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1 INTRODUCTION 

On December 23, 2013, Arbor Pharmaceuticals, LLC submitted for the Agency’s 
review a 505(b)(2) New Drug Application (NDA) 205-108 for SOTYLIZE (sotalol 
hydrochloride) oral solution. The Applicant states in their cover letter that the 
application is relying entirely on the FDA’s previous findings of safety and 
effectiveness for the Reference Listed Drugs Betapace (solatol HCl) tablets 
(NDA19-865) and Betapace AF (solatol HCl) tablets (NDA 21-151). The proposed 
indications for SOTYLIZE (sotalol hydrochloride) oral solution are as follows: 

• for the treatment of documented ventricular arrhythmias, such as sustained 
ventricular tachycardia, that in the judgment of the physician are life-
threatening  

• for the maintenance of normal sinus rhythm [delay in time to recurrence of 
atrial fibrillation/atrial flutter (AFIB/AFL)] in patients with symptomatic 
AFIB/AFL who are currently in sinus rhythm  

This collaborative review is written by the Division of Medical Policy Programs 
(DMPP) and the Office of Prescription Drug Promotion (OPDP) in response to the 
requests by the Division of Cardiovascular and Renal Products (DCRP) on 
September 24, 2014 for DMPP and OPDP to review the Applicant’s proposed 
Patient Package Insert (PPI) for SOTYLIZE (sotalol hydrochloride) oral solution. 

 
2 MATERIAL REVIEWED 

• Draft SOTYLIZE (sotalol hydrochloride) oral solution PPI received on 
December 23, 2013 and received by DMPP and OPDP on September 24, 2014.  

• Draft SOTYLIZE (sotalol hydrochloride) oral solution Prescribing Information 
(PI) received on December 23, 2013, revised by the Review Division 
throughout the review cycle, and received by DMPP and OPDP on September 
24, 2014. 

 
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.  In our review of the PPI the target 
reading level is at or below an 8th grade 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.  We have reformatted the PPI document 
using the Verdana font, size 11. 

In our collaborative review of the PPI we have:  
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• 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 

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.  
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****Pre-decisional Agency Information**** 

    
 

Memorandum 
 
Date:  October 8, 2014 
  
To:  Russell Fortney 

Regulatory Project Manager 
  Division of Cardiology and Renal Products (DCRP) 
 
From:   Puja Shah 

Regulatory Review Officer 
  Office of Prescription Drug Promotion (OPDP) 
 
Subject: NDA 205108 
  SOTYLIZE (sotalol hydrochloride) oral solution 
 
   
 
This consult review is in response to DCRP’s September 24, 2014, request for OPDP’s 
review of the draft package insert (PI) and patient package insert (PPI) for SOTYLIZE 
(sotalol hydrochloride) oral solution.  OPDP reviewed the substantially complete version 
of the draft PI provided by the Division of Medical Policy Programs (DMPP) on 
September 24, 2014.  Our comments on the PI are included directly on the attached copy 
of the labeling. 
 
Our review of the PPI was conducted jointly with DMPP and will be filed under separate 
cover. 
 
OPDP appreciates the opportunity to provide comments on these materials.  If you have 
any questions or concerns, please contact Puja Shah at 240-402-5040 or 
puja.shah@fda.hhs.gov 
 

FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion  
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c) Described in a final OTC drug monograph?
                                                                                                                   YES       NO

If “YES”, please list which drug(s).

Name of drug(s) described in a final OTC drug monograph:

d) Discontinued from marketing?
                                                                                                                   YES       NO

If “YES”, please list which drug(s) and answer question d) i. below.  
If “NO”, proceed to question #9.

Name of drug(s) discontinued from marketing:

i) Were the products discontinued for reasons related to safety or effectiveness?
                                                                                                                   YES       NO

(Information regarding whether a drug has been discontinued from marketing for 
reasons of safety or effectiveness may be available in the Orange Book.  Refer to 
section 1.11 for an explanation, and section 6.1 for the list of discontinued drugs.  If 
a determination of the reason for discontinuation has not been published in the 
Federal Register (and noted in the Orange Book), you will need to research the 
archive file and/or consult with the review team.  Do not rely solely on any
statements made by the sponsor.)

9) Describe the change from the listed drug(s) relied upon to support this (b)(2) application (for 
example, “This  application provides for a new indication, otitis media” or “This application 
provides for a change in dosage form, from capsule to solution”).

This application provides for a new dosage form (oral solution). The RLD are both 
tablets with a description in the label of preparation of an extemporaneous oral 
solution.

The purpose of the following two questions is to determine if there is an approved drug product 
that is equivalent or very similar to the product proposed for approval that should be referenced 
as a listed drug in the pending application.

The assessment of pharmaceutical equivalence for a recombinant or biologically-derived product 
and/or protein or peptide product is complex. If you answered YES to question #1, proceed to 
question #12; if you answered NO to question #1, proceed to question #10 below. 

10) (a) Is there a pharmaceutical equivalent(s) to the product proposed in the 505(b)(2) 
application that is already approved (via an NDA or ANDA)?

(Pharmaceutical equivalents are drug products in identical dosage forms intended for the 
same route of administration that:  (1) contain identical amounts of the identical active drug 
ingredient, i.e., the same salt or ester of the same therapeutic moiety, or, in the case of 
modified release dosage forms that require a reservoir or overage or such forms as prefilled 
syringes where residual volume may vary, that deliver identical amounts of the active drug 
ingredient over the identical dosing period; (2) do not necessarily contain the same inactive 
ingredients; and (3) meet the identical compendial or other applicable standard of identity, 
strength, quality, and purity, including potency and, where applicable, content uniformity, 
disintegration times, and/or dissolution rates. (21 CFR 320.1(c), FDA’s “Approved Drug 
Products with Therapeutic Equivalence Evaluations” (the Orange Book)). 
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Note that for proposed combinations of one or more previously approved drugs, a pharmaceutical 
equivalent must also be a combination of the same drugs.

                                                                                                                   YES       NO

If “NO” to (a) proceed to question #11.
If “YES” to (a), answer (b) and (c) then proceed to question #12.

(b) Is the pharmaceutical equivalent approved for the same indication for which the 
505(b)(2) application is seeking approval?

                                                                                                                   YES       NO
          

(c)  Is the listed drug(s) referenced by the application a pharmaceutical equivalent?
                                                                                           N/A             YES       NO

If this application relies only on non product-specific published literature, answer “N/A”
If “YES” to (c) and there are no additional pharmaceutical equivalents listed, proceed to 
question #12.
If “NO” or if there are additional pharmaceutical equivalents that are not referenced by the 
application, list the NDA pharmaceutical equivalent(s); you do not have to individually list all 
of the products approved as ANDAs, but please note below if approved approved generics are
listed in the Orange Book. Please also contact the (b)(2) review staff in the Immediate Office, 
Office of New Drugs.

Pharmaceutical equivalent(s): 

11) (a) Is there a pharmaceutical alternative(s) already approved (via an NDA or ANDA)?

(Pharmaceutical alternatives are drug products that contain the identical therapeutic moiety, or its 
precursor, but not necessarily in the same amount or dosage form or as the same salt or ester. Each 
such drug product individually meets either the identical or its own respective compendial or other 
applicable standard of identity, strength, quality, and purity, including potency and, where applicable, 
content uniformity, disintegration times and/or dissolution rates.  (21 CFR 320.1(d))  Different dosage 
forms and strengths within a product line by a single manufacturer are thus pharmaceutical 
alternatives, as are extended-release products when compared with immediate- or standard-release 
formulations of the same active ingredient.)    

Note that for proposed combinations of one or more previously approved drugs, a pharmaceutical 
alternative must also be a combination of the same drugs.

                                                                                                                YES       NO
If “NO”, proceed to question #12.  

(b)  Is the pharmaceutical alternative approved for the same indication for which the
505(b)(2) application is seeking approval?
                                                                                                                         YES       NO

(c)  Is the approved pharmaceutical alternative(s) referenced as the listed drug(s)?
                                                                                           N/A             YES       NO

If this application relies only on non product-specific published literature, answer “N/A”             
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If “YES” and there are no additional pharmaceutical alternatives listed, proceed to question 
#12.
If “NO” or if there are additional pharmaceutical alternatives that are not referenced by the 
application, list the NDA pharmaceutical alternative(s); you do not have to individually list all 
of the products approved as ANDAs, but please note below if approved generics are listed in 
the Orange Book. Please also contact the (b)(2) review staff in the Immediate Office, Office of 
New Drugs.

Pharmaceutical alternative(s): 

NDA 22306 (sotalol hydrochloride injection) is approved and listed in the Orange Book and 
has orphan exclusivity that expires 7/2/16.

The following ANDAs for sotalol tablets have been approved (and are listed in the Orange 
Book):
75725
75563
76883
75500
75663
76576
76140

PATENT CERTIFICATION/STATEMENTS

12) List the patent numbers of all unexpired patents listed in the Orange Book for the listed 
drug(s) for which our finding of safety and effectiveness is relied upon to support approval of 
the (b)(2) product.

Listed drug/Patent number(s):  

                                           No patents listed proceed to question #14  

13) Did the applicant address (with an appropriate certification or statement) all of the unexpired 
patents listed in the Orange Book for the listed drug(s) relied upon to support approval of the 
(b)(2) product?

                                                                                                                     YES      NO
If “NO”, list which patents (and which listed drugs) were not addressed by the applicant.

Listed drug/Patent number(s):  

14) Which of the following patent certifications does the application contain?  (Check all that 
apply and identify the patents to which each type of certification was made, as appropriate.)

No patent certifications are required (e.g., because application is based solely on 
published literature that does not cite a specific innovator product)

21 CFR 314.50(i)(1)(i)(A)(1):  The patent information has not been submitted to 
FDA. (Paragraph I certification)
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21 CFR 314.50(i)(1)(i)(A)(2):  The patent has expired. (Paragraph II certification)

Patent number(s):  

21 CFR 314.50(i)(1)(i)(A)(3):  The date on which the patent will expire. (Paragraph 
III certification)

Patent number(s):  Expiry date(s):

21 CFR 314.50(i)(1)(i)(A)(4):  The patent is invalid, unenforceable, or will not be 
infringed by the manufacture, use, or sale of the drug product for which the 
application is submitted. (Paragraph IV certification). If Paragraph IV certification 
was submitted, proceed to question #15.  

21 CFR 314.50(i)(3):  Statement that applicant has a licensing agreement with the 
NDA holder/patent owner (must also submit certification under 21 CFR 
314.50(i)(1)(i)(A)(4) above). If the applicant has a licensing agreement with the
NDA holder/patent owner, proceed to question #15.

21 CFR 314.50(i)(1)(ii):  No relevant patents.
  

21 CFR 314.50(i)(1)(iii):  The patent on the listed drug is a method of use patent 
and the labeling for the drug product for which the applicant is seeking approval 
does not include any indications that are covered by the use patent as described in 
the corresponding use code in the Orange Book.  Applicant must provide a 
statement that the method of use patent does not claim any of the proposed 
indications. (Section viii statement)

Patent number(s):  
Method(s) of Use/Code(s):

15) Complete the following checklist ONLY for applications containing Paragraph IV 
certification and/or applications in which the applicant and patent holder have a licensing 
agreement:

(a) Patent number(s):  
(b) Did the applicant submit a signed certification stating that the NDA holder and patent 

owner(s) were notified that this b(2) application was filed [21 CFR 314.52(b)]?
                                                                                       YES       NO

If “NO”, please contact the applicant and request the signed certification.

(c) Did the applicant submit documentation showing that the NDA holder and patent 
owner(s) received the notification [21 CFR 314.52(e)]? This is generally provided in the 
form of a registered mail receipt. 

                                                                                       YES       NO
If “NO”, please contact the applicant and request the documentation.
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(d) What is/are the date(s) on the registered mail receipt(s) (i.e., the date(s) the NDA holder 
and patent owner(s) received notification):

Date(s):

Note, the date(s) entered should be the date the notification occurred (i.e., delivery 
date(s)), not the date of the submission in which proof of notification was provided

(e) Has the applicant been sued for patent infringement within 45-days of receipt of the 
notification listed above?

Note that you may need to call the applicant (after 45 days of receipt of the notification)
to verify this information UNLESS the applicant provided a written statement from the 
notified patent owner(s) that it consents to an immediate effective date of approval.

YES NO Patent owner(s) consent(s) to an immediate effective date of 
approval

Reference ID: 3638358



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

RUSSELL FORTNEY
10/02/2014

Reference ID: 3638358



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 7, 2014

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

Application Type and Number: NDA 205108 

Product Name and Strength: Sotylize (sotalol hydrochloride) oral solution

5 mg/mL

Product Type: Single Ingredient

Rx or OTC: Rx

Applicant/Sponsor Name: Arbor Pharmaceuticals, LLC.

Submission Date: December 23, 2013

OSE RCM #: 2013-2866

DMEPA Primary Reviewer: Jean Olumba, MD, PharmD

DMEPA Acting Team Leader: Lisa Khosla, PharmD, MHA

Reference ID: 3486477





3. OVERALL ASSESSMENT OF THE MATERIALS REVIEWED

Upon review of the proposed labels and labeling, we note that the net quantity is too close to 

the NDC  number which may lead to misinterpreting the net quantity as part of the NDC.  We 

also note that the storage information is presented in two different formats which may lead to

confusion. Furthermore, we note that the established name  

which may not be understood by all users. Thus, we provide recommendations in section 4 to 

mitigate confusion and promote the safe use of this product.

4. CONCLUSION & RECOMMENDATIONS

DMEPA concludes that the proposed labels and labeling can be improved to promote the safe 

use of the product and to mitigate any confusion.

4.1   RECOMMENDATIONS FOR THE APPLICANT

Based on this review, DMEPA recommends the following be implemented prior to approval of 

this NDA: 

A. Container label

1. Relocate the net quantity statement to the bottom of the principle display panel 
away from the NDC to avoid confusion with the NDC number

2. Revise the storage statement on the side panel to correspond to the storage condition 

statement in the package insert labeling.

3. Revise the presentation of the established name to ‘sotalol hydrochloride’. As 
currently presented,  may not be understood by all users.

If you have further questions or need clarifications, please contact Karen Bengtson, OSE project 
manager, at 301-796-333

Reference ID: 3486477

(b) (4)

(b) (4)









APPENDIX D. PREVIOUS DMEPA REVIEWS
D.1 Methods

We searched the L: Drive on March 12, 2014 using the terms, “sotalol hydrochloride”, to 

identify reviews previously performed by DMEPA.  

D.2 Results
The search yielded one DMEPA Proprietary Name Review ‘Sotocor’ completed September 08, 

20091. However, this review is in regards to the injectable dosage form and not the current oral 

solution dosage form that is currently under review.

APPENDIX E: REGULATORY HISTORY

Betapace (sotalol hydrochloride) tablets   were approved October 30, 1992 under NDA 019865, 

and available as 80 mg, 120 mg, 160 mg, 240 mg, and 320 mg . Thereafter, sotalol 

hydrochloride tablets became available in the market as generics by several manufacturers.

The proposed product will be the first oral solution formulation and will be available in 250 mL 

and 480 mL bottles.

APPENDIX G. CONTAINER LABEL, CARTON LABELING, INSTRUCTIONS FOR USE, MEDICATION 
GUIDE
G.1 List of Label and Labeling Reviewed

We reviewed the following Sotylize labels and labeling submitted by Arbor Pharmaceutical LLC.

on December 23, 2013.

 Container Label

 Package Insert Labeling (no image)

                                                          
1 Holmes, L.  Proprietary Name Review: 2009-1350 Sotocor(sotalol HCL)Injection Proprietary 
Name Review.doc (NDA 22-306), Silver Spring (MD): Food and Drug Administration, Center for 
Drug Research and Evaluation, Office of Surveillance and Epidemiology, Division of Medication 
Error Prevention and Analysis; 2009 September 8. 19 p. Report No.: RCM 2009-1350.
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Drug/Biologic
Possible combination based on cross-labeling of separate 

products
Other (drug/device/biological product)
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Clinical Pharmacology Reviewer:

TL:

Biopharmaceutics Reviewer: Sandra Suarez Y

TL: Angelica Dorantes

Product Quality (CMC) Reviewer: Sherita McLamore-Hines

TL: Kasturi Srinivasachar Y

Quality Microbiology Reviewer: Stephen Langille

TL: Bryan Riley

CMC Labeling Review Reviewer:

TL:

Facility Review/Inspection Reviewer: Vibhakar Shah

TL:

OSE/DMEPA (proprietary name) Reviewer: Jean Olumba

TL: Lisa Khosla

OSE/DRISK (REMS) Reviewer:

TL:

OC/OSI/DSC/PMSB (REMS) Reviewer:

TL:

Reference ID: 3458529





Version: 2/7/2014 14

If no, explain: 

 Advisory Committee Meeting needed? 

Comments: 

If no, for an NME NDA or original BLA , include the 
reason.  For example:

o this drug/biologic is not the first in its class
o the clinical study design was acceptable
o the application did not raise significant safety 

or efficacy issues
o the application did not raise significant public 

health questions on the role of the 
drug/biologic in the diagnosis, cure, 
mitigation, treatment or prevention of a 
disease

  YES
Date if known: 

  NO
  To be determined

Reason: This is an alternate 
formulation for a drug that has been 
approved for many years.

 Abuse Liability/Potential

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

 If the application is affected by the AIP, has the 
division made a recommendation regarding whether 
or not an exception to the AIP should be granted to 
permit review based on medical necessity or public 
health significance? 

Comments: 

  Not Applicable
  YES
  NO

MICROBIOLOGY

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CLINICAL PHARMACOLOGY

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

BIOSTATISTICS

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

Reference ID: 3458529







---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

RUSSELL FORTNEY
02/21/2014

Reference ID: 3458529




