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Summary of the Basis for the Recommended Action
from Chemistry, Manufacturing, and Controls

Indication:     
Vizamyl 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) or 
other causes of cognitive decline. A negative Vizamyl 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 Vizamyl scan indicates 
moderate to frequent amyloid neuritic plaques; neuropathological 
examination has shown this amount of 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. Vizamyl is an adjunct to other diagnostic evaluations (1).

Limitations of Use:
A positive Vizamyl scan does not establish a diagnosis of AD or other 
cognitive disorder 
Safety and effectiveness of Vizamyl have not been established for:
Predicting development of dementia or other neurological condition 
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NDA 203137 Summary Basis of Recommended Action – CMC
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Note that clinical trial supplies were prepared at 6 Cardinal Health 
sites.
Expiry 10 hrs.
Drug product is satisfactory

Labeling
Package insert and immediate and shield labeling is acceptable.

Overall Conclusion:
From the CMC point of view, the NDA may be approved. 

Eric P. Duffy, Ph.D.
Director, Division III
ONDQA/CDER/FDA
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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: October16, 2013

From: Ravindra K. Kasliwal, Ph.D.
CMC Reviewer
Branch VII, Division-III, ONDQA

Through: Danae Christodoulou, Ph.D.
Acting Branch Chief, 
Branch VII, Division-III, ONDQA

Subject: NDA 203137, Vizamyl™ (Flutemetamol F-18 Injection); Addendum to Chemistry 
Review # 1.

In chemistry review # 1, dated 28-Jun-2013, the application was recommended for an approval action for 
chemistry, manufacturing and controls (CMC) under section 505 of the Act, provided an acceptable from 
office of compliance for manufacturing facility inspections is received, and acceptable final package insert 
and container closure labeling is received.

Additionally, following was recommended for phase 4 commitment: 

“The method for the determination of Flutemetamol is not sufficiently specific in that the flutemetamol peak 
is not resolved from the specified impurity . Hence flutemetamol is quantified along with 
impurity  and reported as such. Provide commitment that within 1 year of the date of approval 
of this New Drug Application you will submit method(s) that can specifically quantify flutemetamol and the 

impurity. You will also amend the finished product specifications to provide for acceptance 
criteria for flutemetamol amount and for impurity amount.” 

In the NDA amendment dated 17-Sep-2013 (submitted 19-Sep-2013), the company has committed that, 
“GE Healthcare commits to introduce separate specification parameters with accompanying method(s) for 
flutemetamol and the  impurity within 1 year of the date of approval of NDA 203137”. The 
commitment is acceptable.

Additionally, CDER office of Compliance has recommended (EES report dated 02-Oct-2012) that the 
proposed manufacturing facilities are acceptable.

The revised labeling (insert and labels) have been submitted and are acceptable. The description section 
and the revised labels are appended to this memorandum. 

Conclusion and recommendation: Since all the pending CMC related issues have been satisfactorily 
addressed, the application is recommended for an approval action for chemistry, manufacturing and 
controls (CMC) under section 505 of the Act. 

Reference ID: 3391108

3 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page
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Initial Quality Assessment (IQA) 
Branch VII 

 

Division of New Drug Quality Assessment III 
Office of New Drug Quality Assessment 

 
 
OND Division: Division of Medical Imaging Products (DMIP) 
NDA:  203137 
Applicant: GE Healthcare, 101 Carnegie Center, Princeton   NJ 08450, USA 
Stamp Date:  26-Oct-2012 
PDUFA Date:   26-Oct-2013   
Trademark:   VIZAMYL 
Established Name:   flutemetamol F 18 
Laboratory Code:  None 
Dosage Form:   Injection solution 
Route of Administration:  Intravenous Injection 
Dose:    5 mCi (185 MBq) 
Strength:   4.05 mCi/mL (150 MBq/ mL)   
 
Indication: Flutemetamol F 18 Injection is a diagnostic radiopharmaceutical for intravenous injection. It 
has been developed for use with positron emission tomography (PET) imaging for the visual detection of 
fibrillar amyloid b, in the form of neuritic plaques, in the brain. The presence of neuritic plaques is one of 
two hallmarks of Alzheimer’s disease (AD); the other is neurofibrillary tangles. The absence of brain 
amyloid rules out AD. 
 
CMC Reviewer:  Ravindra K. Kasliwal, Ph.D. 
                                                        
         YES              NO 
 
ONDQA Fileability:          X                  
Comments for 74-Day Letter         X      
 

Summary and Critical Issues: 
 
A. Summary 
 
Background Summary  
 

The application is submitted as a 505(b) (1) new drug application (NDA) to obtain approval to market 
Flutemetamol F 18 Injection as a diagnostic radiopharmaceutical product for use with positron emission 
tomography (PET) imaging for the visual detection of fibrillar amyloid beta in the brain. It is intended for 
intravenous administration and is supplied as a sterile, phosphate buffered aqueous solution for multi-dose use 
containing 150 MBq/ml [18F] flutemetamol at reference time and date. [18F] fluorine disintegrates by positron 
emission with a half-life of 109.8 minutes, and the proposed shelf life for Flutemetamol F 18 Injection is 10 
hours. The proposed commercial name for Flutemetamol F 18 Injection is VIZAMYL. The proposed Indications 
are: 
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Drug Substance Summary: 
 

The drug substance contained in Flutemetamol F18 Injection is [18F]flutemetamol (USAN). Chemically, it is 6-
benzothiazolol, 2-[3-[18F] fluoro-4-(methylamino) phenyl]. The radioisotope fluorine-18 in flutemetamol F18 
disintegrates by positron emission with a physical half-life of 109.8 minutes. 

Reference ID: 3218003
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6. 

For a naturally-derived API only, 
are the facilities responsible for 
critical intermediate or crude 
API manufacturing, or 
performing upstream steps, 
specified in the application?  If 
not, has a justification been 
provided for this omission?  This 
question is not applicable for 
synthesized API. 

  Not applicable 

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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