. once daily on Days 2 to 4.

Standard Therapy = Ondansetron 32 mg [V on Day 1 plus dexamethasone 20 mg P.O. on Day | and 8 mg P.O. twice
daily on Days 210 4.

P.O. = By mouth.

1V = Intravenous.

C1 = Confidence interval.

/m = Number of randomized adult pati in each group who received study drug and cisplatin and were
included in a given category/number of randomized adult patients in each treatment group who received study drug
and cisplatim.

N = Number of randomized adult Cycle | patients in cach treatment group who received study drug.

(Ref. Table 82 P052.pdf)

Risk Difference Assessment for Specific Adverse Experiences

Risk difference was assessed for the specific adverse experiences with incidence
of 25% in either the MK-0869 or the Standard Therapy group.

Medical Officer Comment:
With the exception of constipation, patients receiving the MK-0869 regimen had

numerically higher incidents of adverse experiences than those who received Standard
Therapy did.

The risk difference of nausea as an adverse event was 2% in favor of the Standard
Therapy group. Similarly, more patients in the MK-0869 group than the Standard
Therapy group reported vomiting as an adverse experience. A iotal of 16 patients in the
MK-0869 regimen compared to 6 patients in the Standard Therapy regimen reported
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vomiting as an adverse experience. These differences may have been affected by the
more frequent use of rescue therapy in the Standard Therapy group.

In all of the patients in the MK-0869 group who reported vomiting as an adverse
experience, it occurred on or after Day 6. A rebound effect may have played a role in
this adverse experience; however, it is possible that other factors were contributing.

Over one third of the 16 patients in the MK-0869 group had a history of gastrointestinal-
related carcinomas. These patients had diagnoses that included: gastric carcinoma with
gastrectomy (AN 9363); bile duct carcinoma with ascites (AN 9330); esophageal
carcinoma (AN 9173); omentum metastasis and omentectomy (AN 9172); metastasis in
ileum, liver, and skull base (AN 9305); and esophageal carcinoma, dysphagia (AN 8505).

These diagnoses may have increased the patients’ susceptibility to vomiting. In contrast,
none of the six patients in the Standard Therapy who reported vomiting as an adverse
experience had gastrointestinal carcinomas.

The sponsor reports that the severity of vomiting was similar beiween treatment groups.
However, five of the 16 patients who reported vomiting as an adverse experience were
NCI toxicity Grade 3 to 4; and 1 patient (0.4%) experienced vomiting with NCI toxicity
Grade 4. There was only 1 Standard Therapy patients who experienced vomiting with
NCI toxicity Grade 3 and there were no Grade 4 reports.

Although the incidence was low for both groups, the severity of vomiting was higher in
the MK-0869 group. The relevance of this finding is uncertain and again may have been
affected by the more frequent use of rescue therapy in the Standard Therapy group.

Vital Signs, Physical Observations

The sponsor reports that no formal hypothesis testing was performed regarding
vital signs or physical exam. The sponsor states that “no notable differences
between the treatment groups were evident upon inspection of the data”.

Febrile neutropenia was pre-specified before unblinding as an adverse experience
of special interest. The sponsor suggested that its frequency might have been
increased if MK-0869 enhanced the toxicity of either chemotherapy or
dexamethasone.

Medical Officer Comment:

The incidence of febrile neutropenia was low. A total of 13 patients experienced febrile
neutropenia (serious or nonserious). Eight patients (3.1%) in the MK-0869 group and 5
patients (1.9%) receiving Standard Therapy experienced febrile neutropenia. A review of
the data sets using JMP did not identify a causal relationship with any specific
concomitant therapy.
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Deaths

Cycle 1

Sixteen deaths occurred during Cycle 1. There were 7 deaths (2.7%) in the MK-
0869 regimen and 9 deaths (3.4%) in the Standard Therapy group. The most
commonly reported adverse experiences resulting in death during Cycle 1 were in
the Cardiovascular System, with 3 patients from each group. None of the fatal
adverse experiences were considered drug-related by the investigator.

Adolescent Patients
No adolescent patients died in this study

Table 33

Listing of Adult Patients With Clinical Adverse Experiences Resulting in Death—Cycle 1

Relative Duration of

Study Day Advense

Site | Allocaian o Experiase Drug

o | Numbay ]| Gender | Race G Omat | Adverse Expenesce | Rdationship’ Acton Takex® Osscome |

Treatment Groap: MK-0042 Regimen

002 HO4S Male White 65 ‘] Off drwy 3 Candiac mrest 1.00 day Severe Defuinely not Diseoatimved PR Fatal
9 days

012 9018 Fomele | Hispanic 47 | Ofdeug 13 17 Myocardiat infucton 1.00 day Severe Protwbly not Discorsinued PRt Fatal
days

[124] LiL]] Male White 72 | OFdregit 1s Cunfiac arvest 1.00 day Severe Probe by not Disconsisued PRz Fatal
days N

032 77 Male Whike 50 | Ofdreg 1O 14 Hypokalemin 200 davs Severe Probu bly nut Discontinmed PRX Fatat

932 377 Male White 60 | Of drug 10 4 Pancysopenia 200 days Severe Probx bly not No action with test dreg. Fatal
duys

032 3479 Male White 48 | Offdrug 10 Aspiration preumonin 200 days Severe Prob bly not Discominued PRX Faa)
5 davs

032 un Male Whise 48 | Offdreg 10 Febrile ncvtropenia 2850 days Severe Probe bly not No sctiom with west dreg Falal
5 days

ns2 3479 Male ‘White 48 § Offdnug 0 Nexrotizing eatcrovolitis 260 duys. Severe Pyobx bly nat No ation with sest dreg Fotal
5 days

a2 8479 Male White: 48 1 Of drug 1] Thrombocyropesia 200 days Severe Proluibly not No action with test dreg. Fatal
& days

032 9469 Famake | Whi 49 | Offdrug 12 16 Candiopulmonary Mrituse 1.00 duy Severe Ocficiscly not Discontinucd PR3 Fuotal
days

042 w7 Female | White 171 | Of drug &) Newtropenia £.00 doys. Severe | Defiriitely nat No action with tcx dreg, Faal
3 days

042 H4T Farmle | Whie T OF drug. 13 Scpms 6.00 days Scvere Deficitely not Discoatinued PRt Fal
Idays

Listing of Adult Patients With Clinical Adverse Experiences Resulting in Death—Cycle 1

Kelative Duraion of

Study Day Adverse

Site | Alkcation of Experionce Dng

N, Nsubar Gramdes Race A k] Ouact Adverse ATIT |__(Deys} | intersiv IM' Activn Taren® Osicowc_ |

Trestment Grospe Standsrd Therapy

[g N3 Male Black 73 | Offdrag 7 Cercbrovascuiar accident .00 day Sevac Defurinedy not Disoortineed PR Fatal
3 days

mo 8071 Male Black 83 | Offdrag 12 1\ Lang carcinomm 140 day Sevav Definiscly mot Discontinmed PRz Foai
Jays

(1123 s179 Male White 65 | Offdrey 7 Cardinc arrest 1.00 day Severe Probakly not Discontinued PRx Fata!
3 doys

013 §179 Mulc | Whio b5 | O dwy 7 Esophanganl atisgrmt 1.00 day Scvac | Prubably it Disconinucd PRy Futai
3days eoplasm

018 13 g Male Whie 65 | Off drag 7 Hemnorthage 1.00 day Moderae | Protably noe Discontirscd PR Fata:
3 days

(1113 8119 Msle Whiic 65 | O diug 7 Upper gastroiatestinat 1.00 day Modkerae | Dediaitcly sor Discustinued PRx Tutai
3 days h

024 3238 Male Whise n [Offdng 12 L) Non-small cell g 100 dey Severe Definircly act Discontinucd PRx tatai

- duys. caniouma

032 4476 Male White 68 | Offirmg 11 15 Cardiopuimonary fiilurc 100 day Severc Protatly not Discontinmcd PRz Fatal
days

a32 478 Male White 62 { Off drag [ Swratitis 13.00 days Scvere Protakly not Discontinued PRx Faai
2 days

®2 8478 Male Whise 62 | O dreg 7 Uremia 17.00 days Scvae Protatty not No action with test drag Fouai
3 days

032 478 Male Whie 62 | Ofdreg 19 3 Cardiopuimorary isilue 1.00 day Severe Protatly not Noaction with et Jruy Fatai
days

ax2 9460 Female Whike 50 | OWdemg 2 k3 Candiopu!monary failure 1.00 cays. Severe Protubly not Dixcontinued PRx Fatal
dayy

(Ref. Table 86 P052.pdf)
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Table 33 (cont)

Roatrve Durstian of
Study Lay Addverse
Site | Allocation of Experiance Drag
No_ | Npmher | Gender | Wace | age ] Thempy Omet Adverse Fapevionce (Days) Interainy Rodasionnip’ | Action Takent Ohnscome
054 9364 Femae | White 68 | Off drug LD 14 Arvhythevia 100 day Severe Definitcly not Discomtimad PRx [
days .
054 9364 Ferasic | Whike 63 1 Offdrug 10 t4 Cardiogenic shock 1.00 dey Severe Definitely not Disconlirracd PRx Fotal
days
054 9364 fomale | Whic 68 | Offdrug 12 14 Pelmonary cmbobsm 1 90 dey Sevare Dcfinisely nat Discontinucy PRX. Fatal
056 8404 Male White 45 | Offdrog 15 19 Gaswrointestinal perforstion { 15.00 days Sevare Definitely not Discontinued PRx Fata}
da

" Determmed by she invesigatos 10 be possibly, prodadly, defimiety, or defirutety not drag reisted.

b With regand w study thempy.

MK-0869 Regimea = MK-0869 123 mg P.O. om Dy | sl 50 myg P.O. vwce duily on Duys 2 0 3 phas ondmartron 32 mg £V on Dey | and deasmnctivasonc 12 g P.0. on Duy | amd B g P.O. unx ihaily on Days 210 4.
Stenderd Therapy = Ontansetron 32 mg IV on Day | plus dexsmethasonc 20 mg P.O. on Day | and 8 mg P.O. rwice daily on Deys 2t0 4.

P.0. = Ry month,
IV = Inwravenous.
PR - Sudy dreg.

Phata O 4 £ 4 1

(Ref. Table 86 P052.pdf)

Multiple Cycle

Thirteen deaths occurred during the multiple-cycle extension period. Four
patients (2.3%) in the MK-0869 regimen and 9 patients (4.8%) in the Standard
Therapy group died during the study. None of these fatal adverse experiences
were considered drug-related by the investigator.

Table 34

Listing of Adult Patients With Clinical Adverse Experiences Resulting in Death—
Multiple-Cycle Patients (Cycies 2 to 6)

ol Relative Durston of
Siudy Daily Day Adverse
i Dok of Expericict Drug
i Onset Adverse Experience idays) | ! v | Reltionship’ Action Taken Outcome
‘Trentmment Growp: MK-086% Regimen
"y [H] Mak Whike 4 60 Off drug. e mestinal chstnation 25.0) days Severe Probably not Discontinued Eata)
13 days PRx
232 I Make | whie | 4 0 | ordug m Thacanbocy k. aris 900duys | Severe | Proheblynot | Noactimwith | Fott
30days tost dnig
932 472 Male White 4 50 Off drug (R Conddicpuimonery failore 2.00 days Severe Probabiy not Disgontimeod Fatal
M PRX
ki3] 475 Male: White 4 53 O drag R Pancyopeais 10.05 dayw | Sevese Defimiely nnt | No acian with Famt
15 days tev drug
232 s Maike Wit 54 OfY drug 196 Preumonia 10.0) days Severe Dxfinitcty not | Discoatinued Fataf
15 dayn PR2
42 K482 Female | Wi 3 « Off drug 47 Cadicvascula anomaly 1.00 dey Severe Probebly ms Discomtinued Fawal
| dey PRx
™2 R Ferule | Whitc 6 Off drug. 47 Elocualyt imbalasce 1.00 duy Sovere Probebly not Discontitmed Fata}
1 dsy PRx
™2 952 Femake | White « Off drug 47 Malignant neoplasm 100 day Savere Probably not Discontinued Faml
I day PRy
i3] M52 Fomale | White [ Off drug 47 Pulmonary cmbodism 1.0 day Severe Probebly not Drscomntirucd Fatsl
Iday . PRx
Treatmeat Group: Standard Theenpy
207 e Male | Wi | 2 55 [ofdugd 3% TLung malignnt neopiasr 100 day | Sovere | Probably not | Discontinued Fatal
days PRx
mo LU0 Male Risct 4 [ Off dng R4 Chrome abstructive KO0 duys Severe Definitchy not | Discontinued fatl
- 16 ‘h—n ﬂm discare PLJI

(Ref. Table 88 P052.pdf)

58



Study 052

Aprepitant
Table 34 (cont)
Towl Ralstive Deration of
Stady Daily Day Adverse
Six Aflocation Doe of Expericnoe Drsg
Number | Nember | Gender | Rece | Cycle | Therepy | mg) Ouser Adverse Experience (days) Intensity | Rettionip® | Action Takes® | Outcome
810 0l6 Maile Black 4 66 Off drog 38 Renal Aiilure T00days | Scvers Probably nat | Noaction with Fatal
17 dayn oul g
Mo 013 Poamis | Whic 4 70 Off drug 5 9% Aspigition prcsracuis 2.00 days Severe Probebly act Discoutineed Yaul
days PRx
020 F1t1] Male White 3 53 Off drug 3 50 Malignam neopiasmn 1.22 mos Scvere Definiccty aot | No action with Foml
dam tost drug
(2. 8IRS Male Whitc L] [ Maccho Omg 158 Cerebrovascular accidemt 200 days | Scvers Probably oot Discomtinwod Fatl
PRx
v20 S8 Msle White 6 63 Dex img 135 Cercbrovescalar sccidont 2.00 days | Scvere Probebly not | Discomirmed faul
PRx
32 0 Male Whits 5 67 Off drag2 tm Pulmonary anbolisn 2.00 days Stvere Probably oot Disconsinsod Fatal
PRx
8 LY Mule Whit: 4 57 Off drag L1 Hemoptysis 1.00 day Scvere Defivitely not | Noaction with Fawl
4 dweys rest dreg
56 9357 Fomake | Whirc 2 © OFf drag 43 PMcueal 2ifiesion 800 days | Severe Definiccly oot | Di Faml
15 days R
sy 9329 Fomake | White 3 24 Off drug 8 57 Cardiac srrom 1.00 day Sivere Defivielynot | Discantinsed Faad
du PRx
* Determined by thc investigiior 1o be possibly, probably. definkely, or definitely ot drug refated.
¢ With regand 10 sudy
MK-086 Reginen = MKM 128 mg P.O cn Dy ) and 80 mg P.0. once deily on Days 2 10 3 phis ondanactron 32 my IV on Day 1 and dexamethasane 12 ing P 0. o Day | a0d § mg P.O. oace daily on Days 2 10 4.
Stanchrd Thorapy = Ondanxctron 32 mg IV on Dey | plas dexamcthesonc 20 mg O on Day 1 and 8 mg P.O. twicx daily on Days 210 4.
P.O. = By mowth.
W = mwvavenous.
PRa = Snudy druy

Data Source: {4.::4.21

(Ref. Table 88 P052.pdf)

Death and Adverse Experiences of Special Interest

Serious adverse experiences and deaths occurred more frequently at a Hunganan
study site where 33 patients were enrolled (Site Number 032).

At this site, there were no serious adverse experiences reported during Cycle 1 in
the 17 patients enrolled prior to April 27, 2001. In the 16 patients enrolled after
April 27, 2002, 9 had a serious adverse experience during Cycle 1. Of the 9
patients who had a serious adverse experience during Cycle 1, 5 patients (ANs,
9472, 9492, 8477, 8479, and 9469) received the MK-0869 regimen and 4 patients
(ANs 8471, 8476, 8478, and 9466) received Standard Therapy. Six of the 9
patients died (3 in each group), (MK-0869 group: ANs 8477, 8479, and 9469,
Standard Therapy group: 8476, 8478, and 9466).

During the multiple-cycle extension, 11 patients had a serious adverse experience.
Three of these 11 patients died. (MK-0869 regimen: ANs 8473 and 8475,
Standard Therapy: ANs 8470).

The Hungarian Regulatory Authorities did not perform an audit of this study site.
The sponsor investigated the site. Treatment group assignments of patients who
died were unblinded by a Merck statistician not involved with the study. The
results were not communicated to the clinical team involved with the study. After
a review of the data, no determination could be made as to the cause of the hlgher
frequency of adverse experiences and deaths.

Medical Officer Comment:

Fewer deaths occurred in the MK-0869 regimen for both Cycle 1 and Multiple Cycle
extension. By analyzing the reported adverse events that contributed to death, it was
noted that 9 of the deaths in the MK-0869 group were related to infection or hematologic
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causes compared to only 1 in the Standard Therapy group. This will be discussed further
in the executive summary.

Medical Officer Conclusions:

The purpose of this study was to compare the MK-0869 regimen. to Standard Therapy for
the prevention of acute and delayed chemotherapy induced nausea and vomiting.

The most frequent inclusion criterion not met was that approximately 20% patients
received a cisplatin dose below the protocol-required 70 mg/m®. This protocol violation
was balanced between the treatment groups and should not result in an unfair bias in
favor of the MK-0869 regimen. The Sponsor reports all patients received Cisplatin = 50
mg/m® and submitted references to justify including these patients in analysis.

A review of medical literature demonstrates that the dose of cisplatin considered highly
emetogenic has decreased over the years. When ondansetron was first approved, the
highly emetogenic cisplatin regimen was 100 to 120 mg/m®>. The Anzemet label
describes a highly emetogenic cisplatin dose as 270 mg/m®. Recent literature, as well as
the Hesketh Scale used in this study, support that cisplatin > 50 mg/m? is a highly
emetogenic dose. The Agency performed analysis excluding patients who received less
than 70 mg/m’ and the efficacy was maintained for the primary endpoint complete
response in the overall phase, as well as the secondary endpoints: of complete response in
the acute and delayed phases. The MITT analysis as reported below includes patients
who received > 50 mg/m’ of cisplatin.

Primary Endpoint

The primary endpoint of this study was complete response (no emesis and no rescue
therapy) in the overall phase (0 to 120 hours post-cisplatin initiation). Patients were
defined as treatment failures if they had emesis or required rescue medication. The
primary endpoint did not include evaluation of nausea. The results of the nausea
endpoints independently did not reach statical significance.

The sponsor was successful in demonstrating that the MK-0869 regimen was more
effective than Standard Therapy for the primary endpoint with 72.7% versus 52.3%
(p<0.001) of the patients having overall complete response in the MITT population
analysis. The per-protocol analysis of this endpoint had similar results.

Secondary Endpoints
The sponsor succeeded in demonstrating that the MK-0869 regimen was superior to

Standard Therapy for the secondary endpoints that were related to emesis: complete
response, no emesis, and complete protection. The secondary endpoint of complete
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protection included nausea as a variable with a VAS<25mm and was statistically
significant.

The MK-0869 regimen did not reach statistical significance for the secondary endpoints
that were specifically related to nausea alone: no significant nausea, no nausea, or for
total control endpoint (nausea VAS<S).

Analyses of the nausea-specific FLIE items in the questionnaire, (no impact of nausea on
ability to enjoy meals, daily functioning and personal hardship), demonstrated the MK-
0869 regimen was numerically superior to Standard Therapy, however this difference did
not reach statistical significance.

The more frequent use of rescue medication in the Standard Therapy group may have
resulted in the failure of the MK-0869 regimen to reach statistical significance in regard
to the secondary endpoints of nausea. The sponsor suggests that the use of rescue
medication is a surrogate measure for nausea control since patients could use this therapy
to treat nausea.

Acute Phase

The MK-0869 regimen was more efficacious for all endpoints, including the primary
endpoint of complete response (p<0.001). With the exception of total control, the
differences between MK-0869 regimen and Standard Therapy were statistically
significant. Nausea was not independently evaluated as an endpoint during the acute
phase (0-24 hours).

Delayed Phase

During the delayed phase (25 to 120 hours post-cisplatin) the MK-0869 regimen was
more efficacious for endpoints of complete response, no emesis, use of rescue
medication, and complete protection, which includes a component of nausea (VAS
<25mm). However, when nausea was evaluated independently it failed to reach
statistical significance at a VAS <25. The study also did not show a statistical
significance for the endpoint of total control, which includes a component of nausea
(VAS <5mm). )

QOverall Phase:

The primary MITT analysis showed that the MK-0869 regimen was significantly more
effective than the Standard Therapy regimen in the prevention of cisplatin-induced
nausea and vomiting in the overall phase (0 to 120 hours post-cisplatin initiation). The
per-protocol analysis of this endpoint supported this result. Anzlyses of several secondary
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endpoints (no emesis, no use of rescue medication) also supportzd superiority of the MK-
0869 regimen. The results of this study were not as robust as Study 054.

Carry-Over Effi

The sponsor did not re-randomize after the acute phase of the study. This was
recommended by the Agency on several occasions to prevent a possible carry-over effect
from efficacy in the acute phase. Although the analysis was not pre-defined, the sponsor
has demonstrated that the delayed phase efficacy of the MK-0869 regimen was not a
consequence of the prevention of acute emesis.

Safety

During Cycle 1, the 5 most frequently reported adverse experiences were asthenia/fatigue
(17.2% and 9.4%), hiccups (13.8% and 6.8%), constipation (8.0% and 12.1%), nausea
(10.7% and 8.7%), and diarthea (8.4% and 3.8%) in the MK-0859 group and Standard
Therapy group, respectively.

Serious adverse events were reported in 16.1% of the MK-0869 group and 17.4% of the
Standard Therapy group. The most commonly reported serious clinical adverse
experiences included: dehydration (5 patients [1.9%] and 3 patients [1.1%]), febrile
neutropenia (6 patients [2.3%)] and 5 patients [1.9%)]), neutropenia (7 patients [2.7%] and
0 patients [0.0%]), and thrombocytopenia (4 patients [1.5%] and O patients [0.0%]) in the
MK-0869 group and Standard Therapy group, respectively.

Overall, there were more serious adverse experiences of hematclogic toxicity associated
with the MK-0869 regimen than Standard Therapy in Cycle 1. The incidence of
hematologic toxicity was small in both groups, but almost twice: as many events occurred
in the MK-0869 group than the Standard Therapy group (5.7% VS 3.0% respectively).

Only adverse experiences that were considered serious or drug-related or resulted in
study drug discontinuation were reported in the multiple-cycle extension period. A
similar relationship was seen during the multiple-cycle extension period with 5.8% of the
MK-0869 group and 2.1% of the Standard Therapy group reporting a serious hematologic
adverse event. ’

Serious adverse experiences related to infection were also more common in the MK-0869
regimen. Six patients in the MK-0869 regimen reported a pulmonary infection compared
to only 2 patients receiving Standard Therapy. Other evaluated infection-related
categories were Sepsis and Infection. The MK-0869 regimen had two patients, one in
each of these categories, who reported a serious adverse event. No patients in the
Standard therapy group experienced a serious adverse event reported as Sepsis or
Infection.
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A review of the data sets using JMP and individual case report forms did not identify any
causal relationship or specific signal. The small difference in the incidence of
hematologic toxicity and adverse experiences related to infectior: between treatment
groups may represent a small signal and should be followed during the post-marketing
period.

Chemotherapeutic Agents

The chemotherapy regimens were balanced between treatment groups.

The incidence of serious adverse experiences was lower in the MK-0869 regimen
(14.0%) compared to the Standard Therapy (23.5%) for patients who received
concomitant chemotherapeutic agents metabolized by the CYP3.A4. The only body
system that the MK-0869 group experienced more serious adverse events was in the
Hematologic and Lymphatic System (8.0% versus 5.9%)

Deaths

The incidence of deaths was low for both groups. There were fewer deaths in the MK-
0869 group compared with the Standard Therapy group and none of the deaths were
considered drug-related. It is of interest to note that 9 of the deaths in the MK-0869
group were related to infection or hematologic causes compared to only 1 in the Standard

Therapy group.

Laboratory

Other than the hematologic trends described above, the protocol-specified laboratory data
analyses revealed no definitive trends.

Adolescent Patients

The clinical and laboratory adverse experiences observed in the adolescent patients were
similar to those reported in adult patients. The number of adolescent patients evaluated

was too small to draw any definite conclusions regarding the safety and efficacy of the
MK-0869 regimen in adolescents.
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