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Background
Trypan biue is a blue dye that has been used historically as both a biological staining agent and as a dye in

the clothing industry. Since the 1970s trypan blue 0.2% has been injected into the anterior chamber of the eye
during surgery, to evaluate the comeal endothelium after intracapsular cataract extraction. VisionBlue™ was

approved in Europe in 1999 as a device and, according to the sponsor, over —  unils have been used with
few side effects being noted.

The clinical benefit of VisionBlue™ is the visualization of the capsulorhexis' during surgery. Improper
visualization is known to result in an increased risk of capsule related complications, such as a radial tear,
vitreous loss, or dropped nucleus. The use of VisionBlue™ therefore aids the efficacy and safety of cataract
surgical procedures. It is estimated that for mature cataract surgery, in which the lens capsule is most often
invisible to the surgeon, capsule staining may reduce the risk of complications by 50%.

Formulation
The proprietary name of the product is VisionBiue™. Each milliliter of VisionBlue™ is made up of the
following
0.6 mg trypan blue
1.9 mg sodium mono-hydrogen orthophosphate
0.3mg sodium di-hydrogen orthophosphate
8.2mg sodium chloride

Water for injection g.s. to volume




Trypan blue has the following chemical structure:
OH NH;

O @ $O3Na

~ Chemically it is, sodium ditolyldisazobis-8-amino- 1 -naphthol-3,6-disulfonate
{C34H24NgNa40O4S4) with a molecular weight of 960.83. VisionBlue™is supplied in  —

Clinical Use :

VisionBlue™ is administered intraoperatively to provide visible contrast to aid in the visualization of the
anterior lens capsule when performing the capsulorhexis in cataract surgery.

Prior to administration, the drug product is drawn up into a syringe at full strength. After filling the anterior
chamber completely with air, VisionBlue™ (trypan blue} is introduced into the anterior chamber by placing a
few drops (estimated 0.1 to 0.3 mL) directly onto the anterior lens capsule. Sufficient staining is achieved as
soon as the dye contacts the lens capsule

The anterior chamber is then irrigated to remove atl excess dye. During phacoemulsification” the anterior
chamber is also continuously irrigated, thereby further removing any excess dye. The larger part of the stained
lens capsule is excised and removed from the eye (1o enable removal of the cataractous lens mass). Any
residual staining of the lens capsule fades within 5 to 15 minutes.

Waiver Request

The current NDA submission contains no in vivo biopharmaceutic information. The sponsor is basically
requesting a waiver of in vivo biostudies under the “good cause” provisions of 21CFR320.22 (e). They
contend that given the method of use, the exposure of drug to the systemic circulation would be such that it
would be undetectable. They also raise the issue that after administration, excess dye is flushed away almost
immediately and that ultimately the majority of the stained material (the anterior lens capsule) is removed as
part of the procedure.

Labeling
At the present time the sponsor has not submitted any labeling for this product beyond the current European

label. Appropriate labeling should be submitted.

Recommendation

Given the fact that this product is indicated for topical administration in cataract surgery, at low doses with
physical removal of excess “drug”, a waiver of in vivo biostudies under the “good cause™ provisions of
21CFR320.22(e) is granted.
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Capsulorhexis is the most commonly performed technique to create an anterior capsule opening during cataract surgery

Phacoemulsification refers to a method of cataract surgery in which energy is delivered to the lens by a probe inserted through a small self-
sealing wound is used to break up the lens and allow its removal as small fragments. The probe is usually an ultrasonic probe, although laser

probes also exist.
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