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DIVISION OF CARDIOVASCULAR AND RENAL PRODUCTS

          Regulatory Health Project Manager Overview

I. GENERAL INFORMATION

NDA: 212895
Drug: Levamlodipine 
Class: Calcium channel blocker
Applicant: CSPC Ouyi Pharmaceutical Company
Authorized US Agent for Applicant: CSPC Conjupro Biotherapeutics 
Approved indication: Treatment of hypertension in adults and pediatric patients 6 years and 
older, to lower blood pressure.

II. REVIEW TEAM

Office of New Drugs, Office of Drug Evaluation I, Division of Cardiovascular & Renal 
Products
Division Director: Norman Stockbridge
Deputy Director: Aliza Thompson
Deputy Director for Safety: Mary Ross Southworth
Associate Director for Labeling: Michael Monteleone
Medical Officer: Maryann Gordon
Pediatric Medical Officer: Shetarra Walker
Pharmacology & Toxicology: Philip Gatti
Safety Regulatory Project Manager: Lori Wachter
Regulatory Health Project Manager: Sabry Soukehal

Office of Clinical Pharmacology
Cross-Discipline Team Leader: Sudharshan Hariharan
Reviewer: Venkateswaran ChithambaramPillai

Office of Pharmaceutical Quality 
Application Technical Lead: Mohan Sapru
Drug Substance: Kabir Shahjahan, Su Tran
Drug Product: Mariappan Chelliah
Process and Facility: Ruth Moore
Biopharmaceutics: Zhuojun (Joan) Zhao, Om Anand
Regulatory Business Project Manager: Grafton Adams

Office of Surveillance and Epidemiology 
Division of Medication Error Prevention and Analysis: Sarah Thomas
Division of Risk Management: Laura Zendel
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Division of Epidemiology: Margie Goulding
Division of Pharmacovigilance: Amy Chen

Office of Prescription Drug Promotion
Zarna Patel

III. BACKGROUND  

Amlodipine is a dihydropyridine calcium antagonist that inhibits calcium ion influx across the 
vascular smooth muscle and cardiac muscle cells causing vasodilation and a reduction in 
peripheral vascular resistance. As a racemic mixture, amlodipine contains (R)- and (S)-
amlodipine isomers.
Amlodipine besylate tablets at 2.5 mg, 5 mg, or 10 mg for oral administration have been 
marketed in the United States since 1992 under the brand name NORVASC® (Pfizer, Inc., NDA 
19787) for the treatment of hypertension and coronary artery disease (chronic stable angina, 
vasospastic angina, and angiographically documented coronary artery disease). 
CSPC Ouyi Pharmaceutical Company (the Applicant), submitted a new drug application under 
the 505(b)(2) pathway for CONJUPRI (levamlodipine) 1.25mg, 2.5mg, and 5mg tablets for the 
treatment of hypertension using NORVASC® as the reference listed drug. 
According to the Applicant, in vitro studies have demonstrated that the (S)-enantiomer blocks the 
calcium channel, while the (R)-enantiomer does not show any pharmacological activity at the 
calcium channel. Additionally, the Applicant indicated that in vivo non-clinical studies have 
demonstrated that the (S)-enantiomer at half dose produces similar reductions on blood pressure 
as does racemic amlodipine at full dose, while the (R)-enantiomer showed no antihypertensive 
efficacy.
To support this claim, the Applicant provided data from several legacy pharmacodynamic studies 
conducted in rats and dogs in China, as well as one acute mouse toxicity study and one chronic 
canine toxicity study. Clinically, the Applicant conducted study LAM-US-101 defined as “A 
Randomized, Open-label, Single-Dose, Two-Way Crossover Study to Assess the Relative 
Bioavailability of 5 mg of Levamlodipine Maleate Tablets versus 10 mg of Amlodipine Besylate 
Tablet (NORVASC® from Pfizer Inc.) in Healthy Subjects Followed by a Phase to Study Food 
Effect on the PK Profile of Levamlodipine”. The objectives of the study were to (1) assess the 
relative bioavailability of a single oral dose of either 5 mg of levamlodipine tablets or 10 mg of 
amlodipine besylate tablet (NORVASC®) under fasted conditions in male and female healthy 
subjects; and (2) evaluate food effect on the pharmacokinetics profile of levamlodipine tablets.
During drug product development, the Applicant and the Agency met on several occasions. 
Records of these meetings can be found under IND 124947.  
Pre-NDA meeting #1: April 28, 2017
Pre-NDA meeting #2: October 11, 2018
Guidance (Written Responses Only): Meeting minutes issued on December 7, 2018 
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IV. APPLICATION REVIEW

1. Regulatory Timeline

Special Protocol Agreement: N/A
Pre-NDA meetings: April 28, 2017 and October 11, 2018
NDA receipt date: February 28, 2019
Filing date: April 29, 2019  
Mid-cycle communication meeting: N/A
Late-cycle meeting: N/A 
Advisory Committee: N/A
PDUFA goal date: December 28, 2019

2. User Fee

The user fee for this application was paid on March 4, 2019 (User fee ID: PD 3017539). 

3. Advisory Committee

There was no Advisory Committee meeting for this NDA because the application did not raise 
significant issues regarding the safety or effectiveness of the drug.  

4. Pediatric Review  

At the time of NDA submission, the Applicant submitted a request for a deferral of clinical 
studies in patients from birth to less than 6 years of age.   
The Division agreed; however, because calcium ions and L-type voltage dependent calcium 
channels are involved in multiple physiological processes from embryonic development through 
adulthood, the Division requested a juvenile toxicity study applicable to humans ages <6 years to 
assess for effects on reproductive and learning development prior to conducting a clinical study 
in patients < 6 years of age. For a description of the requested non-clinical and clinical post-
marketing studies, please refer to the post-marketing section of this review. 
A PeRC meeting was held on October 22, 2019 to discuss the deferral request and the post-
marketing studies requested by the Division. The committee agreed to defer studies in pediatric 
patients ages birth to less than 6 years of age.

5. Trade name

On December 13, 2018, the Applicant submitted the proposed proprietary name  to 
IND 124947. This name was denied by the Division of Medication Error Prevention and 
Analysis (DMEPA) on June 11, 2019  

 
On June 19, 2019, the Applicant submitted the proposed proprietary name  to the 
NDA. This name was subsequently withdrawn on August 7, 2019 and replaced by CONJURPI 
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also on August 7, 2019. This latter was considered conditionally acceptable by DMEPA. A Grant 
Letter was issued on November 4, 2019.

6. Reviews

Below are the conclusions reached by the CONJUPRI review team. 

a) Divisional memorandum – December 16, 21019
Recommendation: Approval.
Dr. Stockbridge supported approval of CONJUPRI (levamlodipine) 1.25 mg, 2.5 mg, and 5 mg 
tablets for the treatment of hypertension in adults and children 6 years and older, to lower blood 
pressure.  His concurrence can be found in Dr. Hariharan’s CDTL memo.       

b) Cross-Discipline Team Leader memo – December 15, 2019 
Recommendation: Approval.
Dr. Hariharan summarized the product quality, non-clinical pharmacology/toxicology, clinical 
pharmacology and clinical findings. In his benefit-risk assessment, he concluded that the risk-
benefit of CONJUPRI when used as directed in the proposed label is not expected to be different 
compared to NORVASC®. 

c) Clinical review – November 5, 2019
Recommendation: Approval.
Although changes in racemate or enantiomers of an active ingredient do not require review of 
information other than bioavailability or bioequivalence studies, the Applicant conducted three 
clinical trials that evaluated safety and efficacy of levamlodipine as an antihypertensive agent. 
These studies were reviewed in a cursory manner without statistical analyses. Dr. Gordon’s 
review relied solely on the study reports submitted by the Applicant. She concluded that, 
compared with amlodipine besylate, CONJUPRI demonstrated similar efficacy for the treatment 
of mild to moderate primary hypertension. Safety was not evaluated.

d) Clinical Pharmacology review – December 2, 2019
Recommendation: Approval.
The Office of Clinical Pharmacology concluded that the results of the PK bridge between 
CONJUPRI and NORVASC® was acceptable and that the Applicant could rely on safety and 
effectiveness of NORVASC® for the treatment of hypertension. This conclusion was made 
because under fasting condition, the geometric mean ratio and 90% confidence intervals for 
levamlodipine PK parameters including peak plasma concentration (Cmax), area under the 
plasma concentration-time curve (AUC0-tlast) and AUC0-inf were within the bioequivalence range 
of 0.8 to 1.25. Food did not affect the PK of CONJUPRI.

e) Pharmacology/Toxicology review – July 9, 2019
Recommendation: Approval  
Dr. Gatti stated that the nonclinical package submitted by the Applicant was adequate for 
approval of CONJUPRI. It included 1) efficacy or pharmacodynamic studies in normotensive 
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and hypertensive animal models, 2) published data that proves that the R enantiomer has no 
significant calcium channel blocking activity and, 3) a 6-week repeat-dose general toxicology 
study in beagle dogs with a 28-day recove1y period. Dr. Gatti found no novel excipients or 
impurities/degradants of concern. 

f) Office of Phannaceutical Quality integrated review - December 9, 2019 

Recommendation: Approval 

The Applicant has cross-referenced Type II DMF (bH
41

, which was reviewed and found to be 
adequate. OPQ concluded that the proposed control strategies were adequate to ensure consistent 
product quality with regard to identity, strength, purity, and stability. 

Drug Substance: Levamlodipine maleate is the maleate salt of the (S)-enantiomer of amlodipine 
base. The infonnation concerning the strnctural characterization, manufacturing process and 
release specification were all deemed acceptable. No impurity levels exceeded the ICH Q3A 
qualification threshold. 

Drug Product: Levamlodipine tablets will be marketed in three different strengths: 1.25 mg, 2.5 
mg, and 5 mg. The proposed 2.5 mg and 5 m tablets contain functional scorin~hich was 
deemed unnecessaiy. (b)<

41 All 
excipients were of compendia! grade and their respective maximum daily exposures were 
qualified. The product release specification was adequate to ensure the identity, strength, quality, 
purity, potency and batch-to-batch consistency. The controls for impurities met the USP 
monograph or ICH Q3B guidance. The batch data demonstrated that the tablets can be 
manufactured with a consistent quality. The elemental impurities did not exceed the ICH Q3D 
pennitted daily exposure liinits; hence, no release testing for elemental impurities was required. 

Manufacturing: The process involves (bJT4J 

Microbiology: The proposed drng product is a non-sterile tablet. The microbiological testing was 
perfo1med per USP <61> and <62> and was found to be adequate. All stability batches met the 
product specification for microbiological testing. 

Biopharmaceutics: The Biophaim aceutics review evaluated the in vitro dissolution method and 
acceptance criterion for the proposed drng product, and the biowaiver request for the 1.25 mg 
strength. The proposed dissolution method was found to be acceptable and the Applicant has 
adequately demonstrated the suitability of the dissolution method for batch release and stability 
testing. The Applicant's biowaiver request was justified and was deemed acceptable. 

Container Closure System: The Applicant proposed to mai·ket the drng product in 40-cc HDPE 
bottles or in 200-cc HDPE bottles (all strengths) . The components of the proposed container 
closure system were considered suitable for packaging the diug product. According to the 
stability data, the container closure systems ai·e expected to provide adequate protection for the 
tablets throughout the proposed shelf life. 

Stability, storage conditions and expiration date: An expiration period of 24 months when 
stored at controlled room temperature of20°C to 25°C (68°F to 77°F) in the commercial 
packaging was granted. 

NOA 212895 RPM Overview Page S 
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Facilities: The office of Process and Facilities has recommended an overall approval for all the 
manufacturing facilities listed in this NDA. 
Environmental assessment: The Applicant’s claimed categorical exclusion from the 
environmental assessment requirements under 21 CFR Part 25.31(b) on the basis that the 
estimated concentration of the product at the point of entry into the aquatic environment will be 
well below 1 part per billion was considered acceptable.

7. Consults

a) Office of Surveillance and Epidemiology, Division of Medication Error Prevention and 
Analysis (DMEPA) – July 16, 2019 and September 13, 2019

DMEPA reviewed the proposed CONJUPRI prescribing information and carton and container 
labels to identify areas of vulnerability that could lead to medication errors. Several deficiencies 
that may lead to medication errors were noted. DMEPA provided recommendations to promote 
the safe use of the product prior to the final labeling discussions. The Applicant addressed 
DMEPA’s concerns.  

b) Office of Prescription Drug Promotion (OPDP) – November 1, 2019
A combined OPDP and Division of Medical Policy Programs (DMPP) review of the proposed 
CONJUPRI prescribing information was completed. Comments were sent to the Applicant in the 
labeling letter dated December 5, 2019. OPDP also reviewed the carton and container labels. 
There were no comments. 

c) Office of Medical Policy, Division of Medical Policy Programs (DMPP) – November 8, 
2019 

DMPP reviewed the proposed CONJUPRI prescribing information and patient package insert.  
Comments were sent to the Applicant on December 5, 2019.

d) Office of Study Integrity and Surveillance (OSIS) – May 14, 2019 and September 6, 2019
The Division of Generic Drug Bioequivalence Evaluation within the Office of Study Integrity 
and Surveillance (OSIS) was consulted to inspect the clinical site Collaborative Neuroscience 
Network located in Long Beach California, and the analytical site  located in 

 Both facilities were deemed acceptable with a final inspection 
classification of No Action Indicated (NAI).

8. Labeling

Labeling (prescribing information, patient package insert, and carton and container labels) was 
thoroughly reviewed throughout the review cycle. The initial prescribing information 
recommendations were sent via the Labeling, PMR/PMC Discussion Comments Letter on 
December 5, 2019. DMEPA’s and OPQ’s carton and container labels comments were 
communicated to the Applicant on August 13, 2019, August 29, 2019, September 19, 2019, and  
December 5, 2019 via email. The Applicant accepted all comments and submitted revised 
labeling to the NDA file. The final agreed-upon labeling was attached to the approval letter.

Reference ID: 4537383
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9. Post Marketing

The following post marketing requirements were accepted by the Applicant on October 23, 2019 
and communicated in the Labeling, PMR/PMC Discussion Comments Letter dated December 5, 
2019 as well as the approval letter:

3737-1 Conduct non-clinical toxicity studies in juvenile rats to evaluate developmental 
toxicity including an assessment of the effects of levamlodipine on growth and 
reproductive and learning development to support dosing in humans down to birth

Final Protocol Submission: 06/2020
Study/Trial Completion: 06/2021
Final Report Submission: 08/2021

3737-2 Conduct a pharmacokinetic, pharmacodynamic, and safety study in patients with 
hypertension <6 years of age 

Final Protocol Submission: 12/2021
Study/Trial Completion: 06/2025
Final Report Submission: 12/2025

V. CONCLUSION

The review team recommended approval. An approval letter was signed by Dr. Stockbridge on 
December 19, 2019. 

Reference ID: 4537383
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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: 

 
November 8, 2019 

 
To: 

 
Norman Stockbridge, MD 
Director 
Division of Cardiovascular and Renal Products 
(DCaRP) 

 
Through: 

 
LaShawn Griffiths, MSHS-PH, BSN, RN  
Associate Director for Patient Labeling  
Division of Medical Policy Programs (DMPP) 
 
Zarna Patel, PharmD 
Regulatory Review Officer 
Office of Prescription Drug Promotion (OPDP) 
 

From: Morgan Walker, PharmD, MBA, CPH 
Senior Patient Labeling Reviewer 
Division of Medical Policy Programs (DMPP) 
 

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

Drug Name (established 
name):   

TRADENAME (levamlodipine) 
 

Dosage Form and 
Route: 

tablets, for oral use 

Application 
Type/Number:  

NDA 212895 

Applicant: CSPC Ouyi Pharmaceutical Company, Ltd. 
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1 INTRODUCTION 

On February 28, 2019, CSPC Ouyi Pharmaceutical Company, Ltd. submitted for the 
Agency’s review a 505(b)(2) New Drug Application (NDA) 212895 for 
TRADENAME (levamlodipine) tablets. The proposed indication for the treatment of 
hypertension, to lower blood pressure. The Reference Listed Drug for this 
application is NORVASC which was approved by the Agency in 1992 (NDA 
019787). 
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 Cardiovascular and Renal Products (DCaRP) on May 8, 
2019 and March 12, 2019 respectively for DMPP and OPDP to review the 
Applicant’s proposed Patient Package Insert (PPI) for TRADENAME 
(levamlodipine) tablets.   

 
2 MATERIAL REVIEWED 

• Draft TRADENAME (levamlodipine) tablets PPI received on February 28, 2019, 
and received by DMPP and OPDP on October 24, 2019.  

• Draft TRADENAME (levamlodipine) tablets Prescribing Information (PI) 
received on February 28, 2019, revised by the Review Division throughout the 
review cycle, and received by DMPP and OPDP on October 24, 2019. 

 
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) 
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4 CONCLUSIONS 
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: 4517837
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****Pre-decisional Agency Information**** 
    
Memorandum 
 
Date:  November 1, 2019 
  
To:  Sabry Soukehal, Regulatory Project Manager 
  Division of Cardiovascular and Renal Products (DCRP) 
 
 Michael Monteleone, Associate Director for Labeling, (DCRP) 
 
From:   Zarna Patel, PharmD, Regulatory Review Officer 
  Office of Prescription Drug Promotion (OPDP) 
 
CC: James Dvorsky, Team Leader, OPDP 
 
Subject: OPDP Labeling Comments for TRADENAME (levamlodipine) tablets for 

oral administration 
 
NDA:  212895 

  
In response to DCRP consult request dated March 23, 2019, OPDP has reviewed the 
proposed product labeling (PI) and carton and container labeling for the original NDA 
submission for TRADENAME (levaamlodipine) tablets for oral administration.  
 
PI and Patient Product Information (PPI): OPDP has reviewed the proposed substantially 
complete draft PI received by electronic mail from DCRP on October 24, 2019, and our 
comments are provided in the attached draft PI. 
 
A combined OPDP and Division of Medical Policy Programs (DMPP) review will be completed, 
and comments on the proposed PPI will be sent under a 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 September 
20, 2019, and we do not have any comments at this time.  
 
Thank you for your consult.  If you have any questions, please contact Zarna Patel at (301) 
796- 3822 or zarna.patel@fda.hhs.gov. 
 

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

Reference ID: 4514779
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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: September 13, 2019

Requesting Office or Division: Division of Cardiovascular and Renal Products (DCRP)

Application Type and Number: NDA 212895

Product Name and Strength:  Tablets, 1.25 mg, 2.5 mg, and 5 mg

Applicant/Sponsor Name: CSPC Ouyi Pharmaceutical Co. Ltd (CSPC)

FDA Received Date: August 19, 2019 and August 30, 2019

OSE RCM #: 2019-524-1

DMEPA Safety Evaluator: Sarah Thomas, PharmD

DMEPA Team Leader: Chi-Ming (Alice) Tu, PharmD, BCPS

1 PURPOSE OF MEMORANDUM
The Applicant submitted revised container labels received on August 19, 2019 and August 30, 
2019   The Division of Cardiovascular and Renal Products (DCRP) requested 
that we review the revised container labels  (Appendix A) to determine if 
they are 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
Upon review of the revised container labels submitted on August 19, 2019b, we noted that the 
Applicant implemented all of our recommendations but failed to specify what format they 

a Thomas S. Label and Labeling Review for  (NDA 212895). Silver Spring (MD): FDA, CDER, OSE, 
DMEPA (US); 2019 JULY 16. RCM No.: 2019-524.
b Labeling/Container-Carton Draft Submission, NDA 212895,  Princeton (NJ): Conjupro 
Biotherapeutics, Inc.; 2019 AUG 19. Available from: \\cdsesub1\evsprod\nda212895\0012\m1\us\114-
labeling\draft\carton-and-container\ -bottle-label-125mg.pdf 
\\cdsesub1\evsprod\nda212895\0012\m1\us\114-labeling\draft\carton-and-container -bottle-
label-25mg.pdf 
\\cdsesub1\evsprod\nda212895\0012\m1\us\114-labeling\draft\carton-and-container -bottle-
label-5mg.pdf 
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intended to use for the expiration date. In addition, we noted a few discrepancies on the 
2.5 mg tablet and 5 mg tablet, 90-count and 500-count bottle container labels: 

• On the left side of the 2.5 mg and 5 mg container labels, the equivalency statements 
highlighted in yellow used to read CbH

4
l 

(for the 2.5 mg tablet container labels) and 

the 5 mg tablet container labels). The equiva lency statement was revised 

(b)(4Y (for 
(b)(4) ___ ..... 

• The NOC number highlighted in yellow on the Principa l Display Panel (PDP) of the 5 mg, 
500-count tablet bottle container label was changed from 24075-412-50 to Cb><

4
Y 

tb)(4l 

The Division followed-up with the Applicant on August 29, 2019 via emai l to clarify the intended 
expiration date format for the container labels as well as the noted discrepancies on the 
2.5 mg and 5 mg tablet bottle container labels. 

2 
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The Applicant responded on August 30, 2019c that their intended expiration date format is 
YYYY-MM-DD, which is an acceptable format.  The equivalency statements for the 2.5 mg and 
5 mg tablet bottle container labels should read  

 (for the 2.5 mg tablet) and  
 (for the 5 mg tablet).  Last, the 

NDC number on the 5 mg 500-count tablet bottle container label should read 24075-412-50.  
The revised container labels with the accurate equivalency statements and NDC number were 
submitted on August 30, 2019.d  We have no further recommendations for the revised 
container labels from a medication error perspective at this time.

c Cover Letter for Labeling/Container-Carton Draft Submission, NDA 212895, Princeton (NJ): 
Conjupro Biotherapeutics, Inc.; 2019 AUG 30. Available from: \\cdsesub1\evsprod\nda212895\0014\m1\us\12-
cover-letters\cover-letter-seq0014.pdf.  
d Labeling/Container-Carton Draft Submission, NDA 212895,  Princeton (NJ): Conjupro 
Biotherapeutics, Inc.; 2019 AUG 30. Available from: \\cdsesub1\evsprod\nda212895\0014\m1\us\114-
labeling\draft\carton-and-container\ -bottle-label-125mg.pdf.  
\\cdsesub1\evsprod\nda212895\0014\m1\us\114-labeling\draft\carton-and-container -bottle-
label-25mg.pdf. \\cdsesub1\evsprod\nda212895\0014\m1\us\114-labeling\draft\carton-and-
container\ -bottle-label-5mg.pdf. 
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APPENDIX A. IMAGES OF LABEL AND LABELING RECEIVED ON AUGUST 30, 2019 

Container labels 

1.25 mg tablets, 90-count tablet and 500-count tablet bottles 

(6) (4J 

4 
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2.5 mg tablets, 90-count tablet and 500-count tablet bottles 
(b) (41 

5 
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6

5 mg Tablets, 90-count tablet and 500-count tablet bottles
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M E M O R A N D U M DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 PUBLIC HEALTH SERVICE 
 FOOD AND DRUG ADMINISTRATION 
 CENTER FOR DRUG EVALUATION AND RESEARCH 
____________________________________________________________________________ 
 
DATE: Sep 6, 2019 
 
TO:  Norman Stockbridge, M.D. 
  Director 
  Division of Cardiovascular and Renal Products (DCRP) 
  Office of New Drugs   
  
FROM: Himanshu Gupta, Ph.D. 
 Division of Generic Drug Bioequivalence Evaluation 
 (DGDBE) 
 Office of Study Integrity and Surveillance (OSIS) 
 
THROUGH: Seongeun Cho (Julia), Ph.D. 

Director  
Division of Generic Drug Bioequivalence Evaluation 
(DGDBE) 
Office of Study Integrity and Surveillance (OSIS) 

 
SUBJECT: Routine inspection of Collaborative Neuroscience 

Network, LLC, Long Beach, CA 
 
1 Inspection Summary 
 
The Office of Study Integrity and Surveillance (OSIS) arranged a 
clinical inspection of study LAM-US-101 (NDA 212895) conducted 
at Collaborative Neuroscience Network, Long Beach, CA.  
 
No objectionable conditions were observed, and Form FDA 483 was 
not issued at the inspection close-out. The final inspection 
classification is No Action Indicated (NAI). 
 
1.1. Recommendation 

 
After reviewing the inspectional findings, I conclude the data 
from the audited study is reliable to support a regulatory 
decision. 
 
2 Inspected Study:  
 
NDA 212895 
 
Study Number: LAM-US-101   
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Study Title: “A Randomized, Open-label, Single-Dose, Two-Way 
Crossover Study to Assess the Relative 
Bioavailability of 5 mg of Levoamlodipine Maleate 
Tablets versus 10 mg of Amlodipine Besylate 
Tablet (NORVASC® from Pfizer Inc.) in Healthy 
Subjects Followed by a Phase to Study Food Effect 
on the PK Profile of Levoamlodipine” 

 
Dates of conduct:  31 May – 6 Sep 2018 
 
Clinical site:  Collaborative Neuroscience Network 

2600 Redondo Avenue, Suite 415 
Long Beach, CA 

 
ORA investigator Lakecha N. Lewis inspected Collaborative 
Neuroscience Network, Long Beach, CA from May 29 - June 04, 
2019.  
 
The inspection included a thorough examination of study records 
(paper-based), informed consent forms, eligibility documents, 
subject screening and enrollment log, site delegation logs, 
institutional review board approvals, sponsor and monitor 
correspondence, investigational product (IP) receipt, storage 
and accountability logs, IP administration, dosing and shipment 
records, treatment allocation/randomization scheme and adverse 
events. The test article (Levoamlodipine Maleate Tablets) and 
reference product (NORVASC®) were shipped to the site in 
different shipments. No issues were observed by the investigator 
for drug accountability and reserve samples. 
 
3 Inspectional Findings 
 
At the conclusion of the inspection, investigator Lakecha N. 
Lewis did not observe any objectionable conditions and did not 
issue Form FDA 483 to the clinical site. 
The last inspection was conducted in May 2018 and no Form FDA 
483 was issued after the inspection. There were 3 discussion 
items mentioned on not recording the specific dosage 
administered to a subject in the source dosing record, incorrect 
subject information (number, sex and birthdate) in ECG print-out 
for subject 102-103 and inadequately captured concomitant 
medication dosages recorded in source. The investigator saw no 
recurrence of these issues during the current inspection. 
 
In current inspection, there was one discussion item: 
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Item 1: 
End of study (EOS) summary document including screen failure for 
one study subject [01020 TTO] showed a date that occurred after 
the subject’s re-screen. 
 
Firm’s Response: 
There is no written response from the firm. During the 
inspection, the firm acknowledge the comment. 
 
OSIS Evaluation: 
The subject`s informed consent form for the re-screening was 
dated 06/22/2018 whereas the initial screening document of the 
subject was completed on 06/28/2018. The investigator has 
concern that the subject’s records for the initial screen were 
not reviewed prior to the subject’s re-screening and this may 
create ambiguity regarding the subject’s participation and there 
is a potential of duplicate enrollment. The investigator 
reviewed all the documents during this inspection and confirmed 
that this is an isolated event as she did not find such issues 
with other subjects. Therefore, I conclude that this discussion 
item will not impact the data integrity of the study. 
 
4. Conclusion: 
 
After reviewing the inspectional findings, I conclude the data 
from study LAM-US-101 (NDA 212895) is reliable.  

 
Based on the inspectional findings, studies of similar design 
conducted between the previous inspection (May 2018) and the end 
of the current surveillance interval should be considered 
reliable without an inspection. 

 
 
Himanshu Gupta, Ph.D. 
Staff Fellow 
 

Final Classification: 
 
NAI- Collaborative Neuroscience Network 
 Long Beach, CA 
 FEI#: 3011539100 
 
 
cc: 
OTS/OSIS/Kassim/Choe/Mitchell/Fenty-Stewart/Nkah 
OTS/OSIS/DNDBE/Bonapace/Dasgupta/Ayala/Biswas/ 
OTS/OSIS/DGDBE/Cho/Kadavil/Choi/Skelly/Au/Gupta 
ORA/OMPTO/OBIMO/ORABIMOW.Correspondence@fda.hhs.gov   
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Edit: SA 080919, 8/12/2019, 8/14/19, 8/19/2019, 9/3/2019, 
9/4/2019; JC 8/16/2019 08/28/2019, 9/4/2019 
 
ECMS: Cabinets/CDER_OTS/Office of Study Integrity and 
Surveillance/INSPECTIONS/BE Program/CLINICAL/ Collaborative 
Neuroscience Network, Long Beach, CA, USA 
 
 
OSIS File #: BE 8470 
 
FACTS: 11923492 
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M E M O R A N D U M DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 PUBLIC HEALTH SERVICE 
 FOOD AND DRUG ADMINISTRATION 
 CENTER FOR DRUG EVALUATION AND RESEARCH 
____________________________________________________________________________ 
 

DATE:   May 10, 2019  

 

TO:    Sally Seymour, M.D. 

     Director (Acting) 

Division of Pulmonary, Allergy, and Rheumatology 

Products 

Office of Drug Evaluation II 

Office of New Drugs 

 

Norman Stockbridge, M.D. 

     Director  

Division of Cardiovascular and Renal Products 

Office of Drug Evaluation I 

Office of New Drugs 

 

FROM: Li-Hong Yeh, Ph.D. 

Division of New Drug Bioequivalence Evaluation (DNDBE) 

Office of Study Integrity and Surveillance (OSIS) 

 

 Xiaohan Cai, Ph.D. 

Division of Generic Drug Bioequivalence Evaluation 

(DGDBE) 

OSIS 

 

THROUGH: Arindam Dasgupta, Ph.D. 

Deputy Director  

DNDBE, OSIS 

 

SUBJECT: Surveillance inspection

 

1.  Inspection Summary 

OSIS inspected the analytical portions of (1) Study 

 and 

(2) Study 1802037 of the clinical Study LAM-US-101 (NDA 212895, 

levoamlodipine) conducted at   

 

We did not observe objectionable conditions and did not issue 

Form FDA 483 at the inspection close-out.  

 

However, we discussed two items regarding  
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(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)



(b) (41 

Paqe 2 - Surveill ance inspection (6)(41 ______________ __. 

ooro Study 1802037 . As ---------------------corrective action, t he site plans t o amend and re- submit the 
val i dation report with correct ed values and follow t heir 
internal SOP (b><

45 The site assessed ------~(b' H41 _________ ____. 

oo~ validation batches and showed that ---------------the data were reproducible . I n addition, t he site provided 
justifi cat ion ooro We concluded that 

(bJ<4Y did not impact t he reproduci bility or accuracy _______ ____. 

o f the reported data i n Study 1802037 . Bot h discussion i t ems did 
not impact data re l iabi l ity of Study (bH4l or Study 1802037 . 

The fina l inspection class i f i cation i s No Ac t ion Indicated 
(NAI ) . 

1.1. Recommendation 

Based on our revi ew o f the inspectional f i ndings , we conclude 
that the concentration data f rom the audi t ed s t udies are 
rel i abl e t o support a regulatory decis i on . 

ooro shoul d be cons i dered rel i abl e without an inspection . -----
2. Inspected Analytical Studies 

(b) (4) 

Sample Analysis Period: (b)(4) 

Analytical Study: 1802037 (NDA 212895) 

(b) (4Y 

(b)(4) 

(b) (41 

Study Title: "Quant i f icati on o f R- Amlodipine and S- Amlodipine 
in Human Plasma Using LC- MS/MS for Clini cal St udy 
LAM- US- 101" 

Sample Analysis Period: 08/02/2018 - 09/20/2018 

3. Scope of Ins .... ~e~c~t_i_o_n _______ ~(b><41 Analytical site: 

OSIS scienti sts Li - Hong Yeh, Ph . D. and Xiaohan Cai, Ph . D. 
audited the analyt i cal port ion of clini cal St udy 

(b)(4l • • 
and c l ini cal Study LAM- US- 101 (Study 1802037) at 

(b) (4) 

V. 2.4 Last Revised Date 4-2-2019 
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The current inspection is the first FDA inspection of the site. 

 

Our inspection included a thorough examination of study records, 

facilities, laboratory equipment, method validation, sample 

analysis, and interviews with the site’s management and staff. 

 

4. Inspectional Findings 

 

As requested by the review division, we verified the data from 

conducted for Study  and did not identify any issue.  

 

At the conclusion of the inspection, we did not observe 

objectionable conditions. We did not issue Form FDA 483 to 

However, we discussed two items with the 

site’s management during the inspection and at close-out. The 

site’s response and our evaluation of the discussion items are 

presented below. 

 

 

4.1. Discussion items 

 

Discussion item 1:  

Discrepancies between the source data and the method validation 

reports submitted to FDA regarding the

Site’s Response: 

 

The site acknowledged the inspectional finding.  They revised 

the validation report (Attachment 1).  The site plans to amend 

and re-submit the validation report. 

 

OSIS Evaluation: 
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(b) (41 

Paqe 4 - Surveill ance inspection 
(6)(41 ---------------

Discussion item 2: 

Si te ' s Response : 

The site acknowledqed t he inspecti onal findi nq 

OSIS Eval uation : 

(b) (41 

(b) (41 

(b) (41 

(b)(41 

We agr eed wi t h t h e site ' s analysis and concl us i on . Therefore , we 
conclude t hat data (b)(4J are 
r el i abl e . 

5. Conclusion 

Af ter review of the inspectional f indings , we 
concentrat ion data from t he audi ted (.1) St udy 
c l inical Study 
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Study 1802037 of the clinical study Study LAM-US-101 (NDA 

212895, levoamlodipine) are reliable to support a regulatory 

decision.  

 

Concentration data from studies

 conducted between this inspection (  Study 

samples analyzed) and the end of the current surveillance 

interval should be considered reliable without an inspection. 

 

Li-Hong Yeh, Ph.D. 

Chemist 

Xiaohan Cai, Ph.D. 

Senior Staff Fellow 

 

Final Classification: 

Analytical site 

NAI -    

          FEI#:   

 
cc: OTS/OSIS/Kassim/Mitchell/Fenty-Stewart 

OTS/OSIS/DNDBE/Bonapace/Dasgupta/Ayala/Biswas/Yeh 

OTS/OSIS/DGDBE/Cho/Kadavil/Choi/Skelly/Au/Cai 

ORA/OMPTO/OBIMO/ORABIMOE.Correspondence@fda.hhs.gov  

 

Draft: PY 05/06/2019; 05/09/2019; 05/10/2019; XHC 5/8/19; 

5/9/19; 5/10/19 

Edit: RCA 5/8/2019, 5/9/2019, 5/10/2019; AD 5/9/2019, 5/9/2019 

ECMS:  

http://ecmsweb.fda.gov:8080/webtop/drl/objectId/0b0026f881cf3bc0 

 
OSIS File #:  

Direct inspections 

BE  

BE 8470 (NDA 212895) 

 

FACTS:  
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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: July 16, 2019 

Requesting Office or Division: Division of Cardiovascular and Renal Products (DCRP) 

Application Type and Number: NDA 212895 

Product Name and Strength:  Tablets, 1.25 mg, 2.5 mg, 5 mg 

Product Type: Single Ingredient Product 

Rx or OTC: Prescription (Rx) 

Applicant/Sponsor Name: CSPC Ouyi Pharmaceutical Co. Ltd (CSPC) 

FDA Received Date: March 7, 2019 and May 23, 2019 

OSE RCM #: 2019-524 

DMEPA Safety Evaluator: Sarah Thomas, PharmD 

DMEPA Team Leader: Chi-Ming (Alice) Tu, PharmD, BCPS 
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(b) (4)



1 REASON FOR REVIEW 

As a part of the NDA review process, this review evaluates the proposed (b) (41 

container labels and prescribing information (Pl} for areas of vulnerabil ity that could lead to 
medication errors. 

2 MATERIALS REVIEW ED 

We considered the materials listed in Table 1 for th is 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 M ethods 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 and H 

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

3 OVERALL ASSESSMENT OF THE M ATERIALS REVIEW ED 

Upon review of the proposed container labels and prescribing information we noted that the 
established name was provided as (b)(4j tablets, and strengths as 1.25 mg, 

2.5 mg, and 5 mg. We communicated w ith the review team via email on June 21, 2019 to 

confirm the established name and the strengths. OPQ responded on June 21, 2019 that the 
established name is (b) (41 tablets and the strengths based on the free base are 
1.25 mg, 2.5 mg, and 5 mg, in accordance w ith the salt policy. • 

Our review of the container labels and prescribing information (Pl} for (b) (41 

identified areas where the labels and labeling may be improved to promote the safe use of the 

product. Thus, we provide related recommendations below in Section 4. 

•Guidance for Industry: Naming of Drug Products Containing Salt Drug Substances. 2013. Availab le from 
http:ljwww.fda gov/downloads/Drugs/GuidanceComplianceRegulatorvlnformation/Guidances/UCM379753.pdf 

2 
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4 CONCLUSION & RECOMMENDATIONS 

We conclude that the proposed container labels and PI  may be improved to 
promote the safe use of the product as described in Sections 4.1 and 4.2. 

 

4.1 RECOMMENDATIONS FOR THE DIVISION 

A. Prescribing Information 

1. We note many instances where the numerical value and the units of measure 
are presented without a space in between (e.g., 2.5mg) throughout the PI.  Add a 
space between the numerical value and its associated unit (e.g., 2.5 mg) to 
improve readability and to prevent the “m” from being mistaken as a zero or two 
zeros, risking a 10- to 100-fold overdose.b  

2. In Full PI, Sections 3 Dosage Forms and Strengths and 16 How Supplied/Storage 
and Handling of Full PI, consider providing descriptive information regarding the 
coating of the tablets if available per 21 CFR 201.57(c).   
 

3. Dosage and Administration Section, Highlights and Full PI 

a. Add the route of administration as follows: 

i. Highlights, Dosage and Administration section: “Adult 
recommended starting dose: 2.5 mg orally once daily…” 

ii. Full PI, Dosage and Administration section: “The usual initial 
antihypertensive oral dose of  is 2.5 mg 

 once daily...”  

4. How Supplied/Storage and Handling Section, Full PI 

a. Consider adding the word “tablets” after the quantity description for the 
package size bottles provided in Section 16 (e.g., for 2.5 mg tablets 
description: “NDC 24075-411-09 Bottle of 90 tablets”).    

b. Consider including information about child resistant packaging (CRP) for 
those bottles that qualify as CRP (e.g., “…Bottle of 90 tablets with a child-
resistant cap.”).c 

5. We note that the storage statement in Section 16 and the Patient Counseling 
Information [e.g.,  does not match the storage 
statement on the container labels [e.g., 20° to 25°C (68° to 77°F); excursions 

                                                        
b ISMP’s List of Error-Prone Abbreviations, Symbols, and Dose Designations [Internet]. Horsham (PA): Institute for 
Safe Medication Practices. 2015 [cited 2019 JUNE 26]. Available from: 
https://www.ismp.org/recommendations/error-prone-abbreviations-list 

c Guidance for Industry: Child-Resistant Packaging Statements in Drug Product Labeling. 2017. Available from 

https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM569607.pdf 
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permitted from 15° to 30°C (59° to 86°F)].  Revise the storage statement for 
consistency across all labels and labeling. 
 

6. See Appendix H for our grammatical and spelling edits for the Patient Counseling 
Information.  

 

4.2 RECOMMENDATIONS FOR CSPC OUYI PHARMACEUTICAL CO. LTD 

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

A. Container Labels General Recommendations 
1. Replace the proposed proprietary name, ***, with a placeholder (e.g., 

TRADENAME) on the container labels and in the prescribing information because 
the proposed name, ***, was found not acceptable from a safety 
perspective.d  

2. As currently presented, the principal display panel (PDP) appears cluttered, 
which may risk important information being difficult to read and/or overlooked.  
Consider relocating the manufacturer information to the side panel, as well as 
moving the net quantity statement to the bottom of the PDP away from the 
strength.e  From post-marketing experience, the risk of numerical confusion 
between the strength and net quantity increases when the net quantity 
statement is located in close proximity to the strength statement. 

3. We recommend decreasing the prominence of the graphic on the PDP (e.g., by 
decreasing the size of the graphic, fading the colors of the graphic, or by some 
other means) so that it does not compete in prominence with or distract from 
the important information on the PDP (e.g., proprietary name, established name, 
strength, etc.).e 

4. To minimize confusion and reduce the risk for deteriorated drug medication 
errors, identify the format you intend to use for the expiration date.  We 
recommend that the human-readable expiration date on the drug package label 
include a year, month, and non-zero day.  We recommend that the expiration 
date appear in YYYY-MM-DD format if only numerical characters are used or in 
YYYY-MMM-DD if alphabetical characters are used to represent the month.  If 
there are space limitations on the drug package, the human-readable text may 
include only a year and month, to be expressed as: YYYY-MM if only numerical 
characters are used or YYYY-MMM if alphabetical characters are used to 

                                                        
d June 11, 2019 communication of unacceptability of proposed proprietary name,  under IND 124947 
accessible at: 
https://darrts.fda.gov//darrts/faces/ViewDocument?documentId=090140af804fc560&_afrRedirect=16193275871
23830.  

e Guidance for Industry: Safety Considerations for Container Labels and Carton Labeling Design to Minimize 
Medication Errors. Food and Drug Administration. 2013. Available from 
http://www.fda gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM349009.pdf 
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represent the month.  We recommend that a hyphen or a space be used to 
separate the portions of the expiration date.f 

5. Revise the statement,  
 to the following: “Recommended dosage: see prescribing 

information.” 
B. 500-Count Tablet Bottle Container Labels 

1. We recommend adding the statement “Pharmacy Bulk Package” to the top of 
the principal display panel on the 500-count tablet bottle container labels.    

 
  

                                                        
f Guidance for Industry: Product Identifiers Under the Drug Supply Chain Security Act Questions and Answers. 
2018. Available from 
https://www.fda gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM621044.pdf 
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APPENDICES: M ETHODS & RESULTS FOR EACH MATERIALS REVIEWED 

APPENDIX A. PRODUCT INFORMATION/PRESCRIBING INFORMATION 

Table 2 presents relevant product information (b)(4J received on May 23, 2019 

from CSPC Ouyi Pharmaceutical Co. Ltd, and the listed drug (LD). 

Table 2. Relevant Product Informat ion for' (b}(4l and the Listed Drug 

Product Name I (b) (41 Norvasc (amlodipine 

(NOA 212895) besylate)g 
(NOA 019787) 

Initial Approval Date N/A 1992 

Active Ingredient I (b)(4l Amlodipine besylate 

Indicat ion Treatment of hypertension, to Treatment of hypertension, to 
lower blood pressure. lower blood pressure. 
Lowering blood pressure Lowering blood pressure 
reduces the risk of fatal and reduces the risk 

nonfatal cardiovascular events, of fata l and nonfatal 
primarily strokes and card iovascular events, 
myocardial infarctions. primarily strokes 

and myocardial infarctions. 

Coronary Artery Disease: 
o Chronic Stable Angina 
o Vasospastic Angina 
(Prinzmetal's or Variant 

Angina) 
o Angiographica lly 
Documented Coronary Artery 
Disease in patients w ithout 

heart fai lure or an ejection 
fraction < 40% 

Route of Administration oral oral 

Dosage Form Tablets Tablets 

Strength 1.25 mg, 2.5 mg, 5 mg 2.5 mg, 5 mg, 10 mg 
(strength expressed in 
amlodipine) 

Dose and Frequency Adults recommended starting Adult recommended starting 
dose: 2.5 mg orally once daily, dose: 5 mg once daily, t itrating 
t it rating every 7 to 14 days every 7 to 14 days based on 

'Norvasc (amlod ipine besylate) NOA 019787 [Prescrib ing Information), obta ined f rom CSPC Ouyi Pharmaceutical 
Co. Ltd's February 28, 2019 submission for NOA 019787. 
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based on blood pressure goals, 
with maximum dose 5 mg once 
daily 

• Small, fragile, or elderly 
patients, or patients 
with hepatic 
insufficiency, and when 
adding to other 
antihypertensive 
therapy: start on 1.25 
mg once daily 

Pediatric starting dose (for ages 
6-17 years): 1.25 mg to 2.5 mg 
orally once daily 

blood pressure goals, with 
maximum dose 10 mg once 
daily. 

• Small, fragile, or elderly 
patients, or patients 
with hepatic 
insufficiency, and when 
adding to other 
antihypertensive 
therapy: may be 
started on 2.5 mg once 
daily. 

 
Pediatric starting dose (for 
ages 6-17 years): 2.5 mg to 5 
mg once daily 

How Supplied Bottles of 90 tablets and 500 
tablets 

2.5 mg tablets: Bottles of 90 
tablets 
5 mg tablets: bottles of 90 and 
300 tablets, unit dose package 
of 100 
10 mg tablets: bottles of 90, 
unit dose package of 100 

Storage Store bottles at  
 

 dispense in 
tight, light-resistant containers 
(USP). 

Store bottles at controlled 
room temperature, 59° to 86°F 
(15° to 30°C) and dispense in 
tight, light-resistant containers 
(USP). 
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APPENDIX B. PREVIOUS DMEPA REVIEWS 

On June 19, 2019, we searched for previous DMEPA reviews relevant to this current review 
using the terms,  and NDA # “212895”. Our search identified no previous 
labels and labeling reviews.  
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APPENDIX G. LABELS AND LABELING 

G.1 List of Labels and Labeling Reviewed 

Using t he principles of human factors and Fai lure Mode and Effects Analys is, h along w ith 
postmarket medication error data, we reviewed t he following (b) (41 labels and 
labeling submitted by CSPC Ouyi Pharmaceutical Co. Ltd. 

• Container labels received on M arch 7, 2019 

• Prescribing Information (Image not shown) received on May 23, 2019 

G.2 Label and Labeling Images 

1.25 mg tablet strength, 90-count and 500-count container labels 

(b) (41 

• Inst itute for Healthcare Improvement {IHI). Failure Modes and Effects Ana lysis. Boston. IHl:2004. 

9 
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