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Initial Quality Assessment 
Branch I 

 
OND Division: Division of Cardiovascular and Renal Products 

NDA: 205098 
Applicant: Provensis Ltd.  (London, United Kingdom) 

Stamp Date: 2/4/2013 
PDUFA Date: 12/4/2013 

Application Type: 505 (b)(1) 
Drug Product Name: Polidocanol Injectable Microfoam 

Trade Name: Varithena™ (pending FDA approval of name) 
Code Name: Varisolve 

PEM (Polidocanol Endovenous Microfoam 
Established Name: Polidocanol Endovenous Microfoam (PEM) 

Polidocanol Injectable Microfoam 
Dosage From: Injectable Microfoam (new dosage form application submitted 

to USP) 
Route of 

Administration: 
intravenous injection 

Indication: Treatment of incompetent great saphenous veins, accessory 
saphenous veins and visible varicosities of the great saphenous 
vein (GSV) system above and below the knee. 

Assessed by: Charles Jewell 
ONDQA Fileability:  

 

Structural Formula (9-mole adduct) (This product has a structural formula 
CH3(CH2)11(OCH2CH2)nOH where n = an average of nine.) 
Average Molecular Mass:  582.9 g/mole base on average of nine ethylene glycol moieties 
USAN:  Laureth 9 
INN:  Lauromacrogol 400 
Non-Proprietary:  Polidocanol 
CAS #:  9002092-0 or 3055-99-0 
USP:  Polyoxyl lauryl Ether 
Ph. Eur.:  Macrogol Lauryl Ether 
Chemical Name:  α-dodecyl-ω-hydroxypoly(oxyethylene) 
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Summary 
There is a previously approved NDA (Asclera: NDA 21-201) that shares the same liquid 
formulation of polidocanol, but it is not part of a device combination and is not listed as a 
microfoam, but rather as an injectable solution. 
 
Polidocanol Injectable Microfoam has been developed as a proprietary, engineered 
microfoam formulated from an aqueous polidocanol solution and a gas mixture 
consisting of oxygen/carbon dioxide (65:35) with low nitrogen content.  The product is 
constituted as microfoam and is generated from a device that transfers the Polidocanol 
Injectable Microfoam to a syringe via a Microfoam Transfer Unit (MTU).  Bubbles are 
no greater than 500 µm.  Once constituted, the microfoam in the syringe must be 
administered to the patient within 75 seconds.  The volume of microfoam injected 
depends on the size and extent of the veins to be treated.  The maximum recommended 
amount per treatment session is 15 mL, comprised of individual injections of up to 5 mL 
each.  Additional treatment sessions may be necessary if the extent requires more than 15 
mL.  These treatment sessions should be separated by at least 5 days. 
 
The product remains as a microfoam upon administration, displacing blood in the treated 
vein.  The physical properties of the microfoam, which has a mean density of  

 (approximate liquid: gas ratio of 1:7), allows the microfoam to empty even 
large veins of blood and can therefore treat them with a small total dose of active 
sclerosant.  The gas bubbles are visible by ultrasound and can be precisely directed to the 
incompetent veins or branches.  The product is generated by a pressurized canister 
device, from which the microfoam is produced and transferred to a syringe through a 
Microfoam Transfer Unit (MTU).  The syringe is detached from the MTU and used to 
inject the microfoam into the vein.  The system comprises a bi-canister system:  with the 
polidocanol active pharmaceutical ingredient and carbon dioxide in one canister and 
oxygen in a second canister.  The canisters are joined together to mix their contents at the 
point of use. 
 
Two formulations were used in clinical studies.  The first (referred to as Varisolve OF), 
produced the microfoam from a gas mixture that contained  and was 
used in studies COM001, VV001, VV003, and VV005 as well as one arm in Study 
VV011.  The new, low-nitrogen formulation (referred to as Varisolve NF or NF1 or 
PEM, developed in 2004) was developed for all further studies. 
 
Sponsors of this application are Provensis Ltd and BTG International BTG, both are part 
of BTG International group of companies.  Biocompatibles UK Ltd (one of the 
commercial drug product manufacturing sites) is also a BTG International group 
company. 
 
Provensis and Biocompatibles procedures are part of a single global Quality Management 
System. 
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• Does oligomer profile meet NF requirements for polidocanol? 
• Is drug substance sterility adequate? 
• Does the drug substance manufactured at  meet the same analytical criteria 

as that produced at  (the manufacturer for clinical material)? 
• What the applicant is calling a comparability protocol is not what the Agency 

refers to as a comparability protocol, have the applicant correct this. 
 
Drug Product 
 

• Is evidence of low aluminum exposure adequate?  (Drug product components 
stored in aluminum canisters for storage).   

• Adequacy of data to support proposed 7-day in-use life of drug product after 
actuated. 

• Is  method adequately demonstrated? 
• Are sterility methods and quality control methods adequate for this product? 
• Should microbiology be consulted? 
• Coordination of CDRH device review with drug substance and other drug product 

components?  Compatibility issues? 
• The applicant is requesting a biowaiver for bioavailability studies based on the 

polidocanol formulation being the same as that of the approved drug (Asclera; 
NDA 21-201; an injectable version of polidocanol).  However, it is not really the 
same formulation since it is premixed with oxygen and carbon dioxide whereas 
the Asclera is injected with "regular air".  Is this distinction important?  It appears 
applicant is claiming it is not in the bioavailability sense, but it is in providing 
motivation for a new dosage form.  For this application, systemic bioavailability 
is not desirable.  Bioavailability is only desired in the localized vein.  How likely 
is this product to be different than Asclera in the bioavailability sense? 

 
Additional Issues 
 
Administrative: 
 
Establishment Evaluation:   
Establishment Name Responsibilities for this application 
Biocompatibles UK Ltd 
Chapman House, Farnham Business Park 
Weydon Lane 
Farnham, Surrey, United Kingdom   GU9 
8QL 
FEI:  3002124545 
DUNS:  222870839 

GMP manufacture and release of the 
Polidocanol Injectable Microfoam (drug 
product), Component Testing,  Labeling of 
canisters (Oxygen and Polidocanol) 
secondary packaging. 
 
Site ready for inspection. 

Reference ID: 3265574
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Environmental Assessment:  Claim for Categorical Exclusion based upon anticipated 
release into the aquatic environment significantly less than 1 ppb (21 CFR 25.31 (b). 
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APPEARS THIS WAY ON ORIGINAL





PRODUCT QUALITY (Small Molecule)   p. 15 of 20 
FILING REVIEW FOR NDA 205098 (ONDQA) 

File name: 090513-Product Quality Filing Review.doc Page 15 
Version Date: 05132009 

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) 

Y   

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) 

Y   
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