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Dear editor
As an ophthalmologist, a principal investigator, and the Chief Medical Officer at 
Glaukos, I greatly appreciate journals like Clinical Ophthalmology, which enable 
timely publication of novel research and emerging clinical techniques. In the recent 
article “Treatment of Keratoconus with WaveLight Contoura and Corneal Cross- 
Linking Combined,” Dr. Motwani raises a topical issue regarding the desire to 
incorporate learnings from our international colleagues into clinical practice within 
the landscape of United States regulatory approvals.1 When introducing new 
surgical techniques, transparency regarding the investigational status of drugs and 
medical devices is paramount: for patient safety, to protect physician practices, and 
in the ethical conduct of clinical research.

The author references United States Food and Drug Administration (US FDA) 
approval for corneal cross-linking, mistakenly referring to the combination proce
dure described in his article as “off-label.” The term off-label refers to the unap
proved use of an approved drug or medical device. To date, the only FDA-approved 
corneal cross-linking procedure for the treatment of progressive keratoconus and 
corneal ectasia following refractive surgery is the iLink platform (Photrexa Viscous 
0.146% riboflavin 5ʹ-phosphate in 20% dextran ophthalmic solution, Photrexa 
0.146% riboflavin 5ʹ-phosphate ophthalmic solution and the KXL System, 
Glaukos), approved in 2016 under a new drug application (NDA 203324) for the 
drug/device combination product.

The term “off-label” refers to the use of an approved drug or medical device for 
uses or treatment indications that are not included in the product’s approved 
labeling, within the practice of medicine. Neither the riboflavin ophthalmic solution 
nor the UV delivery system used in the cross-linking procedure described have 
received FDA approval, and therefore the procedure is not off-label- it is the use of 
an unapproved drug and medical device, which does not fall under the lawful 
practice of medicine.2

Although the author indicates that no Institutional Review Board approval was 
required because this evaluation was a retrospective study, the surgical intervention 
utilized unapproved drug and device products, and therefore the investigational 
treatments should be performed within the framework of a prospective clinical 
study. Permission from the FDA is required to legally conduct a clinical study of an 
investigational drug product in the United States, such as under an investigational 
new drug application (IND).2,3 This requirement is in place, in part, to ensure that 
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the drug is produced in accordance with good manufactur
ing practices (GMP). Circumventing this process not only 
threatens patient safety, but also presents legal risks and 
liabilities for medical professionals.2

While I appreciate the interesting topic of this research, 
I respectfully submit that as written, this study does not 
adhere to the standards for research ethics put forth by this 
journal and may mislead US ophthalmologists regarding 
the FDA approval status of the products described.

Disclosure
L Jay Katz is an employee of Glaukos as Chief Medical 
Officer. The author reports no other conflicts of interest in 
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