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Memorandum  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
    PUBLIC HEALTH SERVICE 
    FOOD AND DRUG ADMINISTRATION 
    CENTER FOR DRUG EVALUATION AND RESEARCH 
  
 
Date: July 3, 2012 
 
From: Yichun Sun, Ph.D. 
 Review Chemist, ONDQA 
 Division of New Drug Quality Assessment II 
 ONDQA 
 
Through: Moo-Jhong Rhee, Ph.D. 
 Chief, Branch IV 
 Division of New Drug Quality Assessment II 
 ONDQA 
 
To: Memorandum to CMC Review #1 of NDA 201-922  
 
Subject: Recommendation of Approval  
 
The NDA was recommended for approval when the Memorandum to CMC review #1 
was written.  However, the dosage form presentation was changed from "Extended 
Release Capsules" to "Extended-Release Capsules" in the package insert and the 
carton/container labels in the amendment dated June 29, 2012.  
 
The change of the dosage form presentation is shown in the carton/container labels of 45 
mg minocycline hydrochloride Extended-Release Capsules, which are one of the five 
strengths (45 mg, 67.5 mg, 90 mg, 112.5 and 135 mg) of the Extended-Release Capsules 
(see the attached labels).  The change made to the presentation of the dosage form in the 
package insert and the carton/container labels is acceptable since it is in line with the 
convention of USP monograph titles.  Therefore, from the CMC perspective, the previous 
recommendation of approval for this NDA still stands. 
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Memorandum  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
    PUBLIC HEALTH SERVICE 
    FOOD AND DRUG ADMINISTRATION 
    CENTER FOR DRUG EVALUATION AND RESEARCH 
  
 
Date: January 31, 2012 
 
From: Yichun Sun, Ph.D. 
 Review Chemist, ONDQA 
 Premarketing Assessment Division II 
 ONDQA 
 
Through: Moo-Jhong Rhee, Ph.D. 
 Chief, Branch IV 
 Premarketing Assessment Division II 
 ONDQA 
 
To: CMC Review #1 of NDA 201-922  
 
Subject: Recommendation of Approval  
 
At the time when the CMC review #1 was written, there were three pending issues listed 
as follows: 
 

• Insufficient CMC information to assure the identity, strength, purity, and stability 
of the drug product as required by 21 CFR 314.25 (b)(1).   

 
• The overall acceptable recommendation of Establishment Evaluation was still 

pending.   
 

• There were issues on the label/labeling that need to be resolved.   
 
On September 28, 2011, Dr. Moo-Jhong Rhee, Branch Chief, DNDQA II/ONDQA, 
concluded that the CMC information as submitted is sufficient enough to meet the 
statutory requirements for the identity, strength, purity and stability of the drug product 
after re-examining the information and data submitted by the NDA applicant.  
Subsequently, Dr. Terrance Ocheltree, Director, DNDQA, concurred Dr. Rhee’s 
recommendation on September 30, 2011.  Therefore, only the issues of Establishment 
Evaluation and label/labeling had been pending. 
 
On December 9, 2011, the Office of Compliance gave an overall “Acceptable” 
recommendation for all the facilities involved in the manufacture and test of the drug 
substance and drug product (see the EER Summary Report in Attachment I). 
 
On January 18, 2012, the NDA applicant submitted an amendment providing the 
finalized mock up container and carton labels.  All the labels have the required 
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information.  Additionally, the applicant also agreed to all the CMC changes made to the 
package insert (see the finalized labeling and labels in Attachment II).   
 
Therefore, from the CMC perspective, this NDA is now recommended for approval.   
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Attachement II: 
 
Finalized Labeling and Labels 
 
1) Package Insert 

(a) “Highlights” Section 
 

These highlights do not include all the information needed to use Ximino safely 
and effectively. See full prescribing information for Ximino. 
XiminoTM (minocycline hydrochloride) extended release capsules, for oral use 
Initial U.S. Approval: 1971 

  
 -------------------DOSAGE FORMS AND STRENGTHS------------------- 

Extended release capsules: 45 mg, 67.5 mg, 90 mg, 112.5 mg, and 135 mg (3) 
 
 (b) “Full Prescribing Information” Section 
 

#3. Dosage Form and Strength 
 

• 45 mg extended release capsules: Opaque bluish green cap and opaque yellow 
body hard gelatin capsule with ‘RI18’ imprinted on both cap and body in black 
ink containing one yellow to grayish yellow colored film-coated, round tablet 
plain on both sides. 
 
• 67.5 mg extended-release capsules: Opaque bluish green cap and white body 
hard gelatin capsule imprinted with ‘RI92’ on both cap and body in black ink 
containing one yellow to grayish yellow colored film-coated, round tablet plain on 
both sides. 
 
• 90 mg extended-release capsules: Opaque light blue cap and body hard gelatin 
capsule with ‘RI19’ imprinted on both cap and body in black ink containing two 
yellow to grayish yellow colored film-coated, round tablets plain on both sides. 
 
• 112.5 mg extended-release capsules: Opaque light blue cap and white body 
hard gelatin capsule imprinted with ‘RI93’ on both cap and body in black ink 
containing two yellow to grayish yellow colored film-coated, round tablets 
debossed with ‘X’ on one side and plain on the other side. 
 
• 135 mg extended-release capsules: Opaque bluish green cap and opaque light 
blue body hard gelatin capsule with ‘RI20’ imprinted on both cap and body in 
black ink containing three yellow to grayish yellow colored film-coated, round 
tablets plain on both sides. 
 
#11. Description 

 
The active ingredient in Ximino extended release capsules is minocycline 
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hydrochloride, a semi synthetic derivative of tetracycline. Ximino is a 
tetracycline-class drug. Ximino is known chemically as [4S-(4α,4aα,5aα,12aα)]-
4,7-Bis(dimethylamino)-1,4,4a,5,5a,6,11,12a-octahydro-3,10,12,12a-
tetrahydroxy-1,11-dioxo-2-naphthacenecarboxamide mono hydrochloride. The 
structural formula is represented below: 

 

   

Minocycline hydrochloride, USP is a yellow crystalline powder, sparingly soluble 
in water, soluble in solutions of alkali hydroxides and carbonates, slightly soluble 
in alcohol, practically insoluble in chloroform and in ether. 
Ximino (minocycline hydrochloride) extended release capsules for oral 
administration contain minocycline hydrochloride, USP equivalent to 45 mg, 67.5 
mg, 90 mg, 112.5 mg, or 135 mg of minocycline. The extended release capsules 
contain the following inactive ingredients: colloidal silicon dioxide, D&C Yellow 
#10 (in 45 mg strength), FD&C Blue #1, FD&C Yellow #6 (in 45 mg, 67.5 mg, 
and 135 mg strength), gelatin, hypromellose, lactose monohydrate, magnesium 
stearate, sodium lauryl sulfate, and titanium dioxide. 
The 45 mg, 67.5 mg, 90 mg, 112.5 mg, and 135 mg capsules also contain Opadry 
Clear which contains hypromellose, polyethylene glycol 400, polyethylene glycol 
6000, and talc. 
Ximino extended release capsules also contain black ink which contains black 
iron oxide, potassium hydroxide, propylene glycol, and shellac. 
 
#16. How Supplied/Storage and Handling 

 
How Supplied: 
Ximino (minocycline hydrochloride) extended release capsules are hard-gelatin 
capsules containing minocycline hydrochloride, USP equivalent to 45 mg, 67.5 
mg, 90 mg, 112.5 mg or 135 mg minocycline. The extended release capsules are 
supplied as follows: 
 
Ximino (minocycline hydrochloride) extended release capsules 45 mg: 
Opaque bluish green cap and opaque yellow body hard gelatin capsule with 
‘RI18’ imprinted on both cap and body in black ink containing one yellow to 
grayish yellow colored film-coated, round tablet plain on both sides and are 
supplied as follows: 
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NDC 10631-330-30 Bottle of 30 
NDC 10631-330-05 Bottle of 500 
NDC 10631-330-69 Blister pack of 10 
 
Ximino (minocycline hydrochloride) extended release capsules 67.5 mg: 
Opaque bluish green cap and white body hard gelatin capsule imprinted with 
‘RI92’ on both cap and body in black ink containing one yellow to grayish yellow 
colored film-coated, round tablet plain on both sides and are supplied as follows: 
 
NDC 10631-230-30 Bottle of 30 
NDC 10631-230-05 Bottle of 500 
NDC 10631-230-69 Blister pack of 10 
 
Ximino (minocycline hydrochloride) extended release capsules 90 mg: 
Opaque light blue cap and body hard gelatin capsule with ‘RI19’ imprinted on 
both cap and body in black ink containing two yellow to grayish yellow colored 
film-coated, round tablets plain on both sides and are supplied as follows: 
 
NDC 10631-331-30 Bottle of 30 
NDC 10631-331-05 Bottle of 500 
NDC 10631-331-69 Blister pack of 10 
 
Ximino (minocycline hydrochloride) extended release capsules 112.5 mg: 
Opaque light blue cap and white body hard gelatin capsule imprinted with ‘RI93’ 
on both cap and body in black ink containing two yellow to grayish yellow 
colored film-coated, round tablets debossed with ‘X’ on one side and plain on the 
other side and are supplied as follows: 
 
NDC 10631-231-30 Bottle of 30 
NDC 10631-231-05 Bottle of 500 
NDC 10631-231-69 Blister pack of 10 
 
Ximino (minocycline hydrochloride) extended release capsules 135 mg: 
Opaque bluish green cap and opaque light blue body hard gelatin capsule with 
‘RI20’ imprinted on both cap and body in black ink containing three yellow to 
grayish yellow colored film-coated, round tablets plain on both sides and are 
supplied as follows: 
 
NDC 10631-332-30 Bottle of 30 
NDC 10631-332-05 Bottle of 500 
NDC 10631-332-69 Blister pack of 10 
 
Storage:  
Store at 20ºC - 25ºC (68ºF - 77ºF); excursions are permitted to 15ºC - 30ºC (59ºF 
- 86ºF) [See USP Controlled Room Temperature]. 
 

Reference ID: 3079939



 9

Handling: 
Protect from light, moisture, and excessive heat. 
Dispense in tight, light-resistant container with child-resistant closure. 

 
2) Container/Carton Labels 
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Memorandum  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
    PUBLIC HEALTH SERVICE 
    FOOD AND DRUG ADMINISTRATION 
    CENTER FOR DRUG EVALUATION AND RESEARCH 
  
 
Date: January 20, 2012 
 
From: Yichun Sun, Ph.D. 
 Review Chemist, ONDQA 
 Premarketing Assessment Division II 
 ONDQA 
 
Through: Moo-Jhong Rhee, Ph.D. 
 Chief, Branch IV 
 Premarketing Assessment Division II 
 ONDQA 
 
To: CMC Review #1 of NDA 201-922  
 
Subject: Evaluation of the Involvement of AIP Facilities in Providing Data 
Submitted in NDA 201-922 
 
I. Background: 
Concerns of potential invocation of Application Integrity Policy (AIP) on the NDA 
submission were raised because two of the applicant’s facilities (Dewas and Paonta Sahib 
located in India) are on the AIP list.  On December 14, 2011, an IR letter with the 
following information requests was sent to ask the applicant to clarify if the AIP sites 
were involved in providing data for the NDA submission: 
 

1. Provide a tabulated list of the manufacture and test sites of the drug substance, 
drug product, and reference standards used in or as the development, pivotal, and 
registration batches of the drug product with inclusion of pertinent batch numbers 
and manufacture or test dates. 

 
2. If any material was manufactured or provided from or tested by Ranbaxy 

Laboratories Limited’s Paonta Sahib or Dewas facilities located in India describe 
how that material was used in sufficient detail to understand the connection to 
NDA 201922. For example, "This standard was used to analyze drug substance 
Batch ABC which was used to produce drug product Batch XYZ. Drug product 
Batch XYZ was used for dissolution method development." 

 
The amendment responding to the IR letter was received on December 27, 2011.  The 
information provided in the amendment has been reviewed and the findings of the 
involvement of the AIP sites in the NDA submission are summarized as follows: 
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MEMORANDUM 
 
 
Date:  September 30, 2011 
 
To: NDA 201-922 
 
From: Terrance Ocheltree, Ph.D., R. Ph. 

Director 
Division of New Drug Quality Assessment II 
ONDQA 

 
Subject: ONDQA Final recommendation for NDA 201-922, Ximino™ (minocycline) extended 
release capsule. 
 
 
I have reviewed Dr. Moo-Jhong Rhee’s conclusion regarding suitability and method validation of 
the HPLC methods for NDA 201922 (see Memo in DARRTS dated September 28, 2011) and 
discussed this topic with both Dr. Rhee and Dr. Yichun Sun.  While the methods and method 
validations for Identity, Assay, and Purity (impurities) are not ideal, as identified and discussed by 
Dr. Sun, the risk that these will negatively impact the overall quality of the product or patient 
safety is minimal.  I further concur with Dr. Rhee’s recommendation to submit the methods to 
DPA via the ONDQA Method Validation Program for further evaluation.   
 
Therefore, I concur that the ONDQA recommendation for this application is a Complete Response 
based on the following two pending issues: 

• Lack of an “Acceptable” recommendation from the Office of Compliance 
• Unresolved label/labeling issues. 

 
related post marketing commitments. 
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Memorandum 
 
Date:  September 28, 2011 
From:  Moo-Jhong Rhee, Ph.D. 
  Branch Chief, DNDQA II/ONDQA 
To:  NDA 201-922  
Subject:  Final Recommendation for NDA 201-922  
 
Background: 
 
Ranbaxy Laboratories, LTD has proposed a new dosage form in this 505(b)(2) application for 
extended release capsules, containing 45, 67.5, 90, 112.5, and 135 mg of minocycline 
hydrochloride with reference to the RLD product, Solodyn extended release tablets.  
 
The antibiotic drug products containing minocycline hydrochloride have been on the market for 
more than two decades with various dosage forms, ranging from oral capsules to injection.  This 
is the first application for an extended release capsules. 
 
Issues: 
 
The primary CMC reviewer, Yichun Sun, Ph.D., completed his review of application NDA 201-
922, on October 2, 2011with a final recommendation of “Not Approval”.  The recommendation is 
based on the following reasons: 
 

1. The application has not provided adequate information to assure the identity, strength, 
and purity of the drug product.  

 
This conclusion was based on the evaluation of the analytical methods described in the 
application for the identity, “assay” for the strength, and “assay” for the purity with 
regard to the related substances. 
 

2. The Office of Compliance has not issued an overall recommendation of “Acceptable” for 
the facilities involved in manufacturing and testing the drug products described in this 
application. 

 
3. Label/labeling issues have not been satisfactorily resolved. 

 
Purpose: 
 
This memorandum is to re-evaluate the analytical methods as to whether the deficiencies noted by 
the primary reviewer are significant enough to enforce the statutory requirements, FD&C Act 
505(d)(3), which states,  
 

“..the methods used in, and the facilities and controls used for, the manufacture, processing, 
and packing of such drug are inadequate to preserve its identity, strength, quality, and 
purity;… he shall issue an order refusing to approve the application. 

 
Analytical methods: 
 

1. HPLC method for the identity test 
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In his review on p.117, Dr. Sun indicated that, “The identity of the drug substance can 
NOT be reasonably assured by the HPLC method because the retention time of the major 
peak in the HPLC chromatogram is not specific to minocycline hydrochloride.”  
 
According to the submitted data on August 10, 2011, the amount of these two impurities 
is controlled within  respectively. 
 

Related substances   Previous specification  Revised specification 

   *New impurities 

Ideally, the impurity peaks should be sufficiently separated from the drug 
substance peak as discussed by Dr. Sun; however, in my opinion, the contribution 
of these two impurities to the drug substance peak is negligible and do not 
compromise the ability to identify the drug substance in the drug product when 
compared to the reference standard. 
 
A second identity test utilizing an UV spectroscopic method is used to further 
assure the identity of the drug substance. Therefore, it is deemed extremely 
unlikely that the drug substance in the drug product is not properly identified and 
that the identity is compromised. 
 
Complementary assurance of the “identity” comes from the fact that, during the 
whole manufacturing process, the drug substance is checked for the identity as 
one of the routine incoming raw material controls before it is added to the 
formulation. 
 
Therefore, from a risk based approach, the identity of the drug substance in the 
drug product is deemed adequately assured. 
 

2. HPLC method of the assay for the strength test 
 

In his review on p. 123, Dr. Sun also indicated that because of the co-elution of the 
two impurities with the drug substance as mentioned above, that  
“..strength of the drug product can not be adequately assured by the drug product 
specification due to the co-elution issue of the HPLC method.” 

 
From the strict regulatory point of view, when the drug product is assayed by a 
chromatographic method, the chromatographic peak of the drug substance should be free 
from any interference from the impurities so that the amount determined by the peak truly 
represents the amount of the drug substance in the drug product. From that perspective, I 
agree with Dr. Sun’s assessment that the validity of the analytical method is questionable. 
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quality of the drug product are negligible as long as the calculated levels are within the 
approved acceptance criteria.  Therefore, it is reasonable to expect that the observed 
hump would not compromise the purity of the drug product.  However, to assure that the 
method is appropriate as described, I recommend that a Method Validation Consult Form 
be completed and this method be evaluated by the Office of Testing and Research, 
Division of Pharmaceutical Analysis (DPA) 
 
 

Conclusion and Recommendation: 
 
Dr. Sun conducted a thorough review of the CMC section of this NDA 201-922 and made a 
recommendation of “Not Approval” based on his critical evaluation of the information submitted. 
 
In my re-examination of the information and data, I respectively disagree with his conclusion on 
the inadequacy of the identity, strength, and purity of the drug product. My disagreement is not 
based on the quality of his analysis of the information, but rather it is based on an evaluation of 
how much risk is involved in the deviation from the typical approaches to evaluating the 
analytical methods and common practices within Branch IV. 
 
It is my conclusion that although the information submitted in the application may not be as ideal 
as the primary reviewer, Dr. Sun, had expected, the information as submitted is sufficient enough 
to meet the statutory requirements for the identity, strength, and purity of the drug product. 
 
Therefore, my recommendation for this application is a Complete Response based on the 
following two pending issues: 
 

1. Lack of an “Acceptable” recommendation from the Office of Compliance 
2. Unresolved label/labeling issues. 

 
Furthermore, I recommend that the analytical method for impurities be submitted to DPA for 
evaluation (this process will be done via ONDQA).  
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7. 

Are drug substance 
manufacturing sites identified 
on FDA Form 356h or 
associated continuation sheet?  
For each site, does the 
application list: 
• Name of facility, 
• Full address of facility 

including street, city, state, 
country  

• FEI number for facility (if 
previously registered with 
FDA) 

• Full name and title, telephone, 
fax number and email for on-
site contact person.  

• Is the manufacturing 
responsibility and function 
identified for each facility?, 
and 

• DMF number (if applicable) 

x   

8. 

Are drug product 
manufacturing sites are 
identified on FDA Form 356h 
or associated continuation 
sheet.  For each site, does the 
application list: 
• Name of facility, 
• Full address of facility 

including street, city, state, 
country  

• FEI number for facility (if 
previously registered with 
FDA) 

• Full name and title, telephone, 
fax number and email for on-
site contact person. 

• Is the manufacturing 
responsibility and function 
identified for each facility?, 
and 

• DMF number (if applicable) 

x   
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The application is fileable from CMC perspective.  The major CMC review issue with 
this NDA is drug substance DMF and testing plan, drug product specification, dissolution, 
and stability.   
 
The drug substance manufacturing site is located in   The drug product 
manufacturing site is located in India.  GMP inspection requests have been requested.   
 
The CMC review of this NDA is recommended to be a team-review.  Ray Frankewich is 
the primary CMC reviewer, and Houda Mahayni is the BioPharm reviewer. 
 
 

      Shulin Ding, Ph.D. 
      CMC Lead 
 
      Moo-Jhong Rhee, Ph.D. 
      Chief, Branch IV 
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