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REVIEW OF NOMINATIONS 

Brilliant blue G (BBG; UNII code: H3R47K3TBD) was nominated for inclusion on the 503B Bulks List 

by the Specialty Sterile Pharmaceutical Society and Pine Pharmaceuticals.  While the exact medical 

conditional may be unknown, BBG is generally used to stain portions of the eye, primarily the internal 

limiting membrane (ILM), to allow for better visualization during various ophthalmic procedures.  BBG 

was also nominated for use as a stain during cataract and vitrectomy surgery via a 0.025-1% solution for 

ophthalmic injection.    

Reasons provided for nomination to the 503B Bulks List are as follows: 

• Prescribers’ preference to varying concentrations, volumes, or final product container for 

administration. 

• It is relatively unsafe to expose the direct compounding area to hundreds of vials or ampules and 

hundreds of aseptic manipulations during the compounding of a typical batch size for an 

outsourcing facility; compounding from bulk is more safe and efficient.  

• Commercially available finished products have an inherent variance in potency creating an 

uncertain final concentration for the new product. 

• Use of state of the art equipment, like the SKAN isolator technology, requires the use of bulk 

starting materials. 

• There are no FDA approved products commercially available. 

 

METHODOLOGY 

Background information 

The national medicine registers of 13 countries and regions were searched to establish the availability of 

BBG products in the United States (US) and around the world.  The World Health Organization, the 

European Medicines Agency (EMA), and globalEDGE were used to identify regulatory agencies in non-

US countries.  The medicine registers of non-US regulatory agencies were selected for inclusion if they 

met the following criteria: freely accessible; able to search and retrieve results in English language; and 

desired information, specifically product trade name, active ingredient, strength, form, route of 

administration (ROA) and approval status, provided in a useable format.  Based on these criteria, the 

medicine registers of 13 countries/regions were searched: US, Canada, European Union (EU), United 

Kingdom (UK), Ireland, Belgium, Latvia, Australia, New Zealand, Saudi Arabia, Abu Dhabi, Hong 

Kong, and Namibia.  Both the EMA and the national registers of select EU countries (Ireland, UK, 

Belgium, and Latvia) were searched because some medicines were authorized for use in the EU and not 

available in a member country and vice versa.   

Each medicine register was searched for BBG; name variations of BBG were entered if the initial search 

retrieved no results.  The following information from the search results of each register was recorded in a 

spreadsheet: product trade name; active ingredient(s); strength; form; ROA; status and/or schedule; 

approval date. Information was recorded only for products with strengths, forms and/or ROA similar to 

those requested in the nominations.  

In addition to the aforementioned medicine registers, the DrugBank database (version 5.1.4) and the 

Natural Medicines database were searched for availability of over-the-counter (OTC) products containing 

BBG.  The availability of OTC products (yes/no) in the US and the ROA of these products were recorded 

in a spreadsheet.  Individual product information was not recorded. 
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Systematic literature review 

Search strategy 

Three databases (PubMed, Embase, and Scopus) were searched including any date through July 2, 

2018.  The search included a combination of “brilliant blue” AND (therapeutic[TIAB] OR 

clinical[TIAB] OR therapy[TIAB] OR ophthamolog*[TIAB] OR ophth*[TIAB] OR therapy[TIAB] 

OR therap*[TIAB]).  Peer-reviewed articles as well as grey literature were included in the search.  

Search results from each database were exported to Microsoft Excel®, merged, and sorted for 

removal of duplicate citations. 

Study selection 

Articles were not excluded on the basis of study design.  Articles were considered relevant based on 

the identification of a clinical use of BBG or the implementation of BBG in clinical practice.  

Screening of all titles, abstracts, and full-text were conducted independently by two reviewers.  All 

screening disagreements were reconciled by a third reviewer. 

Data extraction 

A standard data extraction form was used to collect study authors; article title; year published; journal 

title; country; indication for BBG use; dose; strength; dosage form; ROA; frequency and duration of 

therapy; any combination therapy utilized; if applicable, formulation of compounded products; study 

design; and any discussion surrounding the use of BBG compared to alternative therapies. 

Results 

Please refer to Figure 1. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



6 

 

Figure 1. Summary of literature screening and selection (PRISMA 2009 Flow Diagram) 
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Outreach to medical specialists and specialty organizations 

Using the indication from the nomination and the results of the literature review, one (1) medical 

specialty that would potentially use BBG was identified: ophthalmology.  Semi-structured interviews 

were conducted with subject matter experts within this specialty.  Interviews lasted from 30-75 minutes 

and were conducted either via telephone or in-person.  Criteria for selecting subject matter experts 

included recommendations provided by specialty professional associations, convenient geographic 

location, authorship within the specialty, or referral by an interviewee.  Up to nine (9) interviews were 

conducted per substance.  Five (5) experts were contacted for interviews, of which five (5) accepted and 

zero (0) declined interviews.  Interviews were recorded and transcribed via ©Rev.com.  QSR 

International’s Nvivo 12 software was utilized for qualitative data analysis.  The University of Maryland, 

Baltimore IRB and the Food & Drug Administration RIHSC reviewed the study and found it to be 

exempt.  Subject matter experts provided their oral informed consent to participate in interviews.  

 

Survey 

General professional medical associations and specialty associations for ophthalmology identified from 

the nomination were contacted to facilitate distribution of an online survey. Utilizing the specialty 

identified from the nomination, literature review, and interviews, the relevant professional associations 

were identified to facilitate distribution of an online survey.  A Google™ search was conducted to 

identify relevant professional associations within each specialty. Associations were included if their 

members are predominantly practitioners, national associations, and organizations focused on practice 

within the US.  Organizations without practicing physicians and state or regional organizations were 

excluded.  The association’s website was searched in order to identify the email of the executive director , 

regulatory director, media director, association president, board members, or other key leaders within the 

organization to discuss survey participation.  If no contact information was available, the “contact us” tab 

on the association website was used. 

An online survey was created using Qualtrics® software (Provo, UT).  The survey link was distributed to 

five (5) associations.  If an association had more than one (1) substance with indications relevant to that 

specialty, substances were combined into one (1) survey with no more than 14 substances per survey.  

Table 1 highlights the associations that agreed to distribute the survey link and table 2 includes the 

associations that declined to participate.  Additionally, single substance surveys were created and posted 

on the project website, which was shared with survey participants.   

Participation was anonymous and voluntary.  The estimated time for completion was 30 minutes with a 

target of 50 responses per survey.  The Office of Management and Budget (OMB) approved this project. 

 

Table 1. Participating associations 

 

 

 

 

 

Specialty Association 

Ophthalmology 

American Academy of Ophthalmology (AAO) 

American Society of Cataract and Refractive Surgery (ASCRS) 

American Society of Retina Specialists (ASRS) 
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Table 2. Associations that declined participation 

 

CURRENT AND HISTORIC USE 

Summary of background information 

BBG is available as an FDA-approved product.  BBG recently received FDA-approval in the US under 

the trade name TissueBlue manufactured by D.O.R.C.  BBG is not available as an OTC product nor does 

it have a United States Pharmacopeia (USP) monograph.  BBG is not approved in any of the 12 non-US 

medicine registries searched.  

 

Table 3. Currently approved products – USa  

Active Ingredient Concentration Dosage Form ROA Status Approval Date 

Brilliant blue G 0.025% Solution Ophthalmic Prescription 12/20/2019 

aSource: US FDA Approved Drug Products with Therapeutic Equivalence Evaluations (Orange Book). 

 

Table 4. Currently approved products – select non-US countries and regions 

 No approved products in the selected non-US countries and regions 

 

Summary of literature review 

BBG was first recognized for its potential as an ophthalmic dye in 2006 and was approved for intraocular 

use in Europe in 2007.1,2  BBG is available in Europe as a 0.025% solution for intraocular injection under 

the brand names Brilliant Peel®, Brilliant Peel® Dual Dye (manufactured by Fluoron/Geuder, 

Heidelberg, Germany), ILM-Blue®, and MembraneBlue-Dual® (manufactured by D.O.R.C. Dutch 

Ophthalmic Research Center (International) Zuidland, The Netherlands). 

One-hundred and three (103) studies were selected for inclusion.  The majority of the studies included 

were descriptive (70) and were conducted in Japan (22) followed by Germany (15).  Only five (5) of the 

studies identified were from the US.  In both the US and non-US studies, the most common indication 

identified was ILM staining.  In these studies, BBG was administered once at a concentration of 0.02%-

0.5% via an intravitreal injection.  Additionally, six (6) of the non-US studies identified a use in epiretinal 

membrane (ERM) visualization.  One (1) US study included a compounded formulation for BBG, refer to 

Table 10). 

 

Specialty Association Reasons for Declining 

Medicine 

American Medical Association (AMA) Failed to respond 

American Osteopathic Association (AOA) Failed to respond 
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Table 5. Types of studies 

Types of Studies Number of Studies 

Descriptive1–70 70 

Experimental71–84 14 

Observational85–103 19 

 

Table 6. Number of studies by country 

Country Number of Studies  

Argentina 47 1 

Austria 38 1 

Azerbaijan102 1 

Brazil1,9,36,37,43,50,57,73 8 

China 67 1 

Costa Rica21 1 

France82,89 2 

Germany11,15,16,34,42,55,56,66,70,78,86,90,91,97,100 15 

India 52,61,72,79,83,85 6 

Italy33,63,69,74,87 5 

Japan4–8,10,17,22–24,26,28–30,35,44,46,53,60,65,84,103 22 

Korea 48 1 

Macedonia27 1 

Mexico20,58 2 

Pakistan32,81 2 

Portugal40 1 

Romania45 1 

Saudi Arabia13 1 

Spain39,49,68,75,88,98 6 
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Switzerland12,99 2 

Turkey54,59,64,76,77 5 

United Arab Emirates25 1 

UK31,62,92,93,95 5 

US3,14,41,51,101 5 

Multiple Countries 

● Austria, Switzerland2,18,19,80 

● Argentina, Brazil, Chile, Costa Rica, Puerto Rico, Spain96 

● 20 centers in Africa, Asia, and Europe94 

● 28 countries in 4 continents71 

 

4 

1 

1 

1 

Total US: 5 

Total non-US Countries: 98 

 

Table 7. Number of studies by combinations 

 No combination products were nominated 
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Table 8. Dosage by indication – US  

Indication Dose  Concentration Dosage Form ROA Duration of Treatment 

ILM staining3,41,51,101 – 0.025%-0.25% Solution Intravitreal injection – 

Capsule staining14 – 0.25%  – – – 

Abbreviations: “–“, not mentioned; ROA, route of administration; ILM, interior limiting membrane.  

 

Table 9. Dosage by indication – non-US 

Indication Dose (mL) Concentration Dosage Form ROA Duration of Treatment 

ILM staining1,2,4–13,15,16,18–40,42–47,49,50,52–59,61–90,92–100,102,103 0.02-0.5ml 0.02%-0.5% Solution Intravitreal injection Once 

ERM visualization57,58,60,63,64,96 0.2-0.3ml 0.025% Solution Ophthalmic injection Once 

Descemet’s membrane endothelial graft staining17,91 – 0.025%-0.1% Solution – – 

Capsule staining1,48 – 0.0025%-0.025% Solution – Once 

Abbreviations: “–“, not mentioned; ROA, route of administration; ILM, interior limiting membrane; ERM, epiretinal membrane. 

 

Table 10. Compounded products – US  

Indication Year Published Compounding Method Dosage Form Final Strength 

ILM staining41 2012 

• Concentrate 

o Brilliant blue G powder: 0.25g 

o Dextrose 5%: 50mL 

• Solution 

o Concentrate: 5mL 

o Dextrose 5%: 95mL 

Solution 0.025% 

Abbreviations: ILM, interior limiting membrane. 
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Table 11. Compounded products – non-US 

Indication Compounding Method Dosage Form Final Strength 

ILM staining4,6–8,36,57,65,68,84,103 

● Brilliant blue dissolved in buffer solution  

● Brilliant blue dissolved in physiological serum 

● Brilliant blue dissolved in intraocular irrigating solution 

● Brilliant blue dissolved in balanced salt solution 

Solution 0.025%-0.05% 

ERM visualization57,60 
● Brilliant blue dissolved in buffer solution 

● Brilliant blue dissolved in balanced salt solution 
Solution 0.025% 

Capsule staining48 ● Brilliant blue dissolved in intraocular irrigating solution Solution 0.0025% 

Descemet’s membrane endothelial graft staining17 ● Brilliant blue dissolved in solution Solution 0.1% 

Abbreviations: ILM, interior limiting membrane; ERM, epiretinal membrane. 
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Summary of focus groups/interviews of medical experts and specialty organizations 

Five (5) interviews were conducted. 

 

Table 12. Overview of interviewees 

Interviewee 
Level of 

Training 
Specialty 

Current Practice 

Setting 

Experience with 

Brilliant Blue 
Interview Summary Response 

OPH_01 MD 
Ophthalmology 

(retina specialist) 
Private practice No 

• Predominately uses indocyanine green (ICG) in vitrectomy surgery 

• Benefit of BBG is staining secondary membranes 

• Need for BBG in the management of complicated retinal detachments 

• Administered by injection 

OPH_02 MD 
Ophthalmology 

(retina specialist) 
Private practice 

Yes (does not 

currently use) 

• Has used in the past but is no longer able to obtain 

• Predominately uses ICG in vitrectomy surgery 

o Trypan blue is not commonly used 

• Concerns regarding safety of ICG 

• BBG appears to be safer and would prefer to use for all vitrectomy 

surgeries  

OPH_03 MD 
Ophthalmology 

(retina specialist) 
Academic medical 

institution 
No 

• Predominately uses ICG in vitrectomy surgery 

• Concerns regarding safety of ICG 

• Would like to try brilliant blue since has a better safety profile 

OPH_06 MD 
Ophthalmology 

(pediatric specialist) 

Academic medical 

institution 
No 

• Does not use BBG because does not peel the membrane 
o Patient population does not have complicated retinal detachments 

• Colleagues in office have used in the past, however they have gone back 

to using ICG 

OPH_07 MD 
Ophthalmology 

(retina specialist) 
Private practice Yes 

• BBG is the stain of choice, has been using for six (6) or seven (7) years 

• Uses for every macular surgery 

• Stocks in-office for convenience 

• Obtains from an outsourcing facility as a 0.25mg/mL 0.5mL single dose 

vial 

Abbreviation: MD, Doctor of Medicine.
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Conditions or diseases in which BBG is used 

• Stains the ILM as part of vitrectomy surgery. 

• Macular surgery. 

• No need for BBG in cataract surgery as trypan blue is used to stain the capsule with good results.   

o One interviewee stated there are questions regarding potential endothelial cell toxicity 

with BBG in cataract surgery. 

Administration of BBG 

• One interviewee stated there are two options for administration 

o Option one: “fill the eye with air, so you've taken out the fluid, you've taken out the 

vitreous gel, so the eye's no longer filled with gel. So the inside of the eye from the lens 

back is hollow now. And you take out the fluid and you fill the eye with air, so a big 

bubble of air. And then you take a couple of drops of the brilliant blue G, or ICG, and 

you drip it over the macula, because typically you're peeling ILM over the macula most 

of the time, the center part of vision. And then you leave it in for 15, 30, 45 seconds and 

something like that, depending on what drug you're using or which stain, and then you 

take the air out of the eye, and that washes the excess dye that's in the little puddle over 

the macula, and then what you should be left with is a stained internal limiting membrane 

where the puddle was.” 

o Option two: “clamp the infusion in the eye because there's an infusion line infusing 

balance salt in the eye always during the vitrectomy, because if you take vitreous out, you 

have to replace it with something, otherwise the otherwise the eye would collapse. So 

what they'll do is they'll clamp the infusion solution, and then a fluid filled eye, they'll 

squirt some of the dye just anterior to the macula and kind of let it settle on the macula. 

That again creates a puddle more or less, in a fluid filled eye typically you have to inject 

more of the dye then, because you have the whole fluid filled eye that the dye can 

circulate into, but that's the other way that it's done.” 

o Most common concentration is 0.25mg/mL. 

• One interviewee stated it is administered by injection and the dye is allowed to sit on the surface 

of the retina for a period of time and then removed. 

Current staining options for vitrectomy surgery 

• No FDA-approved product containing BBG is available (at the time of interview).   

• BBG is approved for use in Europe; currently, DORC and Geuder manufacture BBG.   

• Trypan blue is the only FDA-approved product for use in vitrectomy surgery. 

o No interviewees use trypan blue in vitrectomy surgery due to poor staining of the ILM.  

One stated “trypan blue has pretty much been abandoned by everybody” and another 

stated, “virtually nobody is using the trypan blue now.” 

o Trypan blue is “better at staining epiretinal membranes.” 

• Indocyanine green (ICG) is used off-label in vitrectomy surgeries.  Three interviewees stated this 

is their current dye of choice. However, there are concerns regarding toxicity, mainly 

phototoxicity. 

• Triesence® or Kenalog® (triamcinolone acetonide), are used to “dust” the surface of the retina, 

however it “doesn’t define a nice edge, and it’s a little challenging to get the right amount of 

dusting.” 
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BBG over current staining options 

• Toxicity concerns are less with BBG as compared to ICG. 

• One interviewee stated, “when we go to international conferences, everyone else is using brilliant 

blue.” 

• One interviewee stated: 

o “…the utility of Brilliant Blue is in staining other so-called 'secondary membranes' which 

grow as a consequence of proliferation, abnormal proliferation of tissues within the eye 

that are of importance and interest from a surgical perspective. Because once these 

proliferative membranes grow on the surface of the retina, they can result in visually-

significant retinal pathology by virtue of contraction. So, they are largely transparent, yet 

slightly pigmented. They grow on the surface of the retina and then contract and in 

contracting, they can distort or detach the retina. Those tissues, those membranes that are 

not made or intrinsic to the retina, are effectively highlighted by Brilliant Blue.”   

o “…some European surgeons use Brilliant Blue also to stain the internal limiting 

membrane, which is not done quite as much in the United States largely because ICG 

gives a more intense stain. However, there are some surgeons who have concern about 

ICG and toxicity to the retinal pigment epithelium who might be inclined to use it for 

everything, if you will.” 

o “I think that there is an important and meaningful unmet need with regard to the potential 

availability and utility of Brilliant Blue in the management of complicated retinal 

detachments characterized by the presence of proliferative tissue, such as primary 

detachments, which fail due to PVR or traumatic detachments which are often 

characterized by the growth of scar tissue which is often a reason why those detachments 

fail more often than desired.” 

• One interviewee stated they would use BBG over all other dyes.  The interviewee continued by 

referencing two papers stating “both of them are in agreement that the only safe and effective 

stain is brilliant blue.”   

• One interviewee stated, “For macular hole surgery and epimacular membrane surgery and a 

variety of others, ILM peeling is clearly the standard of care and the standard of care for stains, 

other than in the United States, is brilliant blue.” 

Need for “office stock” 

• Four addressed concerns with writing patient-specific prescriptions for logistical issues.   

o Two stated that there are circumstances in which you may not necessarily know you will 

need the stain until you are already in the operating room.   

o One stated workflow would be negatively impacted if they were not able to stock the 

stain in their office due to patients coming from out of state as a referral.   

▪ One stated concern with shipping costs for patient-specific prescriptions and 

storage concerns if patients were asked to pick up the stain from a compounding 

pharmacy and bring it with them. 

One interviewee provided a supplementary PowerPoint presentation created by the interviewee.  This was 

referenced by the interviewee throughout the interview as containing all of the clinical-based information.  

A summary of the presentation is included below.  References in this section are per the interviewee’s 

presentation and were not verified for accuracy; due to insufficient citation information, unable to find all 

references that the interviewee included in the presentation.   
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• The only application for BBG is ILM peeling 

• Indications for ILM peeling include: 

o All lamellar and full thickness macular holes 

o All epimacular membranes 

o All vitreomacular schisis 

o All vitreomacular traction including DME 

o Many diabetic TRDs 

o Many PVR 

o Hypotony maculopathy104  

o Iatrogenic macular folds after FAX w/or simultaneous internal drainage of SRF during 

PPV for RRD 

• Advantages of ILM peeling in epimacular membrane surgery 

o ILM peeling reduces epimacular membrane recurrence rates (Anselm, Kampnik) 

o ILM peeling intraoperatively eliminates striae, hastens visual recovery and eliminates 

metamorphopsia, except for Stiles Crawford effect which takes 18 months 

o ILM peeling guarantees complete removal of epiretinal membrane and/or residual 

posterior vitreous cortex 

o Triamcinolone (Triesence®) is not specific for ERM or ILM although ideal for 

particulate marking of vitreous 

• Macular hole closure mechanisms 

o Phase 1. Immediate: Staining assisted ILM peeling to insure PVC/ERM traction gone and 

to increase retinal compliance and gas for surface tension effect to cause edge-to-edge 

apposition 

o Phase 2. Hours: Gas to prevent trans-hole flow and trans-retinal flow to eliminate retinal 

edema 

o Phase 3. Days: Mueller cell derived reactive gliosis stimulated by ILM peeling and 

bubble mediated drying heal hole closed by surface tension 

• ILM elasticity 

o Less force required to elongate retina without ILM compared to retina with ILM. Mean 

force on the central retina was reduced significantly by 53.6% and the ultimate elongation 

by 27.03% after ILM removal by excimer laser.105  

o ILM peeling increases macular hole surgery closure rates 

• ILM staining 

o ICG toxicity is a significant issue  

o BBG is the only safe, effective ILM staining agent106 (Kampik et al) 

o BBG is off label in US, it must be obtained from a compounding pharmacy, BBG is 

approved as Brilliant Peel in Europe 

• Advantages of BBG 

o Dissolved in BSS (balanced salt solution), not H2O, ICG is dissolved in H2O which 

potentially creates osmotic damage 

o Not fluorescent, therefore less risk of phototoxicity than ICG 

o Stable pH and osmolarity  

o No need to infuse under air unlike ICG 

o Can repeat stain many times unlike ICG, ICG is one time only 

o BBG is off-label in the US, approved in Europe 
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• An image of ICG toxicity was included in the presentation, which the interviewee stated has not 

been reported for BBG.  Due to the inability to verify the source of the image, this was not 

included. 

 

Summary of survey results 

Due to an error in the logic flow of the survey, questions pertaining to the use of compounded products 

were not displayed to certain respondents.   

 

Table 13. Characteristics of survey respondents [39 people responded to the surveya] 

Board Certification MD NP No Response 

Cardiovascular disease 0 1 0 

Internal medicine 1 0 0 

Ophthalmology 22 0 0 

No response 0 0 16 

Abbreviations: MD, Doctor of Medicine; NP, Nurse Practitioner. 
aOne (1) respondent reported multiple board certifications. 

 

Table 14. Types of products used, prescribed, or recommended 

Types of Products Respondents, n (N=12) 

Compounded 9 

FDA-approved 1 

Over-the-counter 0 

Dietary 0 

No response 2 

 

Table 15. Compounded use of brilliant blue in practice 

Indication Strength 
Dosing 

Frequency 

Dosage 

Form 
ROA 

Duration of 

Treatment 

Patient 

Population 

Removal of ILM 1 Once Syringe Injection 30 min (surgery) Any 
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Table 16. Indications for which brilliant blue is considered standard therapy 

aOne (1) respondent reported multiple indications. 

 

Table 17. Reasons for using a compounded product instead of the FDA-approved product 

Reasons 

“I’ve used both” 

“FDA approved does not exist” 

 

Table 18. Change in frequency of compounded brilliant blue use over the past 5 years 

 
Respondents, n (N=9) 

No - use has remained consistent 2 

Yes - I use it LESS often now 0 

Yes - I use it MORE often now 0 

No response 7 

 

 

 

 

Indication 

Standard Therapy 

Compounded, n 

(N=9)a 

Non-compounded, n 

(N=1) 

No Response, n 

(N=2) 

ERM 2 0 0 

ILM removal 1 0 0 

Intraoperative staining of tissue 0 1 0 

Macular hole 3 0 0 

Vitreoretinal surgery 2 0 0 

No response 2 0 2 
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Table 19. Do you stock non-patient specific compounded brilliant blue in your practice location? 

 Respondents, n (N=9) 

No 1 

Yes 1a 

No response 7 

aRespondent reported stocking non-patient specific compounded BBG obtained by purchasing from a compounding 

pharmacy in an operating room for convenience. 

 

Table 20. Questions related to stocking non-patient specific compounded brilliant blue 

No additional survey respondents provided this information; refer to table 19 

 

CONCLUSION 

BBG was nominated for inclusion on the 503B Bulks List and while the exact medical conditional may be 

unknown, BBG is generally used to stain portions of the eye, primarily the internal limiting membrane 

(ILM), to allow for better visualization during various ophthalmic procedures.  BBG was also nominated 

for use as a stain during cataract and vitrectomy surgery via a 0.025-1% solution for ophthalmic injection. 

BBG is available as an FDA-approved product.  BBG recently received FDA-approval in the US under 

the trade name TissueBlue manufactured by D.O.R.C.  BBG is not available as an OTC product nor does 

it have a USP monograph.  BBG is not approved in any of the 12 not-US medicine registries searched.  

BBG is available in Europe as a 0.025% solution for intraocular injection under the brand names Brilliant 

Peel®, Brilliant Peel® Dual Dye (manufactured by Fluoron/Geuder, Heidelberg, Germany), ILM-Blue®, 

and MembraneBlue-Dual® (manufactured by D.O.R.C. Dutch Ophthalmic Research Center 

(International) Zuidland, The Netherlands). 

From the literature review, in both the US and non-US studies the most common indication was ILM 

staining.  One US study described a formulation for compounded BBG. 

From the five (5) interviews, only one (1) respondent is currently using BBG, one has used it in the past 

but is no longer able to obtain the compounded product.  Trypan blue is the only FDA-approved product 

for use in vitrectomy surgery, however, no interviewees use trypan blue in vitrectomy surgery due to poor 

staining of the ILM.  Most of the respondents use ICG, however there are concerns regarding the use of 

ICG due to toxicity and believe that BBG does have a place in vitrectomy surgery.  One (1) respondent 

stated that BBG is the stain of choice in Europe. 

From the surveys, 12 respondents reported use of BBG, with nine (9) utilizing a compounded 

formulation.  Respondents reported that compounded BBG is considered the standard therapy for ERM, 

ILM removal, intraoperative staining of tissue, macular hole, and vitreoretinal surgery.  One (1) 

respondent reported stocking non-patient specific compounded BBG obtained from a compounding 

pharmacy in an operating room for convenience reasons.  Due to an error in the logic flow of the survey, 

questions related to the use of compounded products were not displayed to certain respondents.  However, 

we do not feel this compromised the integrity of the survey due to the similarities in the survey responses 

received to the results of the interviews and literature reviews. 
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Appendix 2. Survey instrument 

Start of Block: Welcome Page 

The University of Maryland Center of Excellence in Regulatory Science and Innovation (M-CERSI), in 

collaboration with the Food and Drug Administration (FDA), is conducting research regarding the use of 

certain bulk drug substances nominated for use in compounding by outsourcing facilities under section 

503B of the Federal Food, Drug, and Cosmetic Act.  In particular, we are interested in the current and 

historic use of these substances in clinical practice.  This survey is for brilliant blue.  As a medical 

expert, we appreciate your input regarding the use of this substance in your clinical practice.   This 

information will assist FDA in its development of a list of bulk drug substances that outsourcing facilities 

can use in compounding under section 503B of the Act.  All responses are anonymous.      

OMB Control No. 0910-0871   

Expiration date:  June 30, 2022      

The time required to complete this information collection is estimated to average 30 minutes, including 

the time to review instructions, search existing data sources, gather the data needed, and complete and 

review the information collection.  An agency may not conduct or sponsor, and a person is not required to 

respond to a collection of information unless it displays a currently valid OMB control number.  If you 

have additional questions or concerns about this research study, please email: 

compounding@rx.umaryland.edu.  If you have questions about your rights as a research subject, please 

contact HRPO at 410-760-5037 or hrpo@umaryland.edu. 

End of Block: Welcome Page 
 

Start of Block: BBG 

Q1. What type(s) of product(s) do you use, prescribe, or recommend for brilliant blue? Please check all 

that apply. 

▢ Compounded drug product   

▢ FDA-approved drug product   

▢ Over the counter drug product   

▢ Dietary supplement (e.g. vitamin or herbal supplement products sold in retail setting)   

▢ Unsure   

Skip To: Q13 If What type(s) of product(s) do you use, prescribe, or recommend for brilliant blue? Please check all 

th... != Compounded drug product 

Skip To: Q2 If What type(s) of product(s) do you use, prescribe, or recommend for brilliant blue? Please check all 

th... = Compounded drug product 

 

Display This Question: 

If What type(s) of product(s) do you use, prescribe, or recommend for brilliant blue? Please check all th... = 

Compounded drug product 

 

 

 

mailto:compounding@rx.umaryland.edu
mailto:hrpo@umaryland.edu
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Q2. Please list any conditions or diseases for which you use compounded brilliant blue in your 

practice.  Please include the strength(s), dosing frequency(ies), dosage form(s), route(s) of administration, 

duration of therapy, and patient population (ex. age, gender, comorbidities, allergies, etc).  

 

Strength(s) 

(please 

include units) 

Dosing 

frequency(ies) 

Dosage 

form(s) 

Route(s) of 

administration 

Duration of 

therapy 

Patient 

population 

Condition 1 

(please describe) 
      

Condition 2 

(please describe) 
      

Condition 3 

(please describe) 
      

Condition 4 

(please describe) 
      

Condition 5 

(please describe) 
      

 

Q3. Do you use compounded brilliant blue as a single agent active ingredient or as one active ingredient 

in a combination product? Please check all that apply. 

▢ Single   

▢ Combination   

Skip To: Q5 If Do you use compounded brilliant blue as a single agent active ingredient, or as one active 

ingredient... != Combination 

Display This Question: 

If Loop current: Do you use compounded brilliant blue as a single agent active ingredient, or as one active 

ingredient... = Combination 

Q4. Please list all combination products in which you use compounded brilliant blue. 

________________________________________________________________ 

Q5. For which, if any, diseases or conditions do you consider compounded brilliant blue standard 

therapy? ________________________________________________________________ 

Q6. Does your specialty describe the use of compounded brilliant blue in medical practice guidelines or 

other resources? _______________________________________________________________ 

Q7. Over the past 5 years, has the frequency in which you have used compounded brilliant 

blue changed?  

o Yes - I use it MORE often now (briefly describe why)  _________________________________ 

o Yes - I use it LESS often now (briefly describe why)  ___________________________________ 

o No - use has remained consistent   

 



29 

 

Q8. Why do you use compounded brilliant blue instead of any FDA-approved drug product? 

________________________________________________________________ 

Q9. Do you stock non-patient-specific compounded brilliant blue in your practice location?  

o Yes   

o No   

Skip To: End of Block If Do you stock non-patient-specific compounded brilliant blue in your practice location?  = 

No 

Display This Question: 

If Do you stock non-patient-specific compounded brilliant blue in your practice location?  = Yes 

Q10. In what practice location(s) do you stock non-patient-specific compounded brilliant blue? Please 

check all that apply. 

▢ Physician office   

▢ Outpatient clinic   

▢ Emergency room   

▢ Operating room   

▢ Inpatient ward   

▢ Other (please describe)  ________________________________________________ 

Q11. How do you obtain your stock of non-patient-specific compounded brilliant blue? Please check all 

that apply. 

▢ Purchase from a compounding pharmacy   

▢ Purchase from an outsourcing facility   

▢ Compound the product yourself   

▢ Other (please describe)  ________________________________________________ 

Q12. Why do you keep a stock of non-patient-specific compounded brilliant blue? Please check all that 

apply. 

▢ Convenience   

▢ Emergencies   

▢ Other (please describe)  _______________________________________________  

Skip To: End of Block If Why do you keep a stock of non-patient-specific compounded brilliant blue? Please check 

all that apply. = Convenience 

Skip To: End of Block If Why do you keep a stock of non-patient-specific compounded brilliant blue? Please check 

all that apply. = Emergencies 

Skip To: End of Block If Why do you keep a stock of non-patient-specific compounded brilliant blue? Please check 

all that apply. = Other (please describe) 

Q13. For which, if any, diseases or conditions do you consider brilliant blue standard therapy? 

________________________________________________________________ 

Q14. Does your specialty describe the use of brilliant blue in medical practice guidelines or other 

resources? ________________________________________________________________ 

End of Block: BBG 
 

Start of Block: Background Information 
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Q15. What is your terminal clinical degree? Please check all that apply. 

▢ Doctor of Medicine (MD)   

▢ Doctor of Osteopathic Medicine (DO)   

▢ Doctor of Medicine in Dentistry (DMD/DDS)   

▢ Naturopathic Doctor (ND)   

▢ Nurse Practitioner (NP)   

▢ Physician Assistant (PA)   

▢ Other (please describe)  _______________________________________________ 

Q16. Which of the following Board certification(s) do you hold? Please check all that apply.  

▢ No Board certification   

▢ Allergy and Immunology   

▢ Anesthesiology   

▢ Cardiovascular Disease   

▢ Critical Care Medicine   

▢ Dermatology   

▢ Emergency Medicine   

▢ Endocrinology, Diabetes and Metabolism   

▢ Family Medicine   

▢ Gastroenterology   

▢ Hematology   

▢ Infectious Disease   

▢ Internal Medicine   

▢ Medical Toxicology   

▢ Naturopathic Doctor   

▢ Naturopathic Physician    

▢ Nephrology   

▢ Neurology   

▢ Obstetrics and Gynecology   

▢ Oncology   

▢ Ophthalmology   

▢ Otolaryngology   

▢ Pain Medicine   

▢ Pediatrics   

▢ Psychiatry   

▢ Rheumatology    

▢ Sleep Medicine    

▢ Surgery (please describe)  ________________________________________________ 

▢ Urology   

▢ Other (please describe)  ________________________________________________ 

End of Block: Background Information 
 

 


