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34176 US Hwy 19 N

Palm Harbor, FL 34684

OPEN LETTER TO REGENERATIVE PROCESSING PLANT LLC

Is the Regener-Eyes bottle safe?

Dear Dr. Harrell:

The Dry Eye Foundation is a 501(c)(3) nonprofit organization serving the ocular surface disease and ocular
surface pain patient communities(1).

As part of our education mission, we are actively engaged in raising awareness about safety trends of
concern in the over-the-counter eye drop space (2) (3).

In January 2022, a colleague and I (4) visited the Regener-Eyes LLC booth at the Global Specialty Lens
Symposium in Las Vegas. We were offered samples of Regener-Eyes Professional Strength and
Regener-Eyes Lite, sent to us later by mail. I later purchased more online. I observed that both types of
Regener-Eyes eye drops were packaged in simple multi-dose bottles with no preservative-free dropper to
protect against bacterial contamination after opening (Image 1). This prompted strong concern and
considerable research.

In April 2022, Dry Eye Foundation began communicating with the Office of Jurisdiction at the Food and
Drug Administration’s Center for Biologics Evaluation and Research about Regener-Eyes; we have
subsequently communicated with other CBER offices as well as offices at the Center for Drug Evaluation
and Research. Our stated concerns included but were not limited to: (a) absence of an ingredient list; (b)
absence of a backwash prevention device in the bottle, which we believed to be unprecedented for
commercialized preservative-free multi-dose OTC substances intended for use on the ocular surface; (c)
absence of a stated indication for use; and (d) absence of evidence that clinical trials had been completed
to establish the safety of the products.

In May 2022, Dry Eye Foundation launched a public education campaign about biologic eye drop safety.
This campaign began with two presentations by our medical advisor (5). The first (6) addresses safety
concerns associated with potential bacterial contamination of preservative-free eye drops in multi-dose
bottles. The second (7) addresses five misconceptions about biologic eye drops that were common at that
time, relating to FDA approval status, clinical trials, prescription drug status, OTC drug status, and
evidence of sterility during use.
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In June 2022, Dry Eye Foundation publicly identified Regener-Eyes brand products as biologic eye
drops of concern (8) and in ensuing months our medical advisor produced several additional educational
presentations related to Regener-Eyes.

In August and September 2022, Regener-Eyes:

e progressively modified its branding and advertising, removing all references to biologic
substances, and even changing the company slogan (Image 2);

e updated its OTC product listings, replacing “d-MAPPS”, an ingredient with identifiable biologic
originss, with “Tonicity Solution”, an unidentified ingredient with no UNII (9) (10);
began describing Regener-Eyes as OTC (11); and
began stating to consumers that Regener-Eyes “is FDA approved” or - if the caller persisted in
their questioning - that Regener-Eyes “has an approved indication for dry eye” (12).

In September 2022, my colleague (4) and I again attended a trade show where Regener-Eyes was
exhibiting (13). There, we witnessed your company marketing Regener-Eyes to physicians as a biologic
through the distribution (Image 3) of an EyeWorld White Paper (14) which describes Regener-Eyes as an
“engineered biological product”, “derived from human placental-based biomaterials” and
“immunomodulatory”. At the same time, your company was also distributing a Regener-Eyes brochure
stating that Regener-Eyes is “not immunosuppressive” (Image 4).

On September 22, 2022, Regener-Eyes sent a Cease and Desist letter to Dry Eye Foundation’s medical
advisor (5), who had communicated with members of Regener-Eyes’ Clinical Advisory Board about Dry
Eye Foundation’s safety concerns.

On September 29, 2022, Dry Eye Foundation sent Regener-Eyes an Open Letter (15) requesting to
know the ingredients of Regener-Eyes, on the basis that the Code of Federal Regulations requires
manufacturers to provide this information on the product packaging (16).

On October 3, 2022 Regener-Eyes sent a Final Cease and Desist Demand letter to Dry Eye Foundation’s
medical advisor. You demanded, among others, that she remove 24 educational presentations. The first in
your list for removal was a presentation about potential bacterial contamination of preservative-free eye
drops in multi-dose bottles (6).

On October 5, 2022, Regener-Eyes sent Dry Eye Foundation a “Cease and Desist Demand” letter
wherein you characterized our request for ingredient information as an attempt on our part to intrude into
your “trade secrets”.

On October 5, 2022, the Food and Drug Administration sent Regener-Eyes an Untitled Letter (17).

On February 1, 2023, the Center for Disease Control and Prevention issued an emergency HAN alert
(18) about Ezricare Artificial Tears, which has been linked to a multi-state outbreak of multi-drug resistant
Pseudomonas aeruginosa infections, with outcomes including loss of vision and one death. Ezricare
Artificial Tears and Delsam Pharma Artificial Tears have since been recalled (19). Both CDC and FDA
drew attention to the fact that these products, though preservative-firee, were packaged in
[simple] multi-dose bottles (20) (21).

On February 21, 2023, I purchased Regener-Eyes Lite online. Upon receiving the product, I observed
that the bottle appears unchanged from 2022, that is, it is a simple multi-dose bottle with no
preservative-free dropper. Additionally, the most recently purchased product has no lot number or

expiration date on the bottle (Image 5).




We therefore ask in this Open Letter:

1. Is Regener-Eyes preservative-free, as advertised?

The ingredient list on DailyMed states in the on-screen version that Regener-Eyes contains glycerin,
“Tonicity Solution”, and water (22) but states in the printable or downloadable version that it contains
only glycerin and water (Image 6). Tonicity Solution has no Unique Ingredient Identifier (UNII). We do
not know how it was possible for this ingredient to be listed in your FDA OTC registration without a UNII.
In short, we do not know what Tonicity Solution is or whether Regener-Eyes contains it.

We have been informed by both a patient (23) and a Key Opinion Leader optometrist (24) that a
Regener-Eyes sales person advised them - in explanation of the bottle type - that Regener-Eyes is
“naturally antimicrobial”. If this is a position your company supports, please explain what it means and
what basis you have for believing that your bottle satisfies 21 CFR 200.50(b).

2. If Regener-Eyes is preservative-free, how is bacterial contamination prevented during
use, given that it is packaged in a simple multi-dose bottle?

Your 3mL bottle contains approximately 60 drops.
No directions are provided with respect to how long the bottle may be used after opening (Image 5).

The dropper on your bottle audibly sucks air and visibly sucks liquid back into the bottle after dispensing a
drop (25).

What evidence do you have that this packaging protects the contents from bacterial contamination in
satisfaction of 21 CFR 200.50(b)?

We patients have a right to know what is in our eye drops and whether they are safe.

Recent tragic outcomes of the Pseudomonas aeruginosa infections related to EzriCare Artificial Tears have
suggested how much is at stake when eye drop manufacturers disregard rules for manufacturing and
packaging.

The Dry Eye Foundation eagerly anticipates a definitive resolution to the questions of what is in
Regener-Eyes, whether it is preservative-free, and whether it is subject to bacterial contamination after
opening.

Sincerely,

Rebecca Petris
President
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Image 1: Regener-Eyes bottle, 2022

January 2022

April 2022




Image 2: Examples of Regener-Eyes marketing modifications

Before August 2022

After August 2022

Slogan:

THE POWER OF A BIOLOGIC,
IN THE EASE OF AN EYE DROP.

Slogan:

THE POWER OF SCIENCE,
IN THE EASE OF AN EYE DROP. ™

Full page ad, Review of Optometry
March 2021

é Regener-Eyes
OPHTHALMIC SOLUTION

It’s raining proteins
in every drop.

771 Proteins, Cytokines, Chemokines,
Growth Factors, and Hyaluronic Acid

Hyaluronic
Acid

‘ HEAL, REPAIR, AND REGENERATE.
mydryeyes.org | 877-206-0706

© 2020 Regener-£yes®, Al rights reserved 0 @ o

Full page ad, Optometric Management
October 2022
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Perfect Conditions
to Recommend
Regener-Eyes®
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When the air is heavy with smog and environmental
pollutants, it's the perfect time to recommend
Regener-Eyes. It's a first-in-class ic, safe and
effective, natural, and preservative-free ophthalmic drop
To Relieve Dryness of the Eye. Try Regener-Eyes.

Call (877) 206-0706 to register or visit regenereyes.com

To Relleve
Dryness of the EYe

®
s Regener-Eyes
OPHTAALMIC SOLUTION

The Power of Science, in the Ease of an Eye Drop ™




Image 3: Regener-Eyes booth, Vision Expo West, Las Vegas NV, September 2022

In foreground: Stack of Regener-Eyes brochures. This brochure (see Image 4) states that Regener-Eyes is
“not immunosuppressive”.

Behind brochures: Stack of reprints of an EyeWorld White Paper from June 2021 (see link). This paper
describes Regener-eyes as “immunosuppressive” and an “engineered biological product”
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https://supplements.eyeworld.org/eyeworld-supplements/regener-eyes-white-paper-final-spread-foruberflip

Image 4: Regener-Eyes brochure, Vision Expo West,

Las Vegas, September 2022

(Inside)

Regener-Eyes Ophthalmic Solution
;Zhas an excellent safety profile with
MILLIONS of treatments administered.

Regener-Eyes is not
- immunosuppressive or steroidal.
~ Instead, it uses the body's own ability
to protect & Relieve Dryness of the
Eye.

& Each product is created using 100%
] natural, patented, proprietary
ingredients and is preservative-free.

Each batch of Regener-Eyes is tested
to ensure quality, sterility and safety.

(Outside)

TESTIMONIALS |

*The extraordinary efficacy of Regener-Eyes to repair the
ocular surface has provided a vital tool in the management
of dry eye disease. Patients see and feel the difference
within a matter of a few days and It is very rewarding as an
eye care professional to change the quality of vision and life
in patients who have often suffered for years "

Eric Donnenfeld, MD, FACS

(Key Opinion Lead:

"Regener-Eyes has become an essential drop in the
management of my dry eye disease patients. Its unique
components & effectiveness allows It to work when no other
option is achieving the desired results. I've seen dramatic
improvement in corneal & conjunctival staining, KCS,
Sjogren's Syndrome DED & even evaporative DED cases. It
can sometimes replace other inflammatory agents or be
additive in improving the results. It is effective when
sterolds aren't an option such as steroid responders & s
safe enough for long term therapy. The improvement in my
patient's symptoms & signs has been impressive.”

1 sincerely know Regener-Eyes gave my eyes much relief
and gave me a life again, other than just caring for my eyes
Thank you for making this product that has helped me so
much

gth P

Results are nothing short of a miracle!”
After 5 months, my eyes feel almost healed from aqueous:
deficient dry eye caused by chemical fume exposure. I went

from thinking T was permanently disabled and in chronic
pain, for over a year, to feeling 99% healed. What a

Journey!

tarted to

ne month nto using Regener-Eyes Lite, I

et that I even had dry eyes
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THE POWER OF SCIENCE,
IN THE =
EASE OF AN EYE DROP

PRODUCTS

Regener-Eyes”

LITE

Regener-Eyes”

ORMTHALMIC SOLUTION
To Relieve

Dryness of the Eye

Non-Refrigerated and Formula
for Mild to Moderate Symptol

Regener-Eyes

PROFESSIONAL

Regener-Eyes is used as a
lubricant to prevent further
irritation & to Relieve
Dryness of the Eye.

Regener-Eyes contains a
hypotonic solution, increasing
well time, lubricating and
ng the corneal surface
ieve Dryness of the Eye.

Regener-Eyes”
oRNTHALMIC SOLUTION
To Relleve
Dryness of the Eye

Regener-Eyes’

OPHTHALMIC SOLUTION

To Relieve

Dryness of the Eye

Add Regener-Eyes as a Contact

Suffering from any |
of the following
eye symptoms?

DU Ve WD

[

Rt

Burning
Dryness
Grittiness
Soreness
Irritation
Watering
Eye Fatigue

T oar

Regener-Eyes is used as a
protectant against further
irritation & to Relieve
Dryness of the Eye.

THE POWER OF SCIENCE,
IN THE EASE OF AN EYE DROP

Take Control of your Eye Health Today

877-206-0706
REGENEREYES.COM
INFO@REGENEREYES.COM

877-206-0706
REGENEREYES.COM



Image 5: Regener-Eyes, February 2023
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Drug Facts 'sw‘ a docter If
[Active ingredient Purpose s
Glycerin 0.4% ...._.... Eye Lubricant
Uses = s
* For the temporary relief of burning i =3

and irritation due to doyness of the _ﬂ,E’.‘L-—-—-—'_'_'_'_._._-_F

eve Woep out of r'::'diﬁ| hsliy,
= For use as a lubricant to prevent |Jswaowad, get Control Center
further irritation or to relieve Spoe

dryness of the eye. i toly.

L il 1 1o 4 drops.

For use as a protectant against Directions M‘Ivs'lper day in sach g
]

further rritation or to ralieve 1o four Hmes
55 of he eye. e, or s recommended by Your Re ener-EYES

Warnings External Use Only cor B g B

= To avoid contamination, do not b

toueh tip of the bottle closure to %

any surface(s) including the eye or To Relieve . asa Protectang

the skin T rature. B0RINSE fyrypa i 5

* Do not use if salution changes | 'DrynESS Of the Eye b Titation g

SOLUTIO!

OPHTHAL

color or becomes clowdy.

LOT#H: P—06222Z2A
EXP: 062224
634

A

REGENER-EYES®
Ophthalmic Solution

LITE

(Note: Label was removed from bottle for photography purposes only, in order to show the absence of an
expiration date or lot number on the bottle.)



Image 6: Regener-Eyes Lite Inactive Ingredients

https://dailymed.nlm.nih.gov/dailvmed/fda/fdaDrugXsl.cfm?setid=e7796dod-13d7-73¢3-€053-2995a90a
de e=displa;
(March 5, 2023)

HUMAN OTC DRUG

OPHTHALMIC

| GLYCERIN (UNII: PDC6A3C00X) (GLYCERIN - UNILPDC6A3C00X) | GLYCERIN 12mg in3mL

WATER (UNII: 059QFOKOOR) |

NDC:82305-006-01 3in 1 BOX 08/24/2022
3 mL in 1 BOTTLE, DROPPER; Type 0: Not a Combination Product

"
1
1



https://dailymed.nlm.nih.gov/dailymed/fda/fdaDrugXsl.cfm?setid=e7796d0d-13d7-73c3-e053-2995a90a8bde&type=display
https://dailymed.nlm.nih.gov/dailymed/fda/fdaDrugXsl.cfm?setid=e7796d0d-13d7-73c3-e053-2995a90a8bde&type=display

