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NDA 204 677

Neuraceq
(Florbetaben F18) Injection

50 to 5000 MBq/mL (1.35 to 135 mCi/mL)

Piramal Imaging, S.A.

Chemistry, Manufacturing, and Controls
Division Director’s Summary Basis of Action

Applicant: Piramal Imaging S.A.
c/o Pascale Nguyen
1753 Matran, Switzerland

Indication: 
NeuraCeq™  is a radioactive diagnostic agent indicated for Positron Emission Tomography 
(PET) imaging of the brain to estimate β-amyloid neuritic plaque density in adult patients with 
cognitive impairment who are being evaluated for Alzheimer’s Disease (AD) and other causes of 
cognitive decline.  A negative NeuraCeq scan indicates sparse to no neuritic plaques and is 
inconsistent with a neuropathological diagnosis of AD at the time of image acquisition; a 
negative scan result reduces the likelihood that a patient’s cognitive impairment is due to AD. A 
positive NeuraCeq scan indicates moderate to frequent amyloid neuritic plaques; 
neuropathological examination has shown this amount of  amyloid neuritic plaque is present in 
patients with AD, but may also be present in patients with other types of neurologic conditions as 
well as older people with normal cognition. NeuraCeq is an adjunct to other diagnostic 
evaluations. (1).

Presentation: 
NeuraCeq is available in 30 mL multi-dose vials containing a clear solution at a strength of 50-
5000 MBq/mL (1.4-135 mCi/mL) florbetaben F18 at EOS.  

EER Status: Recommendation:  All acceptable as of December 12, 2013.

Consults
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Drug Product: Satisfactory.  

Labeling:
Pig, container labels and package insert are acceptable.

Overall Conclusion:
From a CMC perspective, the application is recommended for approval.  

Reference ID: 3472587



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

ERIC P DUFFY
03/18/2014

Reference ID: 3472587















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

ANNE M RUSSELL
03/07/2014

ELDON E LEUTZINGER
03/07/2014

DANAE D CHRISTODOULOU
03/10/2014

Reference ID: 3467049















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

ANNE M RUSSELL
12/13/2013

ELDON E LEUTZINGER
12/13/2013

DANAE D CHRISTODOULOU
12/13/2013
I concur with the reviewer's conclusion and recommendations
Edit on Cover Page: This review was done in ONDQA Div. III, Branch VII

Reference ID: 3421912



















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

ANNE M RUSSELL
08/23/2013

ELDON E LEUTZINGER
08/23/2013

DANAE D CHRISTODOULOU
08/23/2013
I concur with the reviewer's conclusions and recommendations

Reference ID: 3362201



                              Initial Quality Assessment (IQA) 
                                                    For                                                     
          Division of New Drug Quality Assessment III, Branch VII  
                        Office of New Drug Quality Assessment 
  
OND Division: DMIP 
NDA: 204-677 
Applicant: Piramal Life Sciences 
                  Route de l’Ecole 13 
                  c/o Pascale Nguyen 
                  1753 Matran, Switzerland 
Stamp Date: 12/21/2012 
PDUFA: 12/21/2013 
Trademark: TBD 
Established: Florbetaben for Injection 
Dosage Form: Sterile solution 
Route of Administration: IV 
Strength: 50 – 5000 MBq (1.35 – 135 mCi) per mL 
 
Indication: for detection of beta-amyloid in the brain, thereby resulting in the differential 
diagnosis in adult patients who are evaluated for Alzheimer’ disease and other causes of 
cognitive decline 
 
Chemical Type: NME (Type 1)  
 
CMC Lead:  Eldon E. Leutzinger, Ph.D., Branch VII 
 
ONDQA Fileability                          YES             NO 
Will leave this be a joint decision by the CMC review team, but tentatively yes. 
 
Comments for 74-Day Letter  (there will be comments for the filing letter) 
If filed, will leave this to the primary reviewer, but have provided a preliminary 
assessment. 
 
Summary and Critical Issues: 
A. Summary 
The Drug Product is an aqueous solution of [18F]Florbetaben, with excipients, packaged 
in a 30 mL colorless glass vial (Type 1),  gray stopper and sealed with 
aluminum seal.    It is difficult to find a defined volume of the product in the 30 ml vial.   
There is a dose indicated in the Form 356h (300 MBq per dose; or 8 mCi per dose).    In 
3.2.P.1.02-01 (explanation they give under the formulation table on next review page), 
they say that at the time of administration, 300 MBq (8 mCi) are contained in  10 
mL of drug product.   But, this does not say that there is maximally 10 mL volume in the 
30 mL vial. It could be less, or it could be more, as it often times works out with 
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(b) (4)

(b) (4)







 Parameter Yes No Comment 

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  

Did not see any FEI numbers, so may 
not be previously registered with FDA; 
also, there is no contact information 
provided for each mfg site (but, there is 
a US Agent listed in the 356h form)  

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  Did not see any FEI numbers; same as 
above 
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See appended electronic signature page} 
NAME: Eldon E. Leutzinger, Ph.D. 
CMC-Lead  
Division of Pre-Marketing Assessment III, Branch VII 
Office of New Drug Quality Assessment 
 
{See appended electronic signature page} 
NAME: Danae D. Christodoulou, Ph.D. 
Branch Chief  
Division of Pre-Marketing Assessment III, Branch VII 
Office of New Drug Quality Assessmentg 
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