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There were some weaknesses in the study. The exclusion criteria for this study

excluded non-naive patients who had moderate to severe nausea with prior

chemotherapy. This'could have led to bias with a more favorable response in the non-

naive group. However, the results do not demonstrate such a bias. Ifa site only had one

drug available, the patient was automatically enrolled in that treatment arm. This does not

reflect true randomization. However, this only occurred in five patients (2 in each of the

palonosetron arms, and I in the ondansetron arm) Although the palonosetron seems to

demonstrate some efficacy at 120 hours, some factors need to be considered. The p-

values were not adjusted for multiple endpoints. Since there were multiple secondary

endpoints, there may be issues with multiplicity. In addition,'the comparator arm

ondansetron is not indicated for prevention of CINV at 120 hours. Thus, what the results

may be demonstrating is that the nausea from the chemotherapy is simply wearing off.

B. Safety

In general, the palonosetron was well tolerated in this study. There was a high rate of

treatment adverse events in all three study arms. The rate was highest for the patients in

the palonosetron 0.75 mg group. Cancer patients undergoing chemotherapy generally

have a high rate ofcomplications and co-morbid illness so the high rate is not

unexpected. The number of serious adverse events was equal in all groups.

Adverse events of the blood and lymphatic system were most cormnon in all treatment

groups. These were equally spread out in all treatment groups and were secondary to

chemotherapy. Following the blood and lymphatic disorders, headache was the most

frequently reported adverse event. This also was balanced in all treatment arms. The

majority of adverse events in all treatment arms were of mild intensity. The rate of

severe adverse events was slightly higher in the palonosetron groups compared to the

ondansetron group. The body system most frequently involved for severe adverse events

was neutropenia (2/187, 1.1%) for the 0.25 mg palonosetron group and leukopenia

(2/188, 1.1%) for the 0.75 mg palonosetron group. All the serious adverse events in the

palonosetron group were judged to be unrelated or unlikely to be related to the study
drug. One patient in the 0.75 mg palonosetron arm had to withdraw from the study due

to debility. This adverse event was described as severe was thought to be possibly related

to the study drug. There were .4 deaths reported during the study. Three occurred in the

palonosetron 0.75 mg group and 1 in the ondansetron group. All deaths were judged as

either unlikely or unrelated to the study drug. ‘
No significant safety issues were seen in vital signs, blood, or urine laboratory

parameters. The majority of patients had no change in ECG. The 0.25 mg palonosetron

group had the least number of patients with worsening ECG’s. There were no significant

differences seen between treatment groups on QTc. The 0.25 palonosetron group showed
a slight decrease in QTc in some intervals when corrected with Bazett’s formula.

Ondansetron arm had the highest QT/QTc mean maximum change in duration. A subset

of patients had underwent Holter monitor. A similar percentage of abnormalities (15% vs

14.3%) were seen in the 0.25 mg palonosetron group compared to the ondansetron group.
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Medical Officer Review of NBA 21-372

Palonosetron

- Date Submitted: 26 September 2002

Date Received: 27 September 2002

Date Assigned: October 1 2002

Date Completed: 6 June 2003

Applicant: Helsinn Healthcare SA
Via Pian Scairolo

6912 Pazzallo (Lugano) - Switzerland

Drug: Generic Name — Palonosetron

Molecular Weight - 332.87

Molecular formula - C|9H24NZOHCI
Molecular structure —

Drug Class: 5-HT; antagonists

Formulation: 5—ml vial of palonosetron-injection contains 0.25 mg palonosetron base as
hydrochloride, 207.5 mg mannitol, disodium edetate and citrate buffer in water

Route of Administration: Intravenous

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


CLINICAL REVIEW 

Table of Contents

Table of Contents .................................................................................................... 2

Executive Summary ................................................................................................ 5

1. Recommendations .................................................................................................. 5

A. Recommendation on Approvability ............................................................ 5

B. Recommendation on Phase 4 Studies and/or Risk Management Steps ...... 5

II. Summary of Clinical Findings ............................................................................. 6

A. Brievaerview of Clinical Program ........................................................... 6

B. Efficacy ....................................................................................................... 6

C. Safety ........................................................................................................... 7

D. Dosing ......................................................................................................... 7

E. Special Populations ..................................................................................... 7

Clinical Review ........................................................................................................ 9

I. Introduction and Background ............................................................................. 9

A. Drug Established and Proposed Trade Name, Drug Class, Sponsor’s

Proposed Indication(s), Dose, Regimens, Age Groups ............................... 9

B. State of Armamentarium for Indication(s) .................................................. 9

C. Important Milestones in Product Development .................. : ....................... 9

D. Other Relevant Information ...................................................................... 1 l

E. Important Issues with Pharmacologically Related Agents ........................ l 1

II. Clinically Relevant Findings From Chemistry, Animal Pharmacology and
Toxicology, Microbiology, Biopharmaceutics, Statistics and/or Other
Consultant Reviews ............................................................................................. 11

Page 2

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


Real-Time Litigation Alerts
  Keep your litigation team up-to-date with real-time  

alerts and advanced team management tools built for  
the enterprise, all while greatly reducing PACER spend.

  Our comprehensive service means we can handle Federal, 
State, and Administrative courts across the country.

Advanced Docket Research
  With over 230 million records, Docket Alarm’s cloud-native 

docket research platform finds what other services can’t. 
Coverage includes Federal, State, plus PTAB, TTAB, ITC  
and NLRB decisions, all in one place.

  Identify arguments that have been successful in the past 
with full text, pinpoint searching. Link to case law cited  
within any court document via Fastcase.

Analytics At Your Fingertips
  Learn what happened the last time a particular judge,  

opposing counsel or company faced cases similar to yours.

  Advanced out-of-the-box PTAB and TTAB analytics are  
always at your fingertips.

Docket Alarm provides insights to develop a more  

informed litigation strategy and the peace of mind of 

knowing you’re on top of things.

Explore Litigation 
Insights

®

WHAT WILL YOU BUILD?  |  sales@docketalarm.com  |  1-866-77-FASTCASE

API
Docket Alarm offers a powerful API 
(application programming inter-
face) to developers that want to 
integrate case filings into their apps.

LAW FIRMS
Build custom dashboards for your 
attorneys and clients with live data 
direct from the court.

Automate many repetitive legal  
tasks like conflict checks, document 
management, and marketing.

FINANCIAL INSTITUTIONS
Litigation and bankruptcy checks 
for companies and debtors.

E-DISCOVERY AND  
LEGAL VENDORS
Sync your system to PACER to  
automate legal marketing.


