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EXCLUSIVITY SUMMARY

NDA # NDA 203049     SUPPL #          HFD #       

Trade Name   Argatroban 

Generic Name         

Applicant Name   Hikma Pharmaceuticals, Co. Ltd       

Approval Date, If Known   January 5, 2011       

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

1.  An exclusivity determination will be made for all original applications, and all efficacy 
supplements.  Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to 
one or more of the following questions about the submission. 

a)  Is it a 505(b)(1), 505(b)(2) or efficacy supplement? 
                                           YES  NO 

If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8 

 505(b)(2) 

c)  Did it require the review of clinical data other than to support a safety claim or change in 
labeling related to safety?  (If it required review only of bioavailability or bioequivalence 
data, answer "no.") 

    YES  NO 

If your answer is "no" because you believe the study is a bioavailability study and, therefore, 
not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your 
reasons for disagreeing with any arguments made by the applicant that the study was not 
simply a bioavailability study.     

If it is a supplement requiring the review of clinical data but it is not an effectiveness 
supplement, describe the change or claim that is supported by the clinical data:              

N/A

d)  Did the applicant request exclusivity? 
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   YES  NO 

If the answer to (d) is "yes," how many years of exclusivity did the applicant request? 

e) Has pediatric exclusivity been granted for this Active Moiety? 
   YES  NO 

      If the answer to the above question in YES, is this approval a result of the studies submitted in 
response to the Pediatric Written Request? 

            

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO 
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.

2.  Is this drug product or indication a DESI upgrade? 
     YES  NO 

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS 
ON PAGE 8 (even if a study was required for the upgrade).

PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES
(Answer either #1 or #2 as appropriate) 

1.  Single active ingredient product.

Has FDA previously approved under section 505 of the Act any drug product containing the same 
active moiety as the drug under consideration?  Answer "yes" if the active moiety (including other 
esterified forms, salts, complexes, chelates or clathrates) has been previously approved, but this 
particular form of the active moiety, e.g., this particular ester or salt (including salts with hydrogen 
or coordination bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate) 
has not been approved.  Answer "no" if the compound requires metabolic conversion (other than 
deesterification of an esterified form of the drug) to produce an already approved active moiety. 

                           YES  NO 

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s).

NDA#             
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NDA#             

NDA#             

2.  Combination product.

If the product contains more than one active moiety(as defined in Part II, #1), has FDA previously 
approved an application under section 505 containing any one of the active moieties in the drug 
product?  If, for example, the combination contains one never-before-approved active moiety and 
one previously approved active moiety, answer "yes."  (An active moiety that is marketed under an 
OTC monograph, but that was never approved under an NDA, is considered not previously 
approved.)

   YES  NO 

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s).

NDA#             

NDA#             

NDA#             

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO THE 
SIGNATURE BLOCKS ON PAGE 8.  (Caution: The questions in part II of the summary should 
only be answered “NO” for original approvals of new molecular entities.)  
IF “YES,” GO TO PART III. 

PART III THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain "reports of new 
clinical investigations (other than bioavailability studies) essential to the approval of the application 
and conducted or sponsored by the applicant."  This section should be completed only if the answer 
to PART II, Question 1 or 2 was "yes."

1.  Does the application contain reports of clinical investigations?  (The Agency interprets "clinical 
investigations" to mean investigations conducted on humans other than bioavailability studies.)  If 
the application contains clinical investigations only by virtue of a right of reference to clinical 
investigations in another application, answer "yes," then skip to question 3(a).  If the answer to 3(a) 
is "yes" for any investigation referred to in another application, do not complete remainder of 
summary for that investigation.  

   YES  NO 
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IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

2.  A clinical investigation is "essential to the approval" if the Agency could not have approved the 
application or supplement without relying on that investigation.  Thus, the investigation is not 
essential to the approval if 1) no clinical investigation is necessary to support the supplement or 
application in light of previously approved applications (i.e., information other than clinical trials, 
such as bioavailability data, would be sufficient to provide a basis for approval as an ANDA or 
505(b)(2) application because of what is already known about a previously approved product), or 2) 
there are published reports of studies (other than those conducted or sponsored by the applicant) or 
other publicly available data that independently would have been sufficient to support approval of 
the application, without reference to the clinical investigation submitted in the application. 

(a) In light of previously approved applications, is a clinical investigation (either conducted 
by the applicant or available from some other source, including the published literature) 
necessary to support approval of the application or supplement? 

   YES  NO 

If "no," state the basis for your conclusion that a clinical trial is not necessary for approval 
AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8: 

(b) Did the applicant submit a list of published studies relevant to the safety and 
effectiveness of this drug product and a statement that the publicly available data would not 
independently support approval of the application? 

   YES  NO 

(1) If the answer to 2(b) is "yes," do you personally know of any reason to disagree 
with the applicant's conclusion?  If not applicable, answer NO. 

     YES  NO 

     If yes, explain:                                      

                                                              

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted or 
sponsored by the applicant or other publicly available data that  could independently 
demonstrate the safety and effectiveness of this drug product?  

   YES  NO 

     If yes, explain:
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(c) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical 
investigations submitted in the application that are essential to the approval: 

Studies comparing two products with the same ingredient(s) are considered to be bioavailability 
studies for the purpose of this section.

3.  In addition to being essential, investigations must be "new" to support exclusivity.  The agency 
interprets "new clinical investigation" to mean an investigation that 1) has not been relied on by the 
agency to demonstrate the effectiveness of a previously approved drug for any indication and 2) does 
not duplicate the results of another investigation that was relied on by the agency to demonstrate the 
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the 
agency considers to have been demonstrated in an already approved application.   

a) For each investigation identified as "essential to the approval," has the investigation been 
relied on by the agency to demonstrate the effectiveness of a previously approved drug 
product?  (If the investigation was relied on only to support the safety of a previously 
approved drug, answer "no.") 

Investigation #1         YES  NO 

Investigation #2         YES  NO 

If you have answered "yes" for one or more investigations, identify each such investigation 
and the NDA in which each was relied upon: 

b) For each investigation identified as "essential to the approval", does the investigation 
duplicate the results of another investigation that was relied on by the agency to support the 
effectiveness of a previously approved drug product? 

Investigation #1      YES  NO 

Investigation #2      YES  NO 

If you have answered "yes" for one or more investigation, identify the NDA in which a 
similar investigation was relied on: 
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c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application 
or supplement that is essential to the approval (i.e., the investigations listed in #2(c), less any 
that are not "new"): 

       

4.  To be eligible for exclusivity, a new investigation that is essential to approval must also have 
been conducted or sponsored by the applicant.  An investigation was "conducted or sponsored by" 
the applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of 
the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor 
in interest) provided substantial support for the study.  Ordinarily, substantial support will mean 
providing 50 percent or more of the cost of the study. 

a) For each investigation identified in response to question 3(c): if the investigation was 
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor? 

Investigation #1   ! 
     ! 

 IND #        YES   !  NO       
      !  Explain:   
                                 

Investigation #2   ! 
!

 IND #        YES    !  NO  
      !  Explain:  
                                      
         

(b) For each investigation not carried out under an IND or for which the applicant was not 
identified as the sponsor, did the applicant certify that it or the applicant's predecessor in 
interest provided substantial support for the study? 

Investigation #1   ! 
!

YES      !  NO  
Explain:    !  Explain:  
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 Investigation #2   ! 
!

YES       !  NO  
Explain:    !  Explain:  

              
         

(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that 
the applicant should not be credited with having "conducted or sponsored" the study?  
(Purchased studies may not be used as the basis for exclusivity.  However, if all rights to the 
drug are purchased (not just studies on the drug), the applicant may be considered to have 
sponsored or conducted the studies sponsored or conducted by its predecessor in interest.) 

  YES  NO 

If yes, explain:

=================================================================

Name of person completing form:  Lara Akinsanya, M.S.                     
Title:  Regulatory Project Manager 
Date:        

Name of Office/Division Director signing form:  Ann T. Farrell 
Title:  Division Director 

Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05 
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NDA 203-049 
Argatroban Injection 

Financial Disclosure Review 

Financial Disclosure is not needed for this application because no clinical efficacy or 
safety data were submitted in this NDA.
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• [505(b)(2) applications]  For each paragraph IV certification, based on the 
questions below, determine whether a 30-month stay of approval is in effect due 
to patent infringement litigation.   

Answer the following questions for each paragraph IV certification: 

(1) Have 45 days passed since the patent owner’s receipt of the applicant’s 
notice of certification? 

(Note:  The date that the patent owner received the applicant’s notice of 
certification can be determined by checking the application.  The applicant 
is required to amend its 505(b)(2) application to include documentation of 
this date (e.g., copy of return receipt or letter from recipient 
acknowledging its receipt of the notice) (see 21 CFR 314.52(e))). 

If “Yes,” skip to question (4) below.  If “No,” continue with question (2). 

(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee) 
submitted a written waiver of its right to file a legal action for patent 
infringement after receiving the applicant’s notice of certification, as 
provided for by 21 CFR 314.107(f)(3)? 

If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip the rest of the patent questions.   

If “No,” continue with question (3). 

(3) Has the patent owner, its representative, or the exclusive patent licensee 
filed a lawsuit for patent infringement against the applicant?  

(Note:  This can be determined by confirming whether the Division has 
received a written notice from the (b)(2) applicant (or the patent owner or 
its representative) stating that a legal action was filed within 45 days of 
receipt of its notice of certification.  The applicant is required to notify the 
Division in writing whenever an action has been filed within this 45-day 
period (see 21 CFR 314.107(f)(2))). 

If “No,” the patent owner (or NDA holder, if it is an exclusive patent licensee) 
has until the expiration of the 45-day period described in question (1) to waive 
its right to bring a patent infringement action or to bring such an action.  After 
the 45-day period expires, continue with question (4) below.    

(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee) 
submit a written waiver of its right to file a legal action for patent 
infringement within the 45-day period described in question (1), as 
provided for by 21 CFR 314.107(f)(3)? 

If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip to the next section below (Summary Reviews).   

If “No,” continue with question (5). 

Yes        No         

Yes        No

Yes        No

Yes        No

Reference ID: 3067502













NDA/BLA # 
Page 10 

Version:  10/28/11 

Appendix to Action Package Checklist 

An NDA or NDA supplemental application is likely to be a 505(b)(2) application if: 
(1) It relies on published literature to meet any of the approval requirements, and the applicant does not have a written 

right of reference to the underlying data.   If published literature is cited in the NDA but is not necessary for 
approval, the inclusion of such literature will not, in itself, make the application a 505(b)(2) application. 

(2) Or it relies for approval on the Agency's previous findings of safety and efficacy for a listed drug product and the 
applicant does not own or have right to reference the data supporting that approval. 

(3) Or it relies on what is "generally known" or "scientifically accepted" about a class of products to support the 
safety or effectiveness of the particular drug for which the applicant is seeking approval.  (Note, however, that this 
does not mean any reference to general information or knowledge (e.g., about disease etiology, support for 
particular endpoints, methods of analysis) causes the application to be a 505(b)(2) application.) 

Types of products for which 505(b)(2) applications are likely to be submitted include: fixed-dose combination drug 
products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC monograph deviations(see 21 CFR 
330.11); new dosage forms; new indications; and, new salts.  

An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA was a (b)(1) or a (b)(2). 

An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the information needed to support the 
approval of the change proposed in the supplement.  For example, if the supplemental application is for a new indication, 
the supplement is a 505(b)(1) if: 

(1) The applicant has conducted its own studies to support the new indication (or otherwise owns or has right of 
reference to the data/studies). 

(2) And no additional information beyond what is included in the supplement or was embodied in the finding of 
safety and effectiveness for the original application or previously approved supplements is needed to support the 
change.  For example, this would likely be the case with respect to safety considerations if the dose(s) was/were 
the same as (or lower than) the original application. 

(3) And all other “criteria” are met (e.g., the applicant owns or has right of reference to the data relied upon for 
approval of the supplement, the application does not rely for approval on published literature based on data to 
which the applicant does not have a right of reference). 

An efficacy supplement is a 505(b)(2) supplement if: 
(1) Approval of the change proposed in the supplemental application would require data beyond that needed to 

support our previous finding of safety and efficacy in the approval of the original application (or earlier 
supplement), and the applicant has not conducted all of its own studies for approval of the change, or obtained a 
right to reference studies it does not own.   For example, if the change were for a new indication AND a higher 
dose, we would likely require clinical efficacy data and preclinical safety data to approve the higher dose.  If the 
applicant provided the effectiveness data, but had to rely on a different listed drug, or a new aspect of a previously 
cited listed drug, to support the safety of the new dose, the supplement would be a 505(b)(2).  

(2) Or the applicant relies for approval of the supplement on published literature that is based on data that the 
applicant does not own or have a right to reference.  If published literature is cited in the supplement but is not 
necessary for approval, the inclusion of such literature will not, in itself, make the supplement a 505(b)(2) 
supplement.

(3) Or the applicant is relying upon any data they do not own or to which they do not have right of reference.  

If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, consult with your ODE’s 
ADRA.
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INFORMATION PROVIDED VIA RELIANCE  
(LISTED DRUG OR LITERATURE) 

2) List the information essential to the approval of the proposed drug that is provided by reliance 
on our previous finding of safety and efficacy for a listed drug or by reliance on published 
literature. (If not clearly identified by the applicant, this information can usually be derived 
from annotated labeling.)

Source of information* (e.g., 
published literature, name of 
referenced product)

Information provided (e.g., 
pharmacokinetic data, or specific 
sections of labeling)

NDA 20-883 (Argatroban
Injection [Pfizer Inc.]) 

Clinical findings of safety and 
efficacy; findings from animal 
studies for reproductive toxicity 
and mutagenesis 

Published literature Safety findings

 *each source of information should be listed on separate rows 

3) Reliance on information regarding another product (whether a previously approved product 
or from published literature) must be scientifically appropriate.  An applicant needs to 
provide a scientific “bridge” to demonstrate the relationship of the referenced and proposed 
products.  Describe how the applicant bridged the proposed product to the referenced 
product(s).  (Example: BA/BE studies) 

In support of a waiver of in vivo bioequivalence (BE), the applicant conducted an in
vitro bridging study to assess in vitro equivalence of the anticoagulant 
pharmacodynamic (PD) activity between Hikma’s and Pfizer’s products. PD effects 
were measured by determining the activated partial thromboplastin time (aPTT), the 
prothrombin time (PT), and the thrombin time (TT) in pooled donor human plasma 
spiked with clinically relevant concentrations of Hikma’s or Pfizer’s argatroban 
product.

RELIANCE ON PUBLISHED LITERATURE 

4) (a) Regardless of whether the applicant has explicitly stated a reliance on published literature 
to support their application, is reliance on published literature necessary to support the 
approval of the proposed drug product (i.e., the application cannot be approved without the 
published literature)? 

                                                                                                                   YES        NO 
If “NO,” proceed to question #5. 

(b) Does any of the published literature necessary to support approval identify a specific (e.g., 
brand name) listed drug product?  

                                                                                                                   YES        NO 
If “NO”, proceed to question #5. 

If “YES”, list the listed drug(s) identified by name and answer question #4(c).

(c) Are the drug product(s) listed in (b) identified by the applicant as the listed drug(s)? 
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                                                                                                                   YES        NO 

RELIANCE ON LISTED DRUG(S) 

Reliance on published literature which identifies a specific approved (listed) drug constitutes 
reliance on that listed drug.  Please answer questions #5-9 accordingly. 

5) Regardless of whether the applicant has explicitly referenced the listed drug(s), does the 
application rely on the finding of safety and effectiveness for one or more listed drugs 
(approved drugs) to support the approval of the proposed drug product (i.e., the application 
cannot be approved without this reliance)?

If “NO,” proceed to question #10. 

6) Name of listed drug(s) relied upon, and the NDA/ANDA #(s).  Please indicate if the applicant 
explicitly identified the product as being relied upon (see note below):  

Name of Drug NDA/ANDA # Did applicant 
specify reliance on 
the product? (Y/N) 

Argatroban Injection 20-883 Y 

   

Applicants should specify reliance on the 356h, in the cover letter, and/or with their patent 
certification/statement.  If you believe there is reliance on a listed product that has not been 

explicitly identified as such by the applicant, please contact the (b)(2) review staff in the 
Immediate Office, Office of New Drugs. 

7) If this is a (b)(2) supplement to an original (b)(2) application, does the supplement rely upon 
the same listed drug(s) as the original (b)(2) application? 

                                                                                           N/A             YES        NO 
If this application is a (b)(2) supplement to an original (b)(1) application or not a supplemental 

application, answer “N/A”.
If “NO”, please contact the (b)(2) review staff in the Immediate Office, Office of New Drugs. 

8) Were any of the listed drug(s) relied upon for this application: 
a) Approved in a 505(b)(2) application? 

                                                                                                                   YES        NO 
If “YES”, please list which drug(s). 

Name of drug(s) approved in a 505(b)(2) application:       

b) Approved by the DESI process? 
                                                                                                                   YES        NO 

If “YES”, please list which drug(s). 
Name of drug(s) approved via the DESI process:       

                                                                                                                   YES        NO 
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potency and, where applicable, content uniformity, disintegration times, and/or dissolution 
rates. (21 CFR 320.1(c)).  

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

Hikma’s proposed drug product has the same active ingredient, dosage form, strength, 
route of administration, and conditions of use as Pfizer’s Argatroban Injection.

                                                                                                                   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? 
                                                                                                                   YES         NO 

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

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):

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):  Argatroban/5,214,052

                                           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) 

 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): 
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 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):  5,214,052
(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. 

(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): June 6, 2011

(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 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

NDA 203049 INFORMATION REQUEST 

CERTIFIED MAIL 
RETURN RECEIPT REQUESTED 

Hikma Pharmaceuticals Co. Ltd 
c/o Exela Pharma Sciences, LLC. 
Attention:  Jonathan Sterling 
Director of Quality, Regulatory & Product Development 
1325 William White Place 
Lenoir, NC  28645 

Dear Mr. Sterling: 

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Argatroban Injection, 100 mg/mL. 

FDA investigators have identified significant violations to the bioavailability and bioequivalence 
requirements of Title 21, Code of Federal Regulation, Part 320 in bioanalytical studies conducted 
by Cetero Research in Houston, Texas (Cetero).1  The pervasiveness and egregious nature of the 
violative practices by Cetero has led FDA to have significant concerns that the bioanalytical data 
generated at Cetero from April 1, 2005 to June 15, 2010, as part of studies submitted to FDA in 
New Drug Applications (NDA) and Supplemental New Drug Applications (sNDA) are 
unreliable.  FDA has reached this conclusion for three reasons:  (1) the widespread falsification 
of dates and times in laboratory records for subject sample extractions, (2) the apparent 
manipulation of equilibration or “prep” run samples to meet pre-determined acceptance criteria, 
and (3) lack of documentation regarding equilibration or “prep” runs that prevented Cetero and 
the Agency from determining the extent and impact of these violations.   

Serious questions remain about the validity of any data generated in studies by Cetero Research 
in Houston, Texas during this time period.  In view of these findings, FDA is informing holders 
of approved and pending NDAs of these issues. 

The impact of the data from these studies (which may include bioequivalence, bioavailability, 
drug-drug interaction, specific population, and others) cannot be assessed without knowing the 
details regarding the study and how the data in question were considered in the overall 
development and approval of your drug product.  At this time, the Office of New Drugs is 

                                                          
1 These violations include studies conducted by  
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searching available documentation to determine which NDAs are impacted by the above 
findings.

To further expedite this process, we ask that you inform us if you have submitted any studies 
conducted by Cetero Research in Houston, Texas during the time period of concern  
(April 1, 2005 to June 15, 2010). Please submit information on each of the studies, including 
supplement number (if appropriate), study name/protocol number, and date of submission.  With 
respect to those studies, you will need to do one of the following:  (a) re-assay samples if 
available and supported by stability data, (b) repeat the studies, or (c) provide a rationale if you 
feel that no further action is warranted.  

Please respond to this query within 30 days from the date of this letter. 

This information should be submitted as correspondence to your NDA. In addition, please 
provide a desk copy to: 

Office of New Drugs 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Bldg. 22, Room 6300 
Silver Spring, MD 20993-0002 

If you have any questions, call Janet Jamison, Regulatory Project Manager, at (301) 796-2313. 

Sincerely,

{See appended electronic signature page}

Ann T. Farrell, M.D.
Division Director
Division of Hematology Products  
Office of Hematology and Oncology Products  
Center for Drug Research and Evaluation 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

NDA 203049 
 FILING COMMUNICATION

Hikma Pharmaceuticals Co. Ltd 
c/o Exela Pharma Sciences, LLC. 
Attention: Jonathan Sterling 
Director of Quality, Regulatory & Product Development 
1325 William White Place 
Lenoir, NC  28645 

Dear Jonathan Sterling: 

Please refer to your New Drug Application (NDA) dated March 18, 2011, received March 28, 
2011, submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act, for 
Argatroban Injection, 100mg/mL. 

We also refer to your submission dated May 04, 2011. 

We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, in accordance with 21 CFR 314.101(a), this 
application is considered filed 60 days after the date we received your application.  The review 
classification for this application is Standard.  Therefore, the user fee goal date is  
January 28, 2012. 

We are reviewing your application according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, 
midcycle, team and wrap-up meetings).  Please be aware that the timelines described in the 
guidance are flexible and subject to change based on workload and other potential review issues 
(e.g., submission of amendments).  We will inform you of any necessary information requests or 
status updates following the milestone meetings or at other times, as needed, during the process.  
If major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing commitment requests by December 31, 2011. 

At this time, we are notifying you that, we have not identified any potential review issues.  
Please note that our filing review is only a preliminary evaluation of the application and is not 
indicative of deficiencies that may be identified during our review. 
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If you have any questions, call Lara Akinsanya, Regulatory Project Manager, at (301) 796-9634. 

Sincerely,

{See appended electronic signature page} 

Ann T. Farrell, M.D. 
Acting Division Director 
Division of Hematology Products 
Office of Oncology Drug Products 
Center for Drug Evaluation and Research
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NDA/BLA Number: 
203049 

Applicant: Hikma 
(Exela)

Stamp Date: 03/18/2011 

Drug Name: Argatroban  NDA/BLA Type: 
505(b)(2)

FDSWA150\NONECTD\N203049\S 001\2011-
03-18

On initial overview of the NDA/BLA application for filing: 

 Content Parameter Yes No N
A

Comment

FORMAT/ORGANIZATION/LEGIBILITY
1. Identify the general format 

that has been used for this 
application, e.g. electronic 
CTD.

X   
FDSWA150\NONECTD\N203049\S 001\20
11-03-18  
Modules submitted as PDF files.

2. On its face, is the clinical 
section organized in a manner 
to allow substantive review to 
begin? 

X    

3. Is the clinical section indexed 
(using a table of contents) and 
paginated in a manner to 
allow substantive review to 
begin?  

X    

4. For an electronic submission, 
is it possible to navigate the 
application in order to allow a 
substantive review to begin 
(e.g., are the bookmarks 
adequate)? 

  X PDF files 

5. Are all documents submitted 
in English or are English 
translations provided when 
necessary? 

X    

6. Is the clinical section legible 
so that substantive review can 
begin? 

X     

LABELING
7. Has the applicant submitted 

the design of the development 
package and draft labeling in 
electronic format consistent 
with current regulation, 
divisional, and Center 
policies? 

 X  The label has been requested in PLR format.  

SUMMARIES
8. Has the applicant submitted 

all the required discipline 
summaries (i.e., Module 2 
summaries)? 

X    

9. Has the applicant submitted 
the integrated summary of 
safety (ISS)? 

X   (Literature Review) 
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 Content Parameter Yes No N
A

Comment

10. Has the applicant submitted 
the integrated summary of 
efficacy (ISE)? 

  X  

11. Has the applicant submitted a 
benefit-risk analysis for the 
product? 

X    

12. Indicate if the Application is a 
505(b)(1) or a 505(b)(2).  If 
Application is a 505(b)(2) and 
if appropriate, what is the 
reference drug? 

X   Argatroban Injection (GSK; patent held by Encysive 
Pharmaceuticals) 

DOSE
13. If needed, has the applicant 

made an appropriate attempt 
to determine the correct 
dosage and schedule for this 
product (i.e., appropriately 
designed dose-ranging 
studies)? 
Study Number: 
      Study Title: 
    Sample Size:                        
                Arms: 
Location in submission: 

  X  

EFFICACY
14. Do there appear to be the 

requisite number of adequate 
and well-controlled studies in 
the application? 

Pivotal Study #1 
                                                
        Indication: 

Pivotal Study #2 
                                                
        Indication: 

  X 505(b)(2) 

15. Do all pivotal efficacy studies 
appear to be adequate and 
well-controlled within current 
divisional policies (or to the 
extent agreed to previously 
with the applicant by the 
Division) for approvability of 
this product based on 
proposed draft labeling? 

  X 505(b)(2) 

16. Do the endpoints in the   X 505(b)(2) 
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 Content Parameter Yes No N
A

Comment

pivotal studies conform to 
previous Agency 
commitments/agreements?  
Indicate if there were not 
previous Agency agreements 
regarding primary/secondary 
endpoints. 

17. Has the application submitted 
a rationale for assuming the 
applicability of foreign data to 
U.S. population/practice of 
medicine in the submission? 

  X 505(b)(2) 

SAFETY
18. Has the applicant presented 

the safety data in a manner 
consistent with Center 
guidelines and/or in a manner 
previously requested by the 
Division? 

  X 

505(b)(2) 

19. Has the applicant submitted 
adequate information to 
assess the arythmogenic 
potential of the product (e.g.,
QT interval studies, if 
needed)? 

  X 505(b)(2) 

20. Has the applicant presented a 
safety assessment based on all 
current worldwide knowledge 
regarding this product? 

  X 505(b)(2)

21. For chronically administered 
drugs, have an adequate 
number of patients (based on 
ICH guidelines for 
exposure[1]) been exposed at 
the dose (or dose range) 
believed to be efficacious? 

  X 505(b)(2)

22. For drugs not chronically 
administered (intermittent or 
short course), have the 
requisite number of patients 
been exposed as requested by 
the Division? 

  X 505(b)(2)

23. Has the applicant submitted 
the coding dictionary[2] used   X 505(b)(2)

                                                
[1] For chronically administered drugs, the ICH guidelines recommend 1500 patients overall, 300-600 patients for six 
months, and 100 patients for one year. These exposures MUST occur at the dose or dose range believed to be 
efficacious.
[2] The “coding dictionary” consists of a list of all investigator verbatim terms and the preferred terms to which they 
were mapped. It is most helpful if this comes in as a SAS transport file so that it can be sorted as needed; however, if 
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 Content Parameter Yes No N
A

Comment

for mapping investigator 
verbatim terms to preferred 
terms? 

24. Has the applicant adequately 
evaluated the safety issues 
that are known to occur with 
the drugs in the class to which 
the new drug belongs? 

  X 505(b)(2)

25. Have narrative summaries 
been submitted for all deaths 
and adverse dropouts (and 
serious adverse events if 
requested by the Division)? 

  X 505(b)(2)

OTHER STUDIES
26. Has the applicant submitted 

all special studies/data 
requested by the Division 
during pre-submission 
discussions? 

 X  

Please see CMC filing check list entered into 
DARRTs 05/09/2011.  Per CMC filing check 
list/reviewer: “Agency requested comparative stability 
data of the reference listed product and your product 
in the final injectable dosage form after dilution. 
Comparative studies were not performed.”

27. For Rx-to-OTC switch and 
direct-to-OTC applications, 
are the necessary consumer 
behavioral studies included 
(e.g., label comprehension, 
self selection and/or actual 
use)? 

  X  

PEDIATRIC USE
28. Has the applicant submitted 

the pediatric assessment, or 
provided documentation for a 
waiver and/or deferral? X

  Section 1.9.1 contains a Request for Waiver of 
Pediatric Studies. The applicant ,Exela (Hikma) states 
that “Exela’s proposed product has the same active 
ingredient, and the same indication, dosage form, 
dosing regimen,  and route of administration as that of 
the reference drug, Pfizer’s Argatroban Injection.”

ABUSE LIABILITY
29. If relevant, has the applicant 

submitted information to 
assess the abuse liability of 
the product? 

  X 

FOREIGN STUDIES
30. Has the applicant submitted a 

rationale for assuming the 
applicability of foreign data in 
the submission to the U.S. 
population? 

  X 505(b)(2) 

DATASETS
31. Has the applicant submitted   X No clinical studies were conducted/no patient 
                                                                                                                               
it is submitted as a PDF document, it should be submitted in both directions (verbatim -> preferred and preferred -> 
verbatim). 
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 Content Parameter Yes No N
A

Comment

datasets in a format to allow 
reasonable review of the 
patient data?  

data was submitted. The pertinent material 
otherwise submitted is in a format to allow 
reasonable review. 

32. Has the applicant submitted 
datasets in the format agreed 
to previously by the Division? 

  X No clinical studies were conducted 

33. Are all datasets for pivotal 
efficacy studies available and 
complete for all indications 
requested? 

  X No clinical studies were conducted 

34. Are all datasets to support the 
critical safety analyses 
available and complete? 

  X No clinical studies were conducted 

35. For the major derived or 
composite endpoints, are all 
of the raw data needed to 
derive these endpoints 
included?  

  X No clinical studies were conducted 

CASE REPORT FORMS
36. Has the applicant submitted 

all required Case Report 
Forms in a legible format 
(deaths, serious adverse 
events, and adverse 
dropouts)? 

  X 505(b)(2) 

37. Has the applicant submitted 
all additional Case Report 
Forms (beyond deaths, 
serious adverse events, and 
adverse drop-outs) as 
previously requested by the 
Division? 

  X 505(b)(2) 

FINANCIAL DISCLOSURE
38. Has the applicant submitted 

the required Financial 
Disclosure information? 

X   
Financial Disclosure 1.3.4 listed as “Not Applicable”.  
Not required because no clinical studies were 
conducted by the Applicant. 

GOOD CLINICAL PRACTICE
39. Is there a statement of Good 

Clinical Practice; that all 
clinical studies were 
conducted under the 
supervision of an IRB and 
with adequate informed 
consent procedures? 

  X 505(b)(2) 

IS THE CLINICAL SECTION OF THE APPLICATION FILEABLE? Yes 

The application appears to be fileable from a clinical perspective.   

There are no review issues to be forwarded to the Applicant for the 74-day letter. 
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Firoozeh Alvandi, MD      05/10/2011 
Reviewing Medical Officer                                                                  Date 

Virginia Kwitkowski, MS, RN, ACNP-BC   05/10/2011 
Clinical Team Leader                                                                           Date 

Reference ID: 2944472



Reference ID: 3069426



DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

NDA 203049 RECEIPT OF USER FEES

Hikma Pharmaceuticals Co. Ltd 
c/o Exela Pharma Sciences, LLC. 
Attention: Jonathan Sterling 
Director of Quality, Regulatory & Product Development 
1325 William White Place 
Lenoir, NC  28645 

Dear Jonathan Sterling: 

Please refer to your new drug application (NDA) submitted pursuant to section 505(b)(2) of the 
Federal Food, Drug and Cosmetic Act for Argatroban Injection, 100mg/mL. 

You were notified in our letter dated March 28, 2011, that your application was not accepted for 
filing due to non-payment of fees.  This is to notify you that the Agency has received all fees 
owed and your application has been accepted as of March 28, 2011. 

Unless we notify you within 60 days of the above date that the application is not sufficiently 
complete to permit a substantive review, this application will be filed under section 505(b) of the 
Act on May 27, 2011 in accordance with 21 CFR 314.101(a). 

If you have not already done so, promptly submit the content of labeling [21 CFR 
314.50(l)(1)(i)] in structured product labeling (SPL) format as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm.  Failure 
to submit the content of labeling in SPL format may result in a refusal-to-file action under 21 
CFR 314.101(d)(3).  The content of labeling must conform to the content and format 
requirements of revised 21 CFR 201.56-57. 

Please cite the NDA number listed above at the top of the first page of all submissions to this 
application.  Send all submissions, electronic or paper, including those sent by overnight mail or 
courier, to the following address: 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Hematology Products  
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
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If you have any questions, contact Lara Akinsanya, Regulatory Project Manager, at
(301) 796-9634. 

Sincerely,

{See appended electronic signature page} 

Janet Jamison, RN, CCRP
Chief, Project Management Staff 

                         Division of Hematology Products 
Office of Oncology Drug Products 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

NDA 203049 UNACCEPTABLE FOR FILING

Hikma Pharmaceuticals Co. Ltd 
c/o Exela Pharma Sciences, LLC. 
Attention: Jonathan Sterling 
Director of Quality, Regulatory & Product Development 
1325 William White Place 
Lenoir, NC  28645 

Dear Jonathan Sterling: 

We have received your new drug application (NDA) submitted pursuant to section 505(b)(2) of 
the Federal Food, Drug, and Cosmetic Act for the following: 

Name of Drug Product: Argatroban Injection, 100mg/mL 

Date of Application: March 18, 2011 

Date of Receipt: March 21, 2011 

Our Reference Number: NDA 203049 

We have not received the appropriate user fee for this application.  An application is considered 
incomplete and cannot be accepted for filing until all fees owed have been paid.  Therefore, this 
application is not accepted for filing.  We will not begin a review of this application's adequacy 
for filing until FDA has been notified that the appropriate fee has been paid.  Payment should be 
submitted to the following address: 

Food and Drug Administration 
P.O. Box 979107 
St. Louis, MO  63197-9000 

Checks sent by courier should be addressed to: 

U.S. Bank 
Attention: Government Lockbox 979107 
1005 Convention Plaza 
St. Louis, MO  63101 

When submitting payment for an application fee, include the User Fee I.D. Number, the 
Application number, and a copy of the user fee coversheet (Form 3397) with your 
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application fee payment.  When submitting payment for previously unpaid product and 
establishment fees, please include the Invoice Number(s) for the unpaid fees and the 
summary portion of the invoice(s) with your payment.  The FDA P.O. Box number (P.O. 
Box 979107) should be included on any check you submit.  

The receipt date for this submission (which begins the review for filability) will be the date the 
review division is notified that payment has been received by the bank. 

Please cite the NDA number listed above at the top of the first page of all submissions to this 
application.  Send all submissions, electronic or paper, including those sent by overnight mail or 
courier, to the following address: 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Hematology Products  
5901-B Ammendale Road 
Beltsville, MD 20705-1266 

If you wish to send payment by wire transfer, or if you have any other questions, please call Bev 
Friedman or Mike Jones at 301-796-3602. 

If you have any questions, contact Lara Akinsanya, Regulatory Project Manager, at (301) 796-
9634.

Sincerely,

{See appended electronic signature page} 

Janet Jamison, RN, CCRP
Chief, Project Management Staff 

                         Division of Hematology Products 
Office of Oncology Drug Products 
Center for Drug Evaluation and Research 
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