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CONTENT OF THE CONSENSUS STATEMENT

In December 2019, clinical experts in the fields of oph-
thalmology, rheumatology and hematology held a meeting
in order to develop guidelines for the prevention and treat-
ment of severe forms of dry eye syndrome (DES). During the
meeting, an extremely important therapeutic problem was
highlighted; namely the lack of patient access to reimbursed

cyclosporin A. In light of above, a Consensus Statement was
drawn up regarding the unavailability of sight-saving therapy
in the form of reimbursed cyclosporin A to patients with se-
vere DES.

The Consensus Statement was developed with references
to the latest guidelines for the treatment of DES, including
Polish Ophthalmological Society 2018 [1], TFOS DEWS II

on available scientific research results.

*Guidelines of scientific societies and associations (including the Polish Ophthalmological Society) do not constitute binding laws and do not determine
the only correct procedures; they are only an opinion of a group of experts from a given field. The opinion reflects the current state of knowledge based

The guidelines do not exempt healthcare workers from personal liability with regard to making the correct decisions for individual patients.

Personal responsibility for the used therapeutic methods rests with all individuals who practise medicine. It should be based on thorough knowledge and
practical skills, while observing necessary safety measures with regard to oneself and the patient.

Readers of this paper are obliged to make themselves familiar with current information on the presented treatments and pharmacotherapies with special
attention paid to manufacturers’ information on doses, time, and administration as well as side effects of the used drugs.

The publishers and editors of the paper shall not be responsible for any damages that could in any way be connected to the contents of this paper.
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[2-5], AAO 2018 [6], EULAR 2020 [7], EBMT 2019 [8], and
the publication “Prevention and Treatment of Severe Keratitis
in Dry Eye Syndrome” [9]. During the development of the ex-
perts’ position, the opinion of dr. n. farm. Leszek Borkowski
was taken into account in the section addressing the safety of
medicinal products with cyclosporin [10].

Dry eye syndrome is a complex disorder characterized by
inflammation, and instability and hyperosmolarity of the tear
film. Severe forms of DES can lead to significant damage to
the structures of the ocular surface (including severe kerati-
tis), and neurosensory abnormalities.

Even though DES significantly reduces the quality of life
of patients, it tends to be trivialized as a public health prob-
lem, despite the condition being one of the most common
reasons to see an ophthalmologist. When providing their
medical history, patients typically report a range of persistent
symptoms including burning sensation, discomfort, itching,
visual disturbances, irritation, photosensitivity, gritty feeling
in the eyes, excessive tearing, and difficulty reading, driving,
and working at the computer. The seriousness of the health
problem is reflected in the fact that the lack of patient ac-
cess to reimbursed treatment contributes to progression of
the disease, ultimately resulting in ocular damage. The longer
the period from the onset of DES symptoms to the diagnosis,
the higher the severity of daily discomfort and pain, and the
greater the adverse impact of the disease on the overall quality
of life and professional activity of patients. The negative effect
of moderate to severe DES on the quality of life of affected
individuals is comparable to that of conditions requiring di-
alysis or severe angina.

Patients with DES feel distress related both to physical
aspects caused by the specific nature of the disease (pain, dis-
ability) and mental health issues. Impaired mental well-being
experienced by patients is caused, to a considerable extent,
by the physical symptoms of the condition. At the same time,
however, psychosomatic symptoms (depression, stress or anx-
iety), may significantly affect the subjective perception of ocu-
lar symptoms and pain, thus creating a vicious circle. Studies
show that patients with DES are affected by higher levels of
anxiety and depressive symptoms compared to individuals
without the disease. Also, there is a confirmed relationship
between the severity of DES and the degree of anxiety and
depressive symptoms. Clinically, a greater severity of these
conditions has been found in patients with severe forms of
DES, e.g. due to Sjogren’s syndrome (SS) [11].

It needs to be noted that DES is also associated with a sig-
nificant economic burden both for patients and the society
at large. The direct costs of the disease are related to appoint-
ments with medical specialists, diagnostic tests, and phar-
macological and non-pharmacological therapies provided to
patients. The indirect costs of DES are due to sickness absen-
teeism and ineffective work performance.

In light of the above, key importance should be attached
to the correct diagnosis of the disease and the initiation of
effective treatment - cyclosporin A in adult patients with
severe keratitis accompanying DES who experience no im-

provement despite using artificial tear products. A key focus
must be placed on applying an interdisciplinary approach in
the diagnostic and therapeutic process, as severe keratitis in
DES is most typically encountered in patients with SS, and in
patients with ocular graft-versus-host disease (GVHD).

In therapeutic practice, patients with severe keratitis in
DES eye syndrome are most commonly treated with:

— corticosteroids,

- cyclosporin in the form of compounded eye drops or oint-
ments,

— finished drug products containing cyclosporin A.

Long-term use of topical corticosteroids is associated with
the risk of elevated intraocular pressure, cataract or oppor-
tunistic ocular infections. Consequently, drugs of this group
must be used for a short time only, which fails to break the
vicious cycle of inflammation in a proportion of patients. In
contrast, topical treatment with cyclosporin A can be used on
a long-term basis, and is capable of controlling inflammation,
but the lack of reimbursed cyclosporin A significantly reduces
patient access to effective therapy.

Currently, Ikervis' is the only product in the form of eye
drops containing cyclosporin A which is approved for mar-
keting in the European Union. Prior to the approval of Ik-
ervis’, Restasis’ (a drug approved in the USA) was imported
and reimbursed in the target import procedure. Ikervis' is
an emulsion containing 0.1% cyclosporin. Unlike Restasis’,
which is an anionic castor oil-in-water emulsion, Ikervis' has
the form of cationic oil-in-water emulsion. As a result, cyclo-
sporin remains as tear film on the ocular surface for longer,
which increases the bioavailability of the drug.

Unlike corticosteroids, cyclosporin A can be used on
a long-term basis. According to the Summary of Product
Characteristics, response to treatment should be assessed at
least every 6 months.

It is important to note that Ikervis’ is currently listed in
drug reimbursement schemes in most European countries
(even in Croatia, the Czech Republic, Slovakia, Slovenia and
Hungary), while in Poland it is excluded from public fund-
ing. The exclusion of Ikervis’ from the drug reimbursement
scheme, combined with the concurrent loss of access to
Restasis’ reimbursed under the target import procedure, has
significantly worsened the situation of patients in Poland.

Cyclosporin A is a cyclic immunomodulatory polypep-
tide with immunosuppressive activity. It has antiinflamma-
tory properties and inhibits cellular immune responses. In
addition, cyclosporin blocks the synthesis and/or release of
proinflammatory cytokines, including interleukin 2 (IL-2),
also known as T-cell growth factor (TCGF). Another effect
induced by cyclosporin A is an increased release of antiin-
flammatory cytokines. The antiinflammatory activity of cy-
closporin justifies its use in patients with moderate to severe
DES which is a condition with an underlying immune-me-
diated inflammatory mechanism. Cyclosporin in the form
of eye drops reaches T lymphocytes in the cornea and con-
junctiva, where it deactivates calcineurin phosphatase. The
inactivation of calcineurin prevents the translocation of the
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NEF-AT transcription factor into the cell nucleus. Through this
mechanism, cyclosporin blocks the release of proinflamma-
tory cytokines.

A review of adverse effects, special warnings and precau-
tions as well as drug interactions points to the therapeutic
importance of cyclosporin regardless of the type of clinical
application. An absolute recommendation under the current
pharmacological doctrine is that patients in such cases should
be treated with drugs manufactured under GMP supervision,
by recognized pharmaceutical manufacturers, and controlled
by the marketing authorization holder and competent nation-
al and EU regulatory authorities.

Therefore, it should be emphasized that cyclosporin in the
form of a compounded drug is not an alternative to the fin-
ished drug product because:

- eye drops prepared in pharmacies are known to be of in-
ferior quality to those made industrially (pharmacies have
no infrastructure to consistently ensure appropriate classes
of air and environmental cleanliness; no drug formulation
facilities with “dirty” and “clean” man locks; and often no
separation of works performed in the preparation of stan-
dard and aseptic formulations),

- pharmacies prepare cyclosporin A eye drops using avail-
able pharmacopeia-approved vehicles (liquid carriers).
However, their composition may deviate from the manu-
facturer’s specifications, resulting in limited bioavailability,
and hence problems with achieving therapeutic concentra-
tions of ophthalmic cyclosporine, depending on the manu-
facturing site,

- compounded drugs prepared in pharmacies are not evalu-
ated for proper dosage in clinical studies.

Consequently, the experts’ conclusion is that the finished
drug product shows superior quality, efficacy, stability and
safety to pharmacy-made drugs, which is why substitution
is not recommended. Cyclosporin as an API is not suitable
for such substitution because of its narrow therapeutic index,
nonlinear pharmacokinetics, and the risk of deviations in bio-
equivalence indicated above. A similar position was expressed
in the recommendation of September 2019 issued at the re-
quest of the Minister of Health by the Dutch National Health
Care Institute (Zorginstituut Nederland) [12].

Finished drug products have an advantage over com-
pounded drugs in the following aspects:

- no designated MAH,

- no dedicated procedure for reporting adverse effects of
compounded drugs,

- no pharmacovigilance system for the safety of use of com-
pounded medicinal products,

- no system for managing risks associated with using com-
pounded medicinal products,

- no intra-pharmacy control of the risk of falsification of the
API or pharmacopeial raw material,

- no release of compounded drug batch by a qualified person,
as there are no batches, and each drug may be different,

- no patient information leaflet and summary of product
characteristics approved by a competent authority.

Moreover, since more and more pharmacies restrict the
compounding of ophthalmic drugs, access to pharmacies
where a compounded drug with cyclosporin can be ordered
is becoming increasingly difficult. Since a finished drug prod-
uct is commercially available, measures should be taken to
include the product in the drug reimbursement scheme.

In cases involving adverse effects of a compounded drug,
the option to perform a follow-up qualitative study under the
pharmacovigilance procedure is limited due to reasons related
to the availability of the compounded drug after adverse ef-
fects are reported, and the possibility of qualitative and quan-
titative control of the drug.

Based on the above considerations, it should be conclud-
ed that the only recommended type of cyclosporin A are eye
drops in the form of a finished drug product authorized for
marketing in the EU.

In Poland, there are interdisciplinary guidelines for the
treatment of severe forms of DES developed in cooperation
with ophthalmologists, rheumatologists and hematologists
(“Prevention and Treatment of Severe Keratitis in Dry Eye
Syndrome”) which clearly recommend the use of cyclosporin
A in the form of a finished drug product as an effective and
safe therapeutic option in the analyzed patient population.
However, the guidelines cannot be implemented in clinical
practice because of reimbursement restrictions (Ikervis is ex-
cluded from the reimbursement scheme). As a result, a grow-
ing group of patients is deprived of access to treatment, even
though the product is reimbursed from public funds in the
majority of EU member states.

Taking into consideration all the arguments presented in
this document, experts in the fields of ophthalmology, rheuma-
tology and hematology agree that there is a strong unmet need
to integrate cyclosporin A into clinical practice in Poland. Con-
sequently, it is recommended that measures are taken to ensure
that medically necessary treatment is available to patients. To
achieve this, a finished drug product containing cyclosporin
A should be added to the drug reimbursement scheme.
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