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2. BACKGROUND

No specific guidelines on the use of prophylactic platelet transfusions in patients with chronic liver 
disease (CLD) are available and currently there is no consensus on the appropriate threshold for 
administering such transfusions.  Hematopoietic growth factor thrombopoietin (TPO) mimetics 
such as eltrombopag and romiplostim are approved for the treatment of immune 
thrombocytopenia.  

A platelet count of < 50,000/uL is the most widely accepted threshold (but not a rigid requirement 
in clinical practice) for platelet transfusion prior to the protocol-specified invasive procedures.  For 
these studies (see below), the need for platelet transfusion prior to the primary invasive procedure 
was determined based on the platelet count after Day 8 and not more than two days before the 
planned procedure.

Lusutrombopag (S-888711) is an orally active, small-molecule TPO receptor agonist that acts on 
the transmembrane domain of human TPO receptors, and upregulates platelet production.  The 
Applicant proposes that this new molecular entity (NME) could reduce the need for platelet 
transfusions for patients with chronic liver disease who are undergoing elective invasive 
procedures.

Two Phase 3, placebo-controlled studies (M0631 and M0634) will form the basis for the 
regulatory decision making process for this application.

1304Study M0631
M0631 was a multicenter, randomized, double-blind, parallel-group, placebo-controlled study in 
thrombocytopenic patients with chronic liver disease.  The primary study objective was to evaluate 
the superiority of lusutrombopag (S-888711) over placebo in efficacy in thrombocytopenic patients 
with chronic liver disease receiving 3 mg of lusutrombopag (S-888711) as pretreatment for 
invasive procedures based on the proportion of patients who required no platelet transfusion prior 
to invasive procedures.  Randomization of study patients was stratified by planned primary 
invasive procedure (liver ablation, coagulation, or other invasive procedure) and platelet count at 
screening period (less than 35,000/uL, 35,000 to less than 45,000/uL, or 45,000/uL or higher).  
Patients started receiving the assigned study drug once daily on Day 1 and received the study drug 
for seven days (Treatment Period).  

A total of 97 subjects across 81 study centers in Japan were enrolled in the study.  The date of first 
administration of the study drug to the first patient was October 17, 2013.  The final date of 
observation for the last patient was May 1, 2014.

The primary endpoint was the proportion of subjects who required no pre-procedural platelet 
transfusions.  No deaths occurred in this study.  

1423Study M0634
M0631 was a multicenter, randomized, double-blind, parallel-group, placebo-controlled study in 
thrombocytopenic patients with chronic liver disease (CLD) undergoing elective invasive 
procedures.  The primary study objective was to compare the efficacy of lusutrombopag (S-
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888711) with placebo for the treatment of thrombocytopenia in subjects with CLD who were 
undergoing elective invasive procedures. Randomization of study patients was stratified by 
planned primary invasive procedure (liver ablation, coagulation, or other invasive procedure) and 
baseline platelet count (less than 35,000/uL versus 35,000/uL or greater).  Once-daily treatment 
with lusutrombopag 3 mg or placebo was to commence on Day 1 and continue for up to seven 
days.

As per the previous phase 2 and 3 studies, the dosage of lusutrombopag was administered once 
daily for up to seven days.  The study duration (excluding Screening) was 35 days (seven days for 
the Treatment period followed by a 28-day Post-treatment period).  This was based on the 
assessment of the post-treatment change in platelet counts.  The planned invasive procedure was 
performed between Days 9 and 14 because an adequate increase in platelet counts is assumed in 
this period based on the results of Studies 1208M0626 and 1304M0631, which indicated that mean 
platelet count increases extend out to around 20 days.  

A total of 215 subjects across 138 study centers in 22 countries were enrolled and randomized in 
the study.  The first subject’s informed consent was completed on June 15, 2015, and the calendar 
date of observation for the last subject was April 19, 2017.

The primary endpoint was the proportion of subjects who required no platelet transfusion prior to 
the primary invasive procedure, and no rescue therapy for bleeding from randomization through 
seven days after the primary elective procedure.  

Three subjects in the lusutrombopag group died due to multiorgan failure, cardiac arrest, hepatic 
cirrhosis, and vessel perforation. Thrombosis and thromboembolism related treatment emergent 
adverse events occurred in two study patients in the lusutrombopag group as well as two subjects 
in the placebo group.

3. RESULTS (by site): 
Name of Clinical 
Investigator/Sponsor
Address

Protocol #/
Site #/# Subjects 
enrolled 

Inspection Dates Classification

Hisashi Hidaka, M.D.
Kitasato University East Hospital
2-1-1 Asamizodai, Minami-ku
Sagamihara-City
Kanagawa, Japan

Note: Dr. Hidaka is no longer at 
the study site and the 
responsibilities for the study were 
transferred to the site’s hospital 
director.

1304M0631

Site # 2CH

6 subjects

May 7 – 10, 2018  Preliminary: 
NAI

Reference ID: 4275257



Page 4    Clinical Inspection Summary NDA 210923 lusutrombopag

Name of Clinical 
Investigator/Sponsor
Address

Protocol #/
Site #/# Subjects 
enrolled 

Inspection Dates Classification

Angelo Iacobellis, M.D.
IRCCS Ospedale Casa Sollieveo 
della Sofferenza
SC Gastroenterologia ed 
Endoscopia Digestiva
Viale Cappuccini 1
San Giovanni Rotonda FG 
Italy 71013

1423M0634

Site 8EC

10 subjects

April 16 – 20, 2018 VAI

Zeid Kayali, M.D.
Inland Empire Liver Foundation
2006 North Riverside Ave.
Suite A
Rialto, CA

1423M0634

Site 8GJ

6 subjects

May 21 – 25, 2018 Preliminary: 
NAI

Shionogi, Inc.
300 Campus Drive
Florham Park, NJ 07932

Study 1304M0631

Study 1423M0634 May 5 – 12, 2018 NAI

Key to Compliance Classifications
NAI = No deviation from regulations. 
VAI = Deviation(s) from regulations. 
OAI = Significant deviations from regulations.  Data are unreliable.  
* Pending = Preliminary classification based on information in 483 or preliminary communication with the field; EIR 

has not been received from the field, and complete review of EIR is pending.  Final classification occurs 
when the post-inspectional letter has been sent to the inspected entity.

Clinical Investigator 

1. Hisashi Hidaka, MD

A total of seven subjects were screened and six subjects were enrolled.  Six subjects completed 
treatment.  

The inspection evaluated the following documents: source records, screening and enrollment logs, 
case report forms, study drug accountability logs, study monitoring visits, and correspondence. 
Informed consent documents and sponsor-generated correspondence were also inspected. 

Source documents for seven screened and enrolled subjects whose records were reviewed were 
verified against the case report forms and NDA subject line listings.  Source documents for the raw 
data used to assess the primary safety study endpoint were verifiable at the study site.  There were 
no limitations during conduct of the clinical site inspection.  

In general, this clinical site appeared to be in compliance with Good Clinical Practice.  A Form 
FDA 483 (Inspectional Observations) was not issued at the end of the inspection.

Reference ID: 4275257
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2. Angelo Iacobellis, M.D. 

A total of 14 subjects were screened and 10 subjects were enrolled (two discontinued due to 
inability to make the scheduled visits).  Eight subjects completed treatment.  

The inspection evaluated the following documents: source records, screening and enrollment logs, 
case report forms, study drug accountability logs, study monitoring visits, and correspondence. 
Informed consent documents and sponsor-generated correspondence were also inspected. 

Source documents for 10 enrolled subjects whose records were reviewed were verified against the 
case report forms and NDA subject line listings.  Source documents for the raw data used to assess 
the primary safety study endpoint were verifiable at the study site.  There were no limitations 
during conduct of the clinical site inspection.  

A Form FDA 483 (Inspectional Observations) was issued at the end of the inspection due 
to failure to conduct the investigation according to the study protocol and inadequate 
records.   The list of 483 observations was shared and discussed with DHP. Dr. Iacobellis 
responded to the inspection findings adequately, in a letter dated May 10, 2018. 
Issued observations included:

(1) Seven of 10 enrolled patients with chronic liver disease undergoing elective invasive 
procedures had an endoscopy that did not occur within the six-month window.

OSI Reviewer Comment: These were considered protocol deviations, and not 
considered clinically significant.  The endoscopies, considered minimally invasive 
procedures, were eventually performed. No patient harm was noted among these 
patients.  

Dr. Iacobellis confirmed in his letter response to the 483 that none of these seven 
enrolled patients had bleeding gastro-esophageal varices, varices that required 
treatment, or a history of prior gastrointestinal bleeds.

(2) Subjec  was on aspirin but this prohibited medication was not discontinued at 
screening. Subject was in menopause one year prior to screening, but there was no 
record documentation. Subject  had a platelet count of 48,000 which warranted 
platelet transfusion.

OSI Reviewer Comment:  These isolated observations were considered as minor 
protocol deviations. The above observations appear unlikely to have significant impact 
on the primary efficacy endpoint and safety results of the study.

Reference ID: 4275257
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For Patient  Dr. Iacobellis mentioned that this hypertensive patient, who had 
coronary heart disease and required aspirin for cardio-protection, was monitored 
carefully, and that the patient’s safety was not compromised.

For Patient  age 51, Dr. Iacobellis stated that pregnancy concern was unlikely in this 
postmenopausal subject with amenorrhea and advanced alcoholic cirrhosis.  

For Patient  Dr. Iacobellis stated that the patient was in a clinically stable condition, 
was monitored throughout the study, and no patient harm was encountered after the 
transarterial catheter embolization procedure.

(3) Several patients missed platelet counts on scheduled visits (e.g., Patients  on 
Visit Day 10, and Patients  for Visit Day 12).

OSI Reviewer Comment: Patients had sufficient platelet count checks already for their 
continued care and patient bleeding assessments (i.e., according to the protocol, at 
screening, pre-dosing (Day 1), Days 5 through 8 of the study period, and throughout 
this investigative study).  These observations were considered minor protocol 
deviations.

The above regulatory deficiencies observed did not have a substantial clinical impact on the 
integrity of the study data.

3. Zeid Kayali, M.D. 

A total of 10 subjects were screened, and six subjects were enrolled.  Six subjects completed the 
treatment phase of the study. 

The inspection evaluated the following documents: source records, screening and enrollment logs, 
case report forms, study drug accountability logs, study monitoring visits, and correspondence. 
Informed consent documents and sponsor-generated correspondence were also inspected for all the 
screened and enrolled study subjects. 

Source documents for ten screened and enrolled subjects whose records were reviewed were 
verified against the case report forms and NDA subject line listings.  Source documents for the raw 
data used to assess the primary safety study endpoint were verifiable at the study site.  No 
discrepancies were noted.  No under-reporting of adverse events or serious adverse events was 
noted.  There were no limitations during conduct of the clinical site inspection.

In general, this clinical site appeared to be in compliance with Good Clinical Practice. No Form 
FDA 483 was issued.
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Sponsor
  
4. Shionogi, Inc.

Records reviewed included but were not limited to: organizational charts; vendor list; vendor 
oversight plans; transfer of obligations; investigator agreements; financial disclosures; monitoring 
plans; monitoring reports; safety reports; adverse events; protocol deviations; and standard 
operating procedures.  A total of four study sites were chosen for review of records in Study 
1304M0631: Site 2CH (Dr. Hidaka), Site 2EL (Dr. Karosaki), Site 2JL (Dr. Kudo), and Site 2HF 
(Dr. Tanaka). A total of six study sites were chosen for review of records in Study 1423M0634: 
Site 8GJ (Dr. Kayali), Site 8KW (Dr. Simon), Site 8ET (Dr. Negreanu), Site 8KM (Dr. Shibolet), 
Site 8EC (Dr. Iacobellis) and Site 8CB (Dr. Tran).

Monitoring reports indicated that the sites received adequate periodic monitoring. There was no 
under-reporting of serious adverse events by sponsor. In general, this sponsor appeared to be in 
compliance with Good Clinical Practice. No Form FDA 483 was issued.

{See appended electronic signature page}

Anthony Orencia, M.D.
Good Clinical Practice Assessment Branch
Division of Clinical Compliance Evaluation
Office of Scientific Investigations

CONCURRENCE:
{See appended electronic signature page}
Susan D. Thompson, M.D., for
Janice Pohlman, M.D., M.P.H.
Team Leader, Good Clinical Practice Assessment Branch
Division of Clinical Compliance Evaluation

      Office of Scientific Investigations

CONCURRENCE:
{See appended electronic signature page}
Susan D. Thompson, M.D., for
Kassa Ayalew, M.D., M.P.H.
Branch Chief, Good Clinical Practice Assessment Branch
Division of Clinical Compliance Evaluation

      Office of Scientific Investigations
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MEMORANDUM 
REVIEW OF REVISED LABEL AND LABELING

Division of Medication Error Prevention and Analysis (DMEPA) 
Office of Medication Error Prevention and Risk Management (OMEPRM)

Office of Surveillance and Epidemiology (OSE)
Center for Drug Evaluation and Research (CDER)

Date of This Memorandum: May 10, 2018

Requesting Office or Division: Division of Hematology Products (DHP)

Application Type and Number: NDA 210923

Product Name and Strength: Mulpleta (lusutrombopag) tablets, 3 mg

Applicant/Sponsor Name: Shionogi Inc.

FDA Received Date: May 2, 2018

OSE RCM #: 2017-1981-1

DMEPA Safety Evaluator: Casmir Ogbonna, PharmD, MBA, BCPS, BCGP

DMEPA Team Leader: Hina Mehta, PharmD

1 PURPOSE OF MEMORANDUM
The Division of Hematology Products (DHP) requested that we review the revised container 
labels and carton labeling for Mulpleta (Appendix A) to determine if it is acceptable from a 
medication error perspective. The revisions are in response to recommendations that we made 
during a previous label and labeling review.a 

2  CONCLUSION
The revised container labels and carton labeling for Mulpleta are acceptable from a medication 
error perspective.  We have no further recommendations at this time.

a Ogbonna C. Label and Labeling Review for Mulpleta NDA 210923. Silver Spring (MD): FDA, CDER, OSE, DMEPA 
(US); 2018 APR 11. RCM No.: 2017-1981.

Reference ID: 4260962
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****Pre-decisional Agency Information**** 
    

Memorandum 
 
Date:  May 4, 2018 
  
To: Jennifer Lee, PharmD, Regulatory Project Manager, Division of 

Hematology Products (DHP) 
 

Virginia Kwitkowski, Associate Director for Labeling, DHP 
 
From:   Robert Nguyen, PharmD, Regulatory Review Officer 
  Office of Prescription Drug Promotion (OPDP) 
 
CC: Susannah O’Donnell, MPH, RAC, Team Leader, OPDP 
 
Subject: OPDP Labeling Comments for Mulpleta (lusutrombopag) tablets, for oral 

use 
 
NDA:  210923 
 

  
In response to DHP’s consult request dated December 28, 2017, OPDP has reviewed the 
proposed product labeling (PI), patient package insert (PPI), and carton and container labeling 
for the original NDA submission for Mulpleta (lusutrombopag).  
 
PI and PPI: OPDP’s comments on the proposed labeling are based on the draft PI and PPI 
received by electronic mail from DHP (Jennifer Lee) on April 25, 2018. OPDP’s comments on 
the PI are provided below. 
 
A combined OPDP and Division of Medical Policy Programs (DMPP) review will be completed, 
and comments on the proposed PPI will be sent under separate cover. 

 
Carton and Container Labeling: OPDP has reviewed the attached proposed carton and 
container labeling submitted by the Sponsor to the electronic document room on December 26, 
2017, and we do not have any comments.  
 
Thank you for your consult.  If you have any questions, please contact Robert Nguyen at (301) 
796-0171 or Robert.Nguyen@fda.hhs.gov. 
 

FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion  

Reference ID: 4258491
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Department of Health and Human Services 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 

Office of Medical Policy  
 

PATIENT LABELING REVIEW 

 
Date: 

 

May 4, 2018 
 
To: 

 
Ann Farrell, MD 
Director 
Division of Hematology Products (DHP) 

 
Through: 

 
LaShawn Griffiths, MSHS-PH, BSN, RN  
Associate Director for Patient Labeling  
Division of Medical Policy Programs (DMPP) 
 
Barbara Fuller, RN, MSN, CWOCN 
Team Leader, Patient Labeling  
Division of Medical Policy Programs (DMPP) 

 
From: 

 
Susan Redwood, MPH, BSN, RN 
Patient Labeling Reviewer 
Division of Medical Policy Programs (DMPP) 

Robert Nguyen, PharmD 
Regulatory Review Officer 
Office of Prescription Drug Promotion (OPDP) 

Subject: Review of Patient Labeling:  Patient Package Insert (PPI)  
 

Drug Name (established 
name):   

MULPLETA (lusutrombopag) 
 

Dosage Form and 
Route: 

tablets, for oral use 

Application 
Type/Number:  

NDA 210923 

Applicant: Shionogi, Inc.  
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1 INTRODUCTION 

On December 26, 2017, Shionogi Inc., submitted the for the Agency’s review an 
original New Drug Application (NDA) 210923 for MULPLETA (lusutrombopag) 
tablets, for oral use. The proposed indication is for the treatment of thrombocytopenia 
in patients with chronic liver disease who are at increased risk for bleeding associated 
with elective invasive procedures.  

This collaborative review is written by the Division of Medical Policy Programs 
(DMPP) and the Office of Prescription Drug Promotion (OPDP) in response to a 
request by the Division of Hematology Products (DHP) on December 28, 2017 for 
DMPP and OPDP to review the Applicant’s proposed Patient Package Insert (PPI) 
for MULPLETA (lusutrombopag) tablets.  

 
2 MATERIAL REVIEWED 

• Draft MULPLETA (lusutrombopag) tablets PPI received on December 26, 2017, 
revised by the Review Division throughout the review cycle, and received by 
DMPP and OPDP on April 25, 2018.  

• Draft MULPLETA (lusutrombopag) tablets Prescribing Information (PI) received 
on December 26, 2017, revised by the Review Division throughout the review 
cycle, and received by DMPP and OPDP on April 25, 2018. 

 
3 REVIEW METHODS 

To enhance patient comprehension, materials should be written at a 6th to 8th grade 
reading level, and have a reading ease score of at least 60%. A reading ease score of 
60% corresponds to an 8th grade reading level.  

Additionally, in 2008 the American Society of Consultant Pharmacists Foundation 
(ASCP) in collaboration with the American Foundation for the Blind (AFB) 
published Guidelines for Prescription Labeling and Consumer Medication 
Information for People with Vision Loss. The ASCP and AFB recommended using 
fonts such as Verdana, Arial or APHont to make medical information more 
accessible for patients with vision loss.  

In our collaborative review of the PPI we:  

• simplified wording and clarified concepts where possible 

• ensured that the PPI is consistent with the Prescribing Information (PI)  

• removed unnecessary or redundant information 

• ensured that the PPI is free of promotional language or suggested revisions to 
ensure that it is free of promotional language 

• ensured that the PPI meets the criteria as specified in FDA’s Guidance for 
Useful Written Consumer Medication Information (published July 2006) 

 
4 CONCLUSIONS 

Reference ID: 4258320



   

The PPI is acceptable with our recommended changes. 
 
5 RECOMMENDATIONS 

• Please send these comments to the Applicant and copy DMPP and OPDP on the 
correspondence.  

• Our collaborative review of the PPI is appended to this memorandum. Consult 
DMPP and OPDP regarding any additional revisions made to the PI to determine 
if corresponding revisions need to be made to the PPI.   

 Please let us know if you have any questions.  

Reference ID: 4258320
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LABEL AND LABELING REVIEW
Division of Medication Error Prevention and Analysis (DMEPA) 

Office of Medication Error Prevention and Risk Management (OMEPRM)
Office of Surveillance and Epidemiology (OSE)

Center for Drug Evaluation and Research (CDER)

*** This document contains proprietary information that cannot be released to the public***

Date of This Review: April 11, 2018

Requesting Office or Division: Division of Hematology Products (DHP)

Application Type and Number: NDA 210923

Product Name and Strength: Mulpleta (lusutrombopag) tablets, 3 mg

Product Type: Single ingredient

Rx or OTC: Rx

Applicant/Sponsor Name: Shionogi Inc.

FDA Received Date: December 26, 2017

OSE RCM #: 2017-1981

DMEPA Safety Evaluator: Casmir Ogbonna, PharmD, MBA, BCPS, BCGP

DMEPA Team Leader: Hina Mehta, PharmD

Reference ID: 4247208
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1 REASON FOR REVIEW
The Division of Hematology Products (DHP) requested that DMEPA review the Prescribing 
Information, carton and container labels for Mulpleta (lusutrombopag) tablets, to determine if 
they are acceptable from a medication error perspective.  On December 26, 2017, the Applicant 
submitted an original NDA 210923 for Mulpleta (lusutrombopag) tablets, 3 mg, for treatment of 
thrombocytopenia in patients with chronic liver disease who are at increased risk for bleeding 
associated with elective invasive procedures.

2 MATERIALS REVIEWED 

We considered the materials listed in Table 1 for this review.  The Appendices provide the 
methods and results for each material reviewed.  

Table 1.  Materials Considered for this Label and Labeling Review

Material Reviewed Appendix Section 
(for Methods and Results)

Product Information/Prescribing Information A

Previous DMEPA Reviews B

Human Factors Study C – N/A

ISMP Newsletters D – N/A

FDA Adverse Event Reporting System (FAERS)* E – N/A

Other F – N/A

Labels and Labeling G

N/A=not applicable for this review
*We do not typically search FAERS for our label and labeling reviews unless we are aware of 
medication errors through our routine postmarket safety surveillance

3 OVERALL ASSESSMENT OF THE MATERIALS REVIEWED

DMEPA evaluated the proposed Prescribing Information (PI), carton and container labeling for 
areas of vulnerability in regards to medication error. 

We identified areas of concern in the PI in addition to the carton and container labeling that 
should be revised to improve the clarity of the information presented. 

We provide recommendations for the Division in Section 4.1 and for the Applicant in Section 
4.2 to address these deficiencies.

4 CONCLUSION & RECOMMENDATIONS

DMEPA identified areas in the labels and labeling that can be improved to increase readability 
and prominence of important information and promote the safe use of the product. We 
provide recommendations in Section 4.1 for the PI and 4.2 for the carton and container labels 
to address these deficiencies. 

Reference ID: 4247208
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4.1 RECOMMENDATIONS FOR THE DIVISION

A. HIGHLIGHTS OF PRESCRIBING INFORMATION
1. DOSING AND ADMINISTRATION

a) Consider revising the first bullet from “  Dosage:  
” to “3 mg orally once daily with 

or without food for 7 days. (2.1)” to increase clarity.
b) Consider revising the second bullet to read  

 (2.2)”
2. DOSAGE FORM AND STRENGTHS

a) Remove the established name as this information does not need to be listed.

B. FULL PRESCRIBING INFORMATION
1. Section 2: DOSING AND ADMINISTRATION

a) Consider revising the statement in Section 2.1” to “The recommended dose 
of MULPLETA is 3 mg taken orally once daily with or without food for 7 days”.

2. Section 3: DOSAGE FORM AND STRENGTHS
a) Revise to read “3 mg tablets.” as detailed tablet information is not required 

in this section.
3. Section 16: HOW SUPPLIED/STORAGE AND HANDLING

a) Consider revising and placing information in a table format to increase 
readability.  In addition, remove the dash in between the strength and 
measured unit (i.e. “3 mg”) to avoid misinterpretation and confusion.

4.2 RECOMMENDATIONS FOR SHIONOGI INC.

We recommend the following be implemented prior to approval of this NDA 210923: 

A. TRADE BLISTER CARD CONTAINER LABEL: 
1. Revise the strength to state the strength per single unit per Draft Guidance: 

Container and Carton, April 2014 (lined 421-424), for example “3 mg per tablet”.  In 
addition, increase the prominence of the strength statement on container label per 
21 CFR 201.15(a)(6).

2. The number of units (i.e. 7 tablets) is more prominent than the strength statement 
on the principal display panel. Decrease the prominence of the number of units.   

B. TRADE CARTON LABELING:
1. See A.1. through A.2.
2. The package type does not appear on the principal display panel such as “One blister 

card with XX tablets”. We recommend the addition of the package type statement 
per Draft Guidance: Container and Carton, April 2013 (line 731-733, 764-766).

3. Revise the Principal Display Panel to include the statement “Lift Here To Open” in 
the lower middle section. This will make it easier for end users to open the carton 
and locate the blister card.

Reference ID: 4247208
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APPENDICES:  METHODS & RESULTS FOR EACH MATERIALS REVIEWED 

APPENDIX A. PRODUCT INFORMATION/PRESCRIBING INFORMATION

Table 2 presents relevant product information for Mulpleta received on December 26, 2017 
from Shionogi Inc. 

Table 2. Relevant Product Information for Mulpleta

Initial Approval Date N/A

Active Ingredient lusutrombopag

Indication treatment of thrombocytopenia in patients with chronic liver 
disease who are at increased risk for bleeding associated with 
elective invasive procedures.

Route of Administration oral

Dosage Form tablet

Strength 3 mg

Dose and Frequency One tablet (3 mg) taken orally once daily, with or without food, 
for 7 days.
Administration of MULPLETA  

How Supplied As 3 mg tablets in blister pack containing 7 tablets with NDC 
59630-551-07. The tablet is light red, round, and film-coated and is 
debossed with the Shionogi trademark above the identifier code 
“551” on one side and with a “3” on the other side.

Storage Store in the original package at 20°C to 25°C (68°F to 77°F); 
excursions permitted to 15°C to 30°C (59°F to 86°F)

Reference ID: 4247208
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APPENDIX B. PREVIOUS DMEPA REVIEWS

On March 29, 2018, we searched DMEPA’s previous reviews using the terms, Mulpleta. Our 
search identified no previous label and labeling reviews.

Reference ID: 4247208
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APPENDIX G. LABELS AND LABELING 
G.1 List of Labels and Labeling Reviewed

Using the principles of human factors and Failure Mode and Effects Analysis,a we reviewed the 
following Mulpleta labels and labeling submitted by Shionogi Inc.

 Blister Card label received on December 26, 2017
 Carton labeling received on December 26, 2017
 Prescribing Information (Image not shown) received on December 26, 2017

\\cdsesub1\evsprod\nda210923\0002\m1\us\proposed.pdf

a Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004. 
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