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DPA-TR17-146 
 

 
Drug Substance, S.4.2.01-02: 
 
% Assay: 

 
Assay i.d.s. of copanlisib 

dihydrochloride 
Average Assay i.d.s. of 

copanlisib dihydrochloride 
Limits 

Sample 1 % 
% 

%, 
PASS Sample 2 % 

 
% Impurity: 

 

 
RT RRT Impurity Name 

% 
Impurity 

Average % 
Impurity 

Limits 

Sample 1 % % 
LT % 

not reporting 

NMT %, 
PASS 

Sample 2 % 

 
No other impurities were detected above the % reporting limit. 

 
Sum of all organic impurities  %, NMT %, PASS. 
 

 
Drug Product, P.5.2.01-01: 

 
 Assay:  

Copanlisib Sample 1 Sample 2 Average Limits 
mg/bottle Between PASS 

 
Degradation product: 

Components Degradation product Limits 

% NMT %, PASS 

% NMT %, PASS 
% NMT %, PASS 
% NMT %, PASS 

Sum of all  Degradation products % NMT %, PASS 
Reporting Limit = % 

    NMT: Not More Than 
 

Peak Identification for Copanlisib by HPLC-UV: 
The UV spectra of the copanlisib peak from the sample preparation compared well with the UV 
spectra of the respective standard in the resolution standard solution. 

(b) (4)
(b) (4)

(b) (4) (b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)(b) 
(4)

(b) (4) (b) (4)

(b) (4) (b) (4) (b) (4)

(b) (4)

(b) (4)
(b) (4)

(b) (4)
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Public Health Service

Food and Drug Administration
Center for Drug Evaluation and Research

METHODS VERIFICATION REQUEST FORM

TO: CDER/OPQ/OTR/Division of Pharmaceutical Analysis 
Laura C. Pogue, Ph.D. 
laura.pogue@fda.hhs.gov, 314-539-2155
Michael Hadwiger, Ph.D. 
michael.hadwiger@hda.hhs.gov, 314-539-3811

FROM: Rajiv Agarwal, Drug Product Reviewer
Sharon Kelly, Drug Substance Reviewer
Sherita McLamore-Hines, CMC Lead
Office Name - ONDP
E-mail Address: Rajiv.Agarwal@fda.hhs.gov;   Sharon.Kelly@fda.hhs.gov
Phone:  301-796-1322 301-796-1686

     Through: Teshara Bouie
Teshara.Bouie@fda.hhs.gov
Phone: 301-796-1649

 

SUBJECT: Methods Verification Request

Application Number: NDA 209936  

Name of Product: ALIQOPA (copanlisib) Injection, 60 mg

Applicant: Bayer HealthCare Pharmaceuticals Inc.

Applicant’s Contact Person: Anita K Murthy, Pharm D., Deputy Director Oncology 2

Address: 100 Bayer Blvd, P.O Box 915, Whippany, NJ  07981-0915

Telephone: 862-404-5951 Email: anita.murthy@bayer.com 

Date NDA Received by CDER: 3/16/2017 Submission Classification/Chemical Class:  e.g. NME 

Date of Amendment(s) containing the MVP:      Special Handling Required: No 

DATE of Request:        DEA Class: N/A

Requested Completion Date:      Name of OTR Representative on Review Team:

User Fee Goal Date: 9/16/2017      

We request suitability evaluation of the proposed manufacturing controls/analytical methods as described in the subject application.  Please submit a letter to the applicant 
requesting the samples identified in the attached Methods Verification Request.  Upon receipt of the samples, perform the tests indicated in Item 3 of the attached Methods 
Verification Request as described in he A/NDA.  We request your report to be submitted in DARRTS promptly upon completion, but no later than 45 days from date of receipt of 
the required samples, laboratory safety information, equipment, components, etc.  We request that you notify the Methods Verification Requestor and the Methods Verification 
Project Manager of the date that the verifica ion process begins.  If the requested completion date cannot be met, please promptly notify the Methods Verification Requestor and 
the Methods Verification Project Manager.  
Upon completion of the requested evaluation, please assemble the necessary documentation (i.e., original work sheets, spectra, graphs, curves, calculations, conclusions, and 
accompanying Methods Verification Report Summary).  The Methods Verification Report Summary should include a statement of your conclusions as to the suitability of the 
proposed methodology for control and regulatory purposes and be electronically signed by the laboratory director or by someone designated by he director via DARRTS.  The 
CMC Reviewer, Methods Verification Project Manager, and CMC Lead/Branch Chief should be included as cc: recipients for this document.  
All information relative to this applica ion is to be held confidential as required by 21 CFR 314.430.

ATTACHMENT(S):  Methods Verification Request Sheet, A/NDA Methods Validation Package (if not available in the 
EDR).
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MVP Reference #
METHODS VERIFICATION REQUEST

NDA #
209936

   ITEM 1: SAMPLES AND ANY SPECIAL EQUIPMENT/REAGENTS BEING FORWARDED BY APPLICANT
ITEM QUANTITY CONTROL NO. OR OTHER IDENTIFICATION

               

      ITEM 2: Contents of Attached Methods Validation Package Volume/Page Number(s)

Statement of Composition of Finished Dosage Form(s) 3.2.P.1

Specifications/Methods for New Drug Substance(s) 3.2.S.4.1

Specifications/Methods for Finished Dosage Form(s) 3.2.P.5.1

Supporting Data for Accuracy, Specificity, etc. 3.2.P.5.3 (DP)

Applicant's Test Results on NDS and Dosage Forms 3.2.P.5.2 (DP)

Other:           

   ITEM 3: REQUESTED DETERMINATIONS 
          Perform following tests as directed in applicant's methods.  Conduct ASSAY in duplicate.

Method ID Method Title Volume/Page

MV Request 
Category 

(see 
attached)

Comments

P.5.2.01-01
Reversed-phase high performance liquid 
chromatography with UV-detection and 
external calibration.

  Page 8-20 0
Any unspecified degradation
product
Sum of all degradation products
Assay

S.4.2.01-02 High performance liquid 
chromatograph (HPLC) reversed 
phase method detection UV-range 
external standard method (ESTD)

Page 15-23   0   Impurities (4),
any unspecified impurity, 
sum of all organic impurities,
Assay

                         

                         

                         

(b) (4)
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Additional Comments:  

Methods Verification Request Criteria 

MV 
Request 

Category
Description

0 New Molecular Entity (NME) application, New Dosage Form or New 
Delivery System

1
Methods using new analytical technologies for pharmaceuticals which are 
not fully developed and/or accepted or in which the FDA laboratories 
lack adequate validation experience (e.g., NIR, Raman, imaging methods)

2

Critical analytical methods for certain drug delivery systems  (e.g., 
liposomal and microemulsion parenteral drug products, transdermal and 
implanted drug products, aerosol, nasal, and dry powder inhalation 
systems, modified release oral dosage formulations with novel release 
mechanisms)

3 Methods for biological and biochemical attributes (e.g., peptide mapping, 
enzyme-based assay, bioassay)

4
Certain methods for physical attributes critical to the performance of a 
drug (e.g., particle size distribution for drug substance and/or drug 
product)

5
Novel or complex chromatographic methods (e.g., specialized 
columns/stationary phases, new detectors/instrument set-up, 
fingerprinting method(s) for a complex drug substance, uncommon 
chromatographic method

6
Methods for which there are concerns with their adequacy (e.g., 
capability of resolving closely eluting peaks, limits of detection and/or 
quantitation)

7 Methods that are subject to a “for cause” reason




