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The Scottish Medicines Consortium (SMC) has completed its assessment of the above
product and advises NHS Boards and Area Drug and Therapeutic Committees (ADTCs) on
its use in NHS Scotland. The advice is summarised as follows:

ADVICE: Following a re-submission

Olopatadine eye drops (Opatanolo) are accepted for use within NHS Scotland for the
treatment of ocular signs and symptoms of seasonal allergic conjunctivitis.

Olopatadine is a new, locally applied, antihistamine and anti-allergen. It appears to have
similar efficacy to other ocular preparations for seasonal allergic conjunctivitis and a lower
price than some competitors, suggesting that it is cost-effective compared to these higher-
priced products.

Overleaf is the detailed advice on this product.
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Scottish Medicines Consortium




Olopatadine 1mg/ml eye
drps, solution
(Opatanol®)

Indication

Treatment of ocular signs and symptoms of seasonal allergic conjunctivitis (SAC).

Dosing information

One drop in the conjunctival SAC of the affected eye(s) twice daily (8 hourly). Treatment may
be maintained for up to four months if considered necessary.

UK launch date
April 2003

Comparator medications

The two comparator medications contained in the pivotal trials were cromolyn sodium 4%
ophthalmic solution, and levocabastine.

Cost of relevant comparators

Costs have been calculated for four-months' treatment because this is the maximum duration
for olopatadine and because of the seasonal nature of the disease. Monthly usage has been
estimated on an assumption of 20 drops per ml, rounded to the nearest pack size with the
last pack being discarded at the end of the month. Drop size may vary between preparations
therefore the estimates are approximate.

Active ingredient (Product) Strength  Pack Dose* NHS price (£)
size Scotland for 4
months*
Olopatadine (Opatanol®) 1% 5ml ldropineach £16
eye x 2 daily.
Emedastine (Emadine®) 0.05% 5ml 1 drop in each £31
eye x 2 daily.
Azelastine hydrochloride 0.05% 6 ml 1 drop in each £26 to £51
(e.g Optilast®) eye x 2-4 daily.
Ketotifen 0.025% 5ml 1 drop in each £39
(Zaditen®) eye x 2 daily.
Lodoxamide(Alomide®) 0.1% 10 ml 1 drops in each £17
eye X 4 daily.
Levocabastine(Livostin®) 0.05% 4 ml 1 drop in each £39 to £52
eye x 3-4 daily.
Diclofenac sodium (Voltarol® Ophtha)  0.1% 5ml 1 drop in each £53
eye x 4 daily
Nedocromil sodium (e.g. Rapitil®) 2% 5ml 1 drop in each £20 to £41
eye x 2-4 daily
Sodium cromoglicate (non-proprietary) 2% 13.5ml 1 drop in each £10
eye x 4 daily
Epinastine HCI (Relestatat®) 0.05% 5mil 1 drop in each £29+




eye x 2 daily.

+ Epinastine (Relistat®) has been costed for its maximum duration of 8 weeks.

Summary of evidence on comparative efficacy

Olopatadine is a potent selective antihistamine that exerts its effect by antagonising histamine
and preventing histamine induced inflammatory cytokine production by human conjunctival
epithelial cells.

Two different methods have been used in the studies. One method is the Conjunctival
Allergen Challenge (CAC), where patients with an established history of SAC, and with a
positive skin/RAST test, are given a predetermined topical ocular dose of the allergen to
provoke an allergic reaction. In this test the response can be quantified and has been shown
to be reproducible. The provoked action can be used to evaluate any anti-allergy topical ocular
product with the patient acting as his/her own control.

The CAC studies were performed either as placebo studies or with an active comparator.

The efficacy parameters in the CAC studies were: Ocular redness (0-12 scale) and ocular
itching (0-4 scale, none — extremely severe) assessed prior to and 3, 10 and 20 minutes after
each CAC. The CAC studies showed that olopatadine was significantly more effective than
placebo and the active comparators nedocromil, ketotifen and levocabastine for defined
periods.

In studies of SAC a more clinically relevant study design has been used, where patients were
included during the allergy season and randomised to either treatment or control. There were
five studies performed in SAC; four of them were pivotal studies. In the pivotal studies 688
patients were randomised and 684 were administered active product. Of these 336 were
administered olopatadine. The studies were performed comparing olopatadine with
levocabastine (6 weeks treatment), cromolyn sodium (6 weeks treatment), or placebo (8-14
weeks treatment).

The symptom ‘itching’ and sign ‘redness’ were part of the endpoint in all four of the pivotal
SAC studies. However, the endpoints were defined in different ways. In one study the primary
endpoint was the percentage of visits with patient-assessed 0-scores for itching and redness,
whereas in the other studies, either patients or investigators assessed ocular redness and
itching at different time points.

The first pivotal study with Cromolyn (cromoglicate) showed that for slit lamp redness and
itching, olopatadine was non-inferior. Results for secondary efficacy criteria showed no
difference for chemosis or eyelid swelling. Physician’s impression suggested superiority on
days 30 and 42 only.

The second pivotal study compared olopatadine and levocabastine in patients over 4 years of
age. The results did not show superiority for either product. Using intention-to-treat (ITT) data
olopatadine was superior to levocabastine with regard to slit lamp redness only at day 42
although this became non-significant after adjustment. Olopatadine was marginally non -
significant for itching on day 14 and 42. Otherwise there were no statistically significant
differences between the two treatments.

One supportive study compared systemic antihistamine alone (loratadine 10 mg) with the
combination of systemic antihistamine and olopatadine eye drops. For the primary endpoints,
the study did not show significant difference in the conjunctival redness (assessed by the




investigator) but patient-scored itching (assessed in-office) was significantly improved in the
olopatadine group at study end (day 42). For secondary end points olopatadine was superior
in controlling ocular swelling and chemosis. It should be noted that it was a single-masked
(investigator) study; therefore, patients may have been biased in their evaluation of the
efficacy parameters.

Summary of evidence on comparative safety

Two studies were performed to address safety of olopatadine. In the first, olopatadine was
administered to 369 volunteers (age 3-79 years) three times a day for 42 days. Of the patients
receiving olopatadine 37% experienced adverse events compared to 35% given placebo. In
the age group 3-6 years 17% and 31% given olopatadine and placebo respectively,
experienced adverse events. Overall the study suggested that olopatadine was safe for use
up to 42 days in all the individuals.

The other study used cromolyn sodium 4% ophthalmic solution as an active control. There
were 30 patients with vernal keratoconjunctivitis in each group (aged 5 to 17 years) and the 2
ophthalmic solutions were administered 1 drop 4 times a day at 4-6 hourly intervals for 90
days. Adverse events were mild to moderate and there were no serious adverse events
recorded in this study. There were no clinically or statistically significant changes in visual
acuity.

The clinical studies showed that olopatadine administered 1 to 4 times daily for up to 120
days or more as monotherapy or adjunctive therapy was safe and well tolerated in both
normal subjects and patients. Adverse events were for the most part mild to moderate and
usually resolved without treatment. The most common ocular adverse event was ocular
discomfort.

Summary of clinical effectiveness issues

Olopatadine seems to have similar efficacy to that of either cromolyn sodium or levocabastine
but has not been compared to the cheaper alternatives such as azelastine hydrochloride or
the cheaper over the counter eye drops containing antazoline sulphate.

It has a rapid onset of action (within 3 minutes) and a long duration of action. The dosing
regimen is only twice a day but is limited for up to 4 months.

Summary of comparative health economic evidence

The manufacturer submitted a cost effectiveness analysis comparing olopatadine to generic
sodium cromoglicate and a proprietary brand Opticrom®. A General Practitioner (GP) is
assumed to prescribe one of the three drugs and switch therapies at 14, 28, 42 and 120 days
depending on response. The main non-drug resource use is number of visits to a GP. A non-
responder is asumed to have an additional GP visit compared to successfully treated
patient. The outcome is the NHS costs associated with each pathway at 4 months.

The results show that at 4 months olopatadine is the cheapest option under the base case. If
clinical equivalence is assumed then olopatadine is more expensive than cromoglicate.




Olopatadine Opticrom® cromoglycate

Total costs £ 125 146 130
Total cost (clinical
equivalence) £ 133 140 122

Sensitivity analyses showed that the results are very sensitive to probability of successful
treatment and number/cost of repeat GP visits.

The main problems with the model are:
No reference to any trials to support the clinical effectiveness data are provided. The
sensitivity analyses show the results are very sensitive to this variable.
The high cost per GP visit of £41

Olopatadine has shown superiority over comparators in clinical trials but the clinical end-
points do not translate into the modelled ‘success rates’ of no further visits to a GP required.

Despite the poor quality of the health-economic submission, the evidence of clinical
superiority at a lower price than some comparators suggests that olopatadine is cost-
effective in comparison to these.

Patient and public involvement

A Patient Interest Group Submission was not made.

Budget impact

The submission assumed net savings of between £0.4m and £0.7m if olopatadine has a 5%
market share rising to £1.5m to £2.9m if market share is 20%. Savings seem to assume
fewer GP visits but no disaggregation of drug cost and other resource use is possible. This
assumes that the number of patients with seasonal allergic conjunctivitis is between 0.54m
and 1.1m.




Additional information

On 8th September 2003, following a full submission SMC issued the following advice about
Olopatadine 1mg/ml eye drops:

Not recommended for use within NHS Scotland

Olopatadine is a new local antihistamine and antiallergen. It appears to have similar
efficacy to other ocular preparations for seasonal allergic conjunctivitis, however the cost
effectiveness of this product has not been adequately demonstrated.

On 10th November 2003, in the absence of a submission to SMC from the licence holder,
SMC issued the following advice about ketotifen hydrogen fumarate (ZaditenO) eye drops.

In the absence of a submission to SMC from the licence holder

Ketotifen hydrogen fumarate (Zaditen) eye drops is not recommended for use within NHS
Scotland for the symptomatic treatment of seasonal allergic conjunctivitis.




Advice context:
No part of this advice may be used without the whole of the advice being quoted in full.

This advice represents the view of the Scottish Medicines Consortium and was arrived at
after careful consideration and evaluation of the available evidence. It is provided to inform
the considerations of Area Drug & Therapeutics Committees and NHS Boards in Scotland in
determining medicines for local use or local formulary inclusion. This advice does not
override the individual responsibility of health professionals to make decisions in the exercise
of their clinical judgement in the circumstances of the individual patient, in consultation with
the patient and/or guardian or carer.

This assessment is based on data submitted by the applicant company up to and including
11 November 2005.

Drug prices are those available at the time the papers were issued to SMC for consideration.

The undernoted references were supplied with the submission. Those shaded grey are
additional to those supplied with the submission.
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