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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 
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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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GENERAL ADVICE 
 
 
Sicor Biotech UAB 
Attention:  Diana Landa (Authorized U.S. Agent) 
Director, Regulatory Affairs 
Teva Branded Pharmaceutical Products, R&D 
425 Privet Road 
P.O. Box 1005 
Horsham, PA  10944 
 
Dear Diana Landa: 
 
Please refer to your Biologics License Application (BLA) dated November 30, 2009, received 
November 30, 2009, submitted under section 351(a) of the Public Health Service Act for “xxx-
filgrastim.” 
 
We also refer to your February 29, 2012, submission, containing your complete response to our 
September 29, 1010, action letter. 
 
We have reviewed your proposals for a distinguishing prefix as part of the nonproprietary name 
for your proposed product for which you are seeking approval in BLA 125294.  Of the four 
proposed prefixes, we have no objection to: 
 

• tbo-filgrastim 
• 
• 

 
We also encourage you to conduct due diligence on your proposed prefix(es) to ensure there are 
no restrictions on its use in this context. 
 
Submit your final proposal for a distinguishing prefix to be used as part of the nonproprietary 
name for the product filed under this BLA by noon on August 7, 2012, as part of the revised 
labeling and carton and container labels that you were requested to submit in our August 2, 2012, 
communications to you.   
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If you have any questions, call Lara Akinsanya, M.S., at (301) 796-9634. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Edvardas Kaminskas, M.D. 
Deputy Division Director 
Division of Hematology Products 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
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BLA 125294 
 

PROPRIETARY NAME REQUEST  
 UNACCEPTABLE 

 
Sicor Biotech UAB 
c/o Teva Branded Pharmaceutical Products R&D 
425 Privet Road 
P.O. Box 1005 
Horsham, PA  10944 
 
ATTENTION:  Diana Landa 
   Director, Regulatory Affairs 
 
 
Dear Ms. Landa: 
 
Please refer to your Biologics License Application (BLA) dated February 29, 2012, received  
February 29, 2012, submitted under section 351 of the Public Health Service Act, for   
300 mcg/0.5 mL and 480 mcg/0.8 mL. 
 
We also refer to your April 17, 2012, correspondence, received April 17, 2012, requesting review of your 
proposed proprietary name, Neutroval.  We have completed our review of this proposed proprietary name and 
have concluded that this name is unacceptable for the following reasons: 

1. Neutroval and Neupogen 
 

The proposed proprietary name is orthographically similar to Neupogen (filgrastim injection).  Neutroval 
and Neupogen are similar in length (9 vs. 8 letters) and share the beginning letter string, ‘neu’.  Moreover, 
the name pair has identical product characteristics such as indication (to decrease the incidence of 
infection‚ as manifested by febrile neutropenia‚ in patients with nonmyeloid malignancies receiving 
myelosuppressive anti-cancer drugs associated with a significant incidence of severe neutropenia with 
fever), dosage form (solution for injection),  
strengths (300 mcg/0.5 mL, 480 mcg/0.8 mL), dose (5 mcg/kg/day), frequency of administration (once 
daily), and product presentation (single use prefilled syringe).  However, the two products are not 
interchangeable.  

 
Although the ending letter strings differ, there is significant overlap with product characteristics.  
Therefore, we are concerned with name confusion based on prior errors with name pairs that share the 
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same beginning letter string but end differently (Neutroval vs. Neulasta, Neupogen, or Neumega).  These 
name pairs also shared product characteristics such as dosage form, route of administration, indication, 
patient population, and product presentation.  Thus, confusion between this name pair may result in 
mediation errors if both are marketed.  

 

2.   Neutroval and Neulasta 

 
The proposed proprietary name is orthographically similar to Neulasta (pegfilgrastim injection).  
Neutroval and Neulasta are similar in shape (3 up strokes), length (9 vs. 8 letters), and share the beginning 
letter string, ‘neu’.  Moreover, the name pair shares product characteristics including dosage form 
(solution for injection), route of administration (subcutaneous), indication (decrease in incidence of febrile 
neutropenia), patient population (patients receiving myelosuppressive anti-cancer drugs), and product 
presentation (single use prefilled syringes).   

 
The minor orthographic differences in the endings of the names may not sufficiently distinguish the name 
pair given the orthographic similarities stated previously. Thus, confusion between this name pair may 
result in mediation errors if both are marketed as demonstrated by post marketing medication error. 
 

3. Neutroval and Neumega 
 

The proposed proprietary name is orthographically similar to Neumega (oprelvekin for injection).  
Neutroval and Neumega are similar in length (9 vs. 7 letters) and share the beginning letter string, ‘neu’.  
The two products have similar product characteristics including route of administration (subcutaneous), 
patient population (cancer patients), similarity in dose (5 mcg/kg vs. 50 mcg/kg), and frequency of 
administration (once daily).   

 
The minor orthographic differences in the endings of the names may not sufficiently distinguish the name 
pair given the orthographic similarities stated previously. Thus, confusion between this name pair may 
result in mediation errors if both are marketed as demonstrated by post marketing medication error data. 
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4.   Neutroval and Neutrasal 

The proposed proprietary name, Neutroval, is orthographically and phonetically similar to the marketed 
product, Neutrasal.  Neutrasal (powder for supersaturated calcium phosphate rinse) is a 510(k) product 
marketed as a device.  Indications for use are1:  
• NeutraSal® is also indicated as an adjunct to standard oral care in relieving the discomfort associated 

with oral mucositis that may be caused by radiation or high dose chemotherapy.  Relief of dryness of 
the oral mucosa in these conditions is associated with the amelioration of pain.  

• NeutraSal® may be used for relief of dryness of the oral mucosa when hyposalivation results from the 
following:  surgery, radiotherapy near the salivary glands, chemotherapy, infection or dysfunction of 
the salivary glands; emotional factors such as fear or anxiety; obstruction of the salivary glands; 
Sjogren's Syndrome .  

• NeutraSal® is also indicated for the dryness of the mouth (hyposalivation, xerostomia).  

• NeutraSal® is indicated for dryness of the oral mucosa due to drugs such as antihistamines, 
atropine, and other anticholinergic agents that suppress salivary secretion.  

The orthographic and phonetic similarities stem from the fact that the name pair has the same length (9 
letters) and are nearly identical with only differences in the two letters as indicated here (Neutroval vs. 
Neutrasal).  Thus the names appear and sound similar when scripted and spoken. 

 
The two products also have similar product characteristics such as overlapping patient population (cancer 
patients) and prescribers.  We carefully considered whether differences in product characteristics such as 
dosage form, strength, and route and frequency of administration for your product compared to NeutraSal 
would minimize the potential for error between Neutroval and NeutraSal.  We concluded that these 
aspects will not eliminate the potential for name confusion and medication errors. 
 
Although Neutrasal has some differences in product characteristics, because the name pair has such strong 
orthographic and phonetic similarities, differences in product characteristics are not enough to overcome 
the similarities.  We identified post marketing confusion between products with different product 
characteristics when strong orthographic and phonetic similarities exist.  For example, ISMP recently 
published a report where Arixtra (fondaparinux) was confused with Arista (a device used in surgical 
procedures as an adjunctive hemostatic device to assist when control of capillary, venous, and arteriolar 
bleeding).1  The report demonstrates that differing product characteristics cannot overcome overwhelming 
orthographic and/or phonetic similarities, particularly for products used in the same setting of care. 
Thus, confusion between this name pair may result in medication errors if both products are marketed. 

 

                                                           
1 http://neutrasal.com/ 

1 http://www.ismp.org/newsletters/acutecare/issues/20120517.pdf 
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5.   Neutroval and Pending Proprietary Name 
 

The proposed proprietary name, Neutroval, is also vulnerable to name confusion that could lead to 
medication errors with a pending proposed proprietary name due to orthographic similarity and shared 
product characteristics. 

 
We acknowledge that the conclusions of this review differ from the March 22, 2010 correspondence in which 
the proprietary name Neutroval was found conditionally acceptable. This difference is accounted for by the 
recently identified medication error reports among Neupogen and Neulasta as well as Neupogen and 
Neumega. Because your name is constructed similar to these name pairs and share similar product 
characteristics, we have determined that these reports indicate your name is prone to confusion with 
Neupogen, Neulasta, and Neumega.  Additionally, two new names (i.e. NeutraSal and pending proprietary 
name) were identified during this review cycle that were not available for review during the previous review 
cycle.  Therefore we conclude that the proposed proprietary name, Neutroval, is not acceptable from a safety 
perspective.  
 
If you intend to have a proprietary name for this product, we recommend that you submit an alternate 
proprietary name for review as soon as possible.  (See the Guidance for Industry, Contents of a Complete 
Submission for the Evaluation of Proprietary Names, 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM075068.p
df and “PDUFA Reauthorization Performance Goals and Procedures Fiscal Years 2008 through 2012”.) 
 
If you have any questions regarding the contents of this letter or any other aspects of the proprietary name 
review process, contact Sue Kang, Safety Regulatory Project Manager in the Office of Surveillance and 
Epidemiology, at (301) 796-4216.  For any other information regarding this application contact the Office of 
New Drugs (OND) Regulatory Project Manager, Lara Akinsanya at (301) 796-9634.   
 

Sincerely, 
 

{See appended electronic signature page}  
       

Carol Holquist, RPh  
Director  
Division of Medication Error Prevention and Analysis  
Office of Medication Error Prevention and Risk Management  
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 

Reference ID: 3159633



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

CAROL A HOLQUIST
07/16/2012

Reference ID: 3159633





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

MONSURAT O AKINSANYA
07/23/2012

Reference ID: 3163178



1

Akinsanya, Lara

From: Akinsanya, Lara
Sent: Thursday, March 15, 2012 11:43 AM
To: 'Diana Landa'
Cc: Akinsanya, Lara
Subject: OMPQ - Information Request : STN 125294/0/32 (Neutroval)

Dear Diana Landa,

Please respond to the following information request from the Office of Manufacturing and Product 
Quality:

Please provide data from your shipping qualification study which assessed shipment of minimum and 
maximum loads and worst case conditions (temperature, duration, shock impact) for shipment. The 
data on plunger movement, container closure integrity and package integrity after shipping of the 

 drug product from Kfar Saba, Israel to the US distribution site should also be included for 
review.

Please respond to this information request by Thursday, April 5, 2012. 

Thank you
Lara

Lara (Monsurat) Akinsanya, M.S.
Regulatory Project Manager
Division of Hematology Products
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research
(301) 796‐9634 (phone)
(301) 796‐9849 (fax)
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Teva Pharmaceuticals U.S.A.  
Attention: Diana Landa, M.S. 
Director, Regulatory Affairs 
425 Privet Road 
P.O. Box 1005 
Horsham, PA  19044 
 
Dear Ms. Landa: 
 
Please refer to your Biologics License Application (BLA) dated November 30, 2009, received 
November 30, 2009, submitted under section 351 of the Public Health Service Act for 
NEUTROVAL™ (XM02; . 
 
We also refer to your July 12, 2010, submission, containing your response to an information 
request from the Division of Biologic Oncology Products (via Danyal Chaudhry) on March 24, 
2010 regarding your proposed pediatric plan. 
 
We have reviewed the referenced material and have the following comments: 
 
1. FDA notes that the deferred studies were to include PK/PD and safety studies in 50 patients 

from 1 month to 16 years, not 1 month to 18 years as stated in Teva’s study plan. This will 
require justification at the time of the Response to CR submission. 

2. The PK/PD portion of the study is an important aspect of the Pediatric Study Plans. FDA 
refers you to the Guidance for Industry, General Considerations for Pediatric 
Pharmacokinetic Studies for Drugs and Biological Products 
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidanc
es/UCM072114.pdf) 

3. At the time of the Response to CR submission, provide a protocol for the PK/PD and safety 
studies including a statistical analysis plan and justification for approval in terms of number 
of patients, sampling, endpoints, and analysis 

 
If you have any questions, call me at (301) 796-9634. 
 

Sincerely, 
{See appended electronic signature page} 
 
Lara Akinsanya, M.S. 
Regulatory Health Project Manager 

                         Division of Hematology Products 
Office of Hematology and Oncology Products 

    Center for Drug Evaluation and Research 
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 ACKNOWLEDGE –  
CLASS 2 RESUBMISSION 

 
Teva Pharmaceuticals U.S.A.  
Attention:  Diana Landa, M.S. 
Director, Regulatory Affairs 
425 Privet Road 
P.O. Box 1005 
Horsham, PA  19044 
 
Dear Ms. Landa: 
 
We have received your February 29, 2012 resubmission to your supplement to your biologics 
license application for NEUTROVAL™ on February 29, 2012. 
 
The resubmission contains additional information addressing all deficiencies and information 
requests identified by the Agency in our September 29, 2010 complete response letter. 
 
We consider this a complete, class 2 response to our September 29, 2010, action letter.  
Therefore, the user fee goal date is August 30, 2012. 
 
If you have any questions, call me at (301) 796-9634. 
 

Sincerely, 
{See appended electronic signature page} 
 
Lara Akinsanya, M.S. 
Regulatory Health Project Manager 

                         Division of Hematology Products 
Office of Hematology and Oncology Products 

    Center for Drug Evaluation and Research 
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