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Specification for Mitomycin for Ophthalmic Solution (MIM3325-1 and MIM3325-S1) 
Attribute Analytical 

Procedure 
Acceptance Criteria ANDA 64144 

Intas Mitomycin 
for Injection* 

ANDA 64117 
BenVenue 
Mitomcyin for 
Injection 

Mitomycin for 
Injection USP 

Appearance In house Blue-violet cake or powder, free 
from visible evidence of 
contamination in amber vial. 

Same Grey cake or 
powder free from 
visible signs of 
contamination 

- 

Constituted Solution USP<1> a) Sample powder should 
dissolve completely leaving no 
visible residue. 
 
b) Sample solution is not 
significantly less clear than an 
equal volume of diluent (water 
for injection) in a similar vessel 
and examined similarly. 
 
c) Sample solution should be 
essentially free from particles of 
foreign matter than could be 
observed on visual inspection. 

Same Same Meets requirements 
for Constituted 
Solutions under 
Injections <1>. 

Identification USP The Rf value of the principal 
spot obtained from the sample 
solution should correspond to 
that of the Mitomycin standard 
solution similarly prepared. 

By TLC By TLC By  TLC 

Reconstitution Time In house 
pH USP<791>

 

Particulate Matter USP<789> 
Method 1 
Light Obsc-
uration 

Bacterial Endotoxin USP<85> 
Sterility USP<71>

Water USP<921>
Uniformity of dosage 
unit (By content 
uniformity) 

USP<905> 

Related substances In house 
(based on 

Reference ID: 3081396

(b) (4)













CDTL Review #2 
William M. Boyd, M.D. 
NDA 22-572 
Mitosol (mitomycin for solution) 
 

 9

Recommend to approve [New Drug Application] from a quality microbiology standpoint. 
 

4. Other Relevant Regulatory Issues  
 
DSI 
This is a 505(b)(2) application primarily based on literature.  The studies were conducted 10-15 
years ago and demonstrate consistency in replication.   After discussion with the Division of 
Scientific Investigations (DSI), a DSI audit was not considered a good use of resources. 
 
FINANCIAL DISCLOSURE 
This is a 505(b)(2) application primarily based on literature.   
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5. Labeling  
 
NDA 22-572 Mitosol (mitomycin for solution) is recommended for approval for the treatment of 
refractory glaucoma as an adjunct to ab externo glaucoma surgery with the labeling found in this 
review.  
 
The revised package insert submitted on 01/27/2012 is acceptable.  
 
The revised carton and container labeling submitted on 01/27/2012 are acceptable.  The prefilled 
syringe label submitted on 1/20/2012 is acceptable.  
 
The package insert, carton and container labeling, and prefilled syringe label are located in the 
Appendix at the end of this review.  
 

6. Recommendations/Risk Benefit Assessment  
 
RECOMMENDED REGULATORY ACTION:  
NDA 22-572 Mitosol (mitomycin for solution) is recommended for approval for the treatment of 
refractory glaucoma as an adjunct to ab externo glaucoma surgery with the labeling found in this 
review.  
 
RISK BENEFIT ASSESSMENT: 
There is adequate support from the literature to support efficacy for Mitosol (mitomycin for 
solution) in the treatment of refractory glaucoma as an adjunct to ab externo glaucoma surgery, if 
the drug product is adequately manufactured and stored.  In the four placebo-controlled studies 
(Carlson, Cohen, Costa, and Robin), the mean IOP in the mitomycin-treated groups as compared 
with placebo-treated groups was lower.  It was statistically significant in favor of the mitomycin 
groups from 6 to 24 months in the majority of these trials (Cohen, Costa, and Robin).  
 
In placebo-controlled studies reported in the medical literature, mitomycin reduced intraocular 
pressure (IOP) by 3 mmHg in patients with open-angle glaucoma when used as an adjunct to ab 
externo glaucoma surgery by Month 12.   
 
In studies with a historical control reported in the medical literature, mitomycin reduced 
intraocular pressure (IOP) by 5 mmHg in patients with open-angle glaucoma when used as an 
adjunct to ab externo glaucoma surgery by Month 12.   
 
There is adequate support from the literature to support the safety for Mitosol (mitomycin for 
solution) in treatment of refractory glaucoma as an adjunct to ab externo glaucoma surgery 
provided the mitomycin can be adequately manufactured, stored and labeled for reconstitution 
and administration.  The most frequent adverse reactions to Mitosol occur locally and are often 
related to an extension of the pharmacological activity of the drug and/or markedly reduced 
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intraocular pressure from trabeculectomy.   These include hypotony, choroidal detachment, 
shallow anterior chamber, hyphema, corneal endothelial defects, and cataract progression. 
 
Pharmacology/Toxicology, Biostatistics, Clinical, CMC, Product Quality Microbiology, and 
Clinical Pharmacology have recommended approval for this application.  
 
RECOMMENDATION FOR POSTMARKETING RISK MANAGEMENT ACTIVITIES: 
There are no risk management activities recommended beyond the routine monitoring and 
reporting of all adverse events.  
 
There are no recommended Postmarketing Requirements. 
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