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Abstract

Objective—To compare the relative effectiveness of methotrexate and mycophenolate mofetil
for non-infectious intermediate uveitis, posterior uveitis, or panuveitis.

Design—Multicenter, block-randomized, observer-masked clinical trial

Participants—Eighty patients with non-infectious intermediate, posterior or panuveitis requiring
corticosteroid-sparing therapy at Aravind Eye Hospitals in Madurai and Coimbatore, India.

Intervention—~Patients were randomized to receive 25mg weekly oral methotrexate or 1g twice
daily oral mycophenolate mofetil and were monitored monthly for 6 months. Oral prednisone and
topical corticosteroids were tapered.

Main Outcome Measures—Masked examiners assessed the primary outcome of treatment
success, defined by achieving the following at 5 and 6 months: (1) <0.5+ anterior chamber cells,
<0.5+ vitreous cells, <0.5+ vitreous haze and no active retinal/choroidal lesions in both eyes, (2) <
10 mg of prednisone and < 2 drops of prednisolone acetate 1% a day and (3) no declaration of
treatment failure due to intolerability or safety. Additional outcomes included time to sustained
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corticosteroid-sparing control of inflammation, change in best spectacle-corrected visual acuity,
resolution of macular edema, adverse events, subgroup analysis by anatomic location, and
medication adherence.

Results—Forty-one patients were randomized to methotrexate and 39 to mycophenolate mofetil.
A total of 67 patients (35 methotrexate, 32 mycophenolate mofetil) contributed to the primary
outcome. Sixty-nine percent of patients achieved treatment success with methotrexate and 47%
with mycophenolate mofetil (p=0.09). Treatment failure due to adverse events or tolerability was
not significantly different by treatment arm (p=0.99). There were no statistically significant
differences between treatment groups in time to corticosteroid-sparing control of inflammation
(p=0.44), change in best spectacle-corrected visual acuity (p=0.68), and resolution of macular
edema (p=0.31).

Conclusions—There was no statistically significant difference in corticosteroid-sparing control
of inflammation between patients receiving methotrexate or mycophenolate mofetil. However,
there was a 22% difference in treatment success favoring methotrexate.

The standard initial treatment for non-infectious uveitis is some form of corticosteroid
therapy. However, corticosteroid therapy has well-documented local and systemic side
effects, making long-term use undesirable.! Thus, other immunosuppressive therapies are
frequently used as corticosteroid-sparing agents when patients require ongoing treatment
and are unable to taper to an acceptable long-term dose of oral prednisone (e.g. <10 mg a
day).1 Currently there are no FDA approved systemic immunosuppressive therapies for non-
infectious uveitis. Methotrexate and mycophenolate mofetil, two commonly used
antimetabolites, are often used as initial corticosteroid-sparing treatments.2:3

Results from most non-comparative retrospective case series suggest that patients may be
more likely to achieve controlled inflammation and tolerate treatment with mycophenolate
mofetil compared to methotrexate.3-18 Furthermore, approximately half of the patients who
fail treatment with methotrexate go on to successful treatment with mycophenolate
mofetil.1® However, one small retrospective case series demonstrated that methotrexate had
slightly higher success than mycophenolate mofetil.20 A recent survey reported that while
the majority of uveitis specialists use methotrexate as their initial corticosteroid-sparing
agent for all anatomical locations of uveitis, they would prefer to start with mycophenolate
mofetil for intermediate and posterior/panuveitis if cost was not a factor.?1

There has been a lack of prospective studies and randomized controlled trials to
systematically determine which antimetabolite is more clinically efficacious as initial
corticosteroid-sparing therapy for the treatment of non-infectious uveitis, making it difficult
for clinicians to make informed, evidence-based decisions. The objective of this study was
to compare the relative effectiveness of methotrexate and mycophenolate mofetil for non-
infectious intermediate uveitis, posterior uveitis or panuveitis in patients requiring
corticosteroid-sparing therapy.
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Study Design

This study was a multicenter, block-randomized, observer-masked comparative
effectiveness trial (ClinicalTrials.gov: NCT01232920). Patients with non-infectious uveitis
were enrolled at two Aravind Eye Hospital uveitis clinics located in Madurai and
Coimbatore, South India. Institutional Review Board approval was obtained at the
University of California, San Francisco and at Aravind Eye Hospitals. All patients provided
written informed consent.

Eligibility Criteria

Eligible patients were 16 years or older and had non-infectious intermediate uveitis,
posterior uveitis or panuveitis in at least one eye (active within the past 60 days defined by
the presence of at least one of the following: =1+ anterior chamber cells, vitreous cells,
vitreous haze and/or active retinal/choroidal lesions). Eligibility criteria also included a
failed corticosteroid taper and/or a known chronic condition necessitating
immunosuppressive therapy! and no prior use of immunosuppressive drugs, other than
corticosteroids. Complete eligibility criteria are listed in Figure 1.

Treatment Assignment

Study Timeli

Patients were randomized (1:1 allocation ratio) to oral methotrexate or mycophenolate
mofetil within clinic using permuted blocks of size 4 and 6. Assignments were generated by
the principal statistician using the statistical software R (The R Project for Statistical
Computing, version 2.11.1, Vienna, Austria, available at: http://www.r-project.org, accessed
September 25, 2013). After eligibility was confirmed, the study coordinator contacted a
designated individual who was otherwise uninvolved in the study to obtain the
randomization assignment.

ne, Masking, and Assessments

Patients completed study visits at baseline, 2 weeks, and every month for up to 6 months.
All personnel responsible for outcome measurements (i.e. ophthalmologists, visual acuity
examiners, and optical coherence tomography (OCT) operators) were masked. Patients and
study coordinators were unmasked.

Study ophthalmologists measured anterior chamber cells according to the Standardization of
Uveitis Nomenclature (SUN) guidelines.?? Vitreous cells were graded using a scale derived
from the Multicenter Uveitis Steroid Treatment (MUST) trial.23 Vitreous haze was assessed
by the standardized National Eye Institute (NEI) scoring system?* which has been accepted
by the SUN Working Group.22 Activity of retinal/choroidal lesions was judged by the
treating ophthalmologist. Macular edema in isolation was not considered an active retinal/
choroidal lesion.

Study-certified masked visual acuity examiners measured best spectacle-corrected visual
acuity (BSCVA) using a logarithm of the minimum angle of resolution (logMAR) tumbling
“E” chart at 4 meters. Acuities worse than logMAR 1.6 (~20/800) were recorded as:
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http://www.r-project.org

1duosnue Joyiny vd-HIN 1duosnue Joyiny vd-HIN

1duosnuely Joyny vd-HIN

Rathinam et al.

Treatment

Outcomes

Page 4

counting fingers (1.7), hand motion (1.8), light perception (1.9), and no light perception
(2.0).25 Macular edema was measured by masked, study-certified OCT operators. Macular
edema thresholds were derived from normative data on central subfield thickness (i.e.
greater than 252um for Stratus2® and greater than 308um for Cirrus,2” Carl Zeiss Meditec,
Dublin, CA).

Serious and non-serious ocular and systemic adverse events were ascertained at each visit by
the coordinator and ophthalmologist. Blood samples were drawn at each visit to monitor
values of CBC, AST, ALT and creatinine. Medication adherence was assessed using patient
reports of missed doses.

Patients received antimetabolite therapy at a reduced dose for the first 2 weeks to ensure
tolerability (15mg a week oral methotrexate and 500mg twice daily oral mycophenolate
mofetil). After two weeks, the dose was increased to a maintenance level for the remainder
of the trial: 25mg a week oral methotrexate or 1g twice daily oral mycophenolate mofetil.
Additionally, all patients on methotrexate were given 1mg of folic acid daily. The protocol
provided guidelines regarding the administration of systemic and topical corticosteroids.
Patients were placed on a minimum of 15mg of oral prednisone a day at enrollment and
tapered according to SUN guidelines.2? If patients experienced intolerable symptoms or a
non-serious adverse event, they were allowed to reduce their study dose by one or two
levels, while the physician remained masked. The first dose reduction was to 20mg for
methotrexate or 1g in the morning and 500mg in the evening for mycophenolate mofetil.
Treatment could be further reduced to 15mg for methotrexate or 500mg twice daily for
mycophenolate mofetil.

The primary outcome of treatment success was achieving corticosteroid-sparing control of
inflammation in both eyes at the 5 and 6 month visits. This was defined by the following:

1. <0.5+ anterior chamber cells, <0.5+ vitreous cells, <0.5+ vitreous haze, and no
active retinal/choroidal lesions

2. <10 mg of oral prednisone daily and <2 drops of prednisolone acetate 1% (or
equivalent) a day

3. no declaration of treatment failure due to intolerability or safety concerns

Prespecified secondary outcomes included time to corticosteroid-sparing control of
inflammation, change in best spectacle-corrected visual acuity, resolution of macular edema,
frequency of adverse events, medication adherence, and treatment success by anatomic
location.

Sample Size Determination

A target enrollment of 80 patients was deemed feasible and sufficient to detect a clinically
relevant difference in treatment success between patients treated with methotrexate and
mycophenolate mofetil. Specifically, a sample of 40 patients per arm was estimated to
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provide 80% power to detect a difference of approximately 30% in treatment success,
assuming a dropout rate of 10%, and a two-tailed alpha of 0.05.

Statistical Analyses

RESULTS

The primary outcome was analyzed with a complete case analysis using a Fisher’s exact test,
excluding patients who dropped out or were lost to follow-up. This outcome was evaluated
at the patient level as success was defined as controlled inflammation in both eyes. An
additional intent-to-treat analysis was conducted using regression-based multiple imputation
using the following variables: treatment success, most severe vitreous haze score in either
eye at baseline, most severe anterior chamber cell score in either eye at baseline, active
retinal or choroidal lesions in either eye at baseline, sex, and dose of corticosteroids at the
start of the study. All 80 patients were included. Imputation was conducted using the
M.1.C.E. (Multiple Imputation by Chained Equations) package for R (mice, The R Project
for Statistical Computing, version 2.14 for Maclntosh, Vienna, Austria).

Time to corticosteroid-sparing control of inflammation was compared by treatment arm
using the Wilcoxon rank-sum test. Visual acuity and macular edema were analyzed at the
eye level, and only included eyes with uveitis at enrollment. The effect of treatment on
visual acuity was assessed using mixed-effects linear regression, controlling for the last visit
at which visual acuity was assessed. Resolution of macular edema was modeled using a
mixed-effects logistic regression. The occurrence of adverse events between arms was
compared with a Fisher’s exact test. If a patient reported the same event more than once, it
was only counted once. Additional analyses compared treatment success by anatomical type
of uveitis (i.e. intermediate or posterior/pan) and by presence of activity in the posterior
segment at enrollment using a Fisher’s exact test. Proportion of missed doses was compared
by arm using Wilcoxon rank sum test. All statistical tests were two-sided, and p-values less
than 0.05 were considered statistically significant. Reported p-values were not adjusted for
multiple comparisons. Data were analyzed using the R version 2.12 (The R Project for
Statistical Computing, Vienna, Austria).

Between October 2011 and June 2012, 80 patients with non-infectious uveitis were enrolled
(41 randomized to methotrexate and 39 to mycophenolate). Among the 80 patients
randomized, 67 (35 methotrexate and 32 mycophenolate mofetil) completed the study or
were declared treatment failures prior to the 6- month visit. Figure 2 outlines the procession
of patients through the trial and which patients were included in the analysis.

Baseline demographic and clinical characteristics were distributed similarly between groups
(Table 1) with the following exception: those taking methotrexate were more likely to have
posterior/panuveitis (93% vs. 72% mycophenolate mofetil). The majority of patients had
bilateral disease (90% methotrexate and 72% mycophenolate mofetil). The amount of
corticosteroid exposure was similar between arms with a median of 40 mg at baseline for
both. In the 90 days prior to enroliment, the highest oral prednisone (or equivalent) dose
administered was similar between arms with a median of 60 mg in the methotrexate group
and 53.3 mg in the mycophenolate mofetil group. Other than corticosteroids, all patients
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were immunosuppressant naive, except for two who had briefly received methotrexate more
than a year prior to enrollment and had stopped for financial reasons.Table 1 summarizes the
highest level of inflammation in the 90 days prior to enrollment. Thirty percent of patients
had active retinal/choroidal lesions in at least one eye at baseline and 65% in the past 90
days.

Treatment Success

In total, 39 patients (58%) had corticosteroid-sparing controlled inflammation at five and six
months (15 with mycophenolate mofetil (47%) and 24 with methotrexate (69%)) (Table 2).
There was no statistically significant difference in the proportion of patients achieving
treatment success (p=0.09). Multiple imputation demonstrated similar results (p=0.13).
Twenty-two patients (33%) did not achieve corticosteroid-sparing control at month five and
six (15 with mycophenolate mofetil (47%) and 7 with methotrexate (20%)). In addition, 5
patients (8%) were declared treatment failures due to intolerability of side effects (3 with
methotrexate and 2 with mycophenolate mofetil). One patient was declared a failure due to
safety concerns after developing chicken pox while taking methotrexate.

Secondary Outcomes

Of those considered a treatment success, the median number of days to achieve
corticosteroid-sparing control of inflammation was 139 days for methotrexate (Interquartile
range (IQR) 62.5-142 days) and 124 days for mycophenolate mofetil (IQR 60-156 days),
p=0.44. The mean change in BSCVA in the methotrexate group was —0.26 logMAR and in
the mycophenolate mofetil group was —0.19 logMAR, p=0.68. Out of 35 eyes with macular
edema (22 in methotrexate and 13 in mycophenolate mofetil), 17 eyes resolved with
methotrexate (77%) and 7 eyes resolved with mycophenolate mofetil (54%), p=0.31.
Twenty-two of the 32 patients with posterior/panuveitis (69%) achieved treatment success in
the methotrexate group compared to 10 of the 22 (45%) in the mycophenolate mofetil group,
p=0.10. Overall, 30 patients (38%) missed at least one medication dose: 13 in the
methotrexate arm (32%) and 17 in the mycophenolate arm (44%), p=0.67. Of those who
missed at least one dose, 67% missed no more than 5% of doses.

Adverse Events

One serious adverse event involving hospitalization due to hot water burns occurred but was
deemed unrelated to the study drug. In total, 65 patients experienced at least one non-serious
adverse event: 33 in the methotrexate arm (80%) and 32 in the mycophenolate mofetil arm
(82%). For a description of all adverse events (serious and non-serious), see Table 3. There
were no statistically significant differences by arm in the number of non-serious adverse
events (p=0.38) or in the number of patients who experienced at least one adverse event
(p=0.99). However, patients on mycophenolate mofetil were more likely to have a fever
lasting over 12 hours (p=0.02). Two patients on methotrexate (6%) reduced their dose from
the maintenance level of 25mg a week to 20mg a week due to tolerability issues.
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DISCUSSION

This randomized trial comparing methotrexate and mycophenolate mofetil for the treatment
of non-infectious intermediate uveitis, posterior uveitis or panuveitis found that a higher,
although not statistically significant, proportion of patients on methotrexate achieved
treatment success (69% vs. 47%). The difference in treatment success was primarily due to
efficacy in controlling inflammation; safety and tolerability issues were uncommon and did
not differ between the treatment arms. Approximately half of the patients achieving
treatment success had corticosteroid-sparing control of inflammation by 4.5 months,
regardless of treatment assignment. Nearly 40% of patients had macular edema at baseline.
Although not statistically significant, macular edema resolution was greatest in the
methotrexate arm (77% vs. 54%). There was no difference in change in visual acuity
between treatment arms, although overall patients on average improved by 10 letters.

Overall, both treatments were safe, well tolerated, and patients were able to adhere to the
treatment regimens. Issues with tolerability and safety were uncommon, with only 6 patients
(8%) stopping treatment. About 10% of patients in both groups suffered from
gastrointestinal symptoms such as nausea, vomiting, and/or diarrhea. Abnormalities with
hemoglobin and liver function tests were found in 10% or less of patients in both groups.
Medication compliance was high in both treatment groups, with the majority of patients not
missing any doses.

The results of this trial differ from most previously published retrospective studies?-11-19
and from physician opinion,2! raising questions on which immunosuppressant therapy
should be used as first-line corticosteroid-sparing treatment. In a retrospective study by
Galor et al., 42% of patients on methotrexate achieved treatment success after 6 months
compared to 70% on mycophenolate mofetil.2 These results are similar to findings from
other studies. Thorne et al. reported corticosteroid-sparing treatment success in 82% of
patients on mycophenolate mofetil® and Samson et al. reported success in 56% of patients
on methotrexate.28 Studies published from the Systemic Immunosuppressive Therapy for
Eye Diseases (SITE) cohort reported patients with posterior/panuveitis had corticosteroid-
sparing success rates of 21% for methotrexatel4 and 41% for mycophenolate mofetil.18

All of the above studies were retrospective and non-comparative, so their findings may
differ from those of a clinical trial for a variety of reasons. Assessment protocols vary across
studies, with different physicians measuring inflammation and visits occurring at
inconsistent time points. In addition, the SUN classification was developed in 2005,22 so
patients in studies before this date may have been assessed using different standards. Many
patients in these studies had previously failed one or more immunosuppressive agents, in
contrast to our trial. Dosing was also not standardized in these studies and patients on
different doses were combined for analysis purposes. The average methotrexate dose ranged
from 12mg to 20mg/wk,211:14.28 |ess than the 25mg/wk in this trial. This difference in
dosing could have potentially affected outcomes. There has been one trial of 19 patients
comparing methotrexate to interferon for uveitis-related macular edema.2® However,
patients had very little inflammation in that study since the main focus was macular edema.
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To our knowledge, this is the first randomized trial comparing the effectiveness of two
frequently used antimetabolites for non-infectious uveitis. The major strength of this study is
its prospective randomized design with standardized treatment and assessment regimens.
Furthermore, this study was observer-masked to prevent bias. Beyond the comparison of
treatments, this study provides detailed and unbiased information on patient outcomes.
However, power and possible generalizability concerns may need consideration. The sample
size was chosen for feasibility of enrollment in a single hospital system. Although we found
a 22% difference, which could be considered clinically important, the study was
underpowered to find statistical significance. As is common in many uveitis studies, it was
not feasible to only enroll patients with a specific disease so a heterogeneous group of
uveitis etiologies was included. Furthermore, all our patients were enrolled in India so there
may be questions of generalizability to other populations. However, we do not know of any
inherent biological difference that could affect treatment response.

Given the risk of damage from uncontrolled ocular inflammation and the severity of side
effects related to long-term use of high dose corticosteroids, knowledge of the most effective
initial corticosteroid-sparing treatment is essential for improving patient outcomes. There are
also cost implications. Even though both medications are generic, a four week supply of
maintenance dose methotrexate (25mg a week) costs $169 whereas an equivalent supply of
mycophenolate mofetil (2g a day) costs $887.30

The large, but not significant, difference in efficacy favoring methotrexate necessitates
further prospective investigation. These results are serving to inform a larger NEI-funded
clinical trial currently underway at multiple international sites.
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Inclusion Criteria (All must be met)

16 years of age or older
Non-infectious intermediate, posterior or panuveitis
In the past 60 days prior to enrollment, presence of any of the following, according to
SUN criteria, in at least one eye

o = 1+ anterior chamber cells

o 2 1+ anterior vitreous cells

o = 1+ vitreous haze

o active retinal or choroidal lesions
= 15 mg oral prednisone dose at enrollment
A history of a corticosteroid taper failure (i.e. inability to taper to prednisone 10 mg or
less) or an obvious chronic disease necessitating corticosteroid-sparing
immunosuppressive treatment (i.e. Behcet's disease, multifocal choroiditis and
panuveitis, serpiginous choroidopathy or birdshot retinochoroidopathy) as per
Standardization of Uveitis Nomenclature (SUN) Working Group guidelines.? Patients
with VKH and bullous retinal detachment were also considered in this category.

Exclusion Criteria

Any infectious cause of uveitis

Chronic hypotony (IOP < 5 mm Hg for > 90 days)

Prior use of any immunosuppressive drug for the treatment of uveitis (other than
corticosteroids)

Periocular or intravitreal corticosteroid injection in the past 90 days
Fluocinolone acetonide implant surgery in either eye in the past 3 years
Intraocular surgery in the past 30 days

Visual acuity of hand motions or worse in better eye

Pregnant or currently breast-feeding

Evidence of active tuberculosis, syphilis, or hepatitis (labs and chest radiograph
required)

Figure 1.
Trial Inclusion and Exclusion Criteria
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80 Patients randomized
(145 eyes with uveitis)

Y

41 Randomized to receive methotrexate l

Y

)
Allocation J

39 Received allocated intervention
2 Did not receive allocated intervention
(discontinued at the baseline assessment)

39 Randomized to receive mycophenolate

mofetil

38 Received allocated intervention
1 Did not receive allocated intervention
(discontinued at the baseline assessment)

Y

—

Y

L

Follow-Up

1 Lost to follow-up (not reachable)
3 Dropouts

4 Lost to follow-up (not reachable)
2 Dropouts

35 Included in analysis, 68 eyes with uveitis
6 Excluded (did not receive intervention,
lost to follow-up, or dropout)

P

Y

Analysis

|

32 Included in analysis, 56 eyes with uveitis
7 Excluded (did not receive intervention,
lost to follow-up, or dropout)

Figure 2.
CONSORT diagram
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Table 1

Baseline Characteristics of Patients by Treatment Assignment

Methotrexate =~ Mycophenolate Mofetil  p-value
(N=41) (N=39)
Age mean years (SD) 38.6 (10.3) 40.2 (14.2) 0.57
Female N(%) 26 (63) 22 (56) 0.65
Occupation N(%) 0.52
Agricultural Worker 4 (10) 6 (15)
Non-agricultural worker 32 (78) 27 (69)
Student 2 (5) 4 (10)
Retired 0(0) 1(3)
Unemployed 3(7) 1(3)
Uveitis Diagnosis N(%) 0.09
Vogt-Koyanagi-Harada disease 27 (66) 16 (41)
Idiopathic 3(7) 4 (10)
Sympathetic Ophthalmia 4(10) 4 (10)
Pars Planitis 0 (0) 6 (15)
Behcet’s Disease 3(7) 3(8)
Retinal Vasculitis 1(2) 1(3)
Sarcoidosis 0 (0) 2 (5)
Non-Granulomotus Panuveitis 2(5) 2 (5)
Serpiginous Choroiditis 0 (0) 1(3)
Granulomotus Panuveitis 1(2) 0 (0)
Laterality of Uveitis N(%) 0.05
Bilateral 37 (90) 28 (72)
Anatomic Location” N(%) 0.02
Anterior & Intermediate/Intermediate 3(7) 11 (28)
Posterior/Panuveitis 38 (93) 28 (72)
Mean Visual Acuity**
logMAR (SD) 0.42 (0.51) 0.48 (0.55) 0.59
Location of Inflammation at Enrollment N(%) 0.68
Anterior chamber only 4 (10) 2 (5)
Posterior segment (vitreous, retina, choroid) 37 (90) 37 (95)
Macular Edema (in at least one eye) N(%) 15 (37) 18 (46) 0.65
Corticosteroids (prednisone mg)
Median at Baseline (IQR)*** 40 (30-50) 40 (27.5-50) 0.94
Median in past 90 days (IQR)"™"* 60 (40-60) 53.3 (3-60) 0.73
Highest Level of Inflammation past 90 days (either eye) N(%)
Anterior Chamber Cells 0.93
0 6 (15) 8 (21)
0.5+ 6 (15) 6 (15)
1+ 10 (24) 7(18)
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Methotrexate ~Mycophenolate Mofetil  p-value

(N=41) (N=39)
22 19 (46) 18 (46)
Vitreous Haze 0.37
0 20 (49) 13 (33)
0.5+ 1(2) 4 (10)
1+ 5(12) 9(23)
=0+ 14 (34) 13 (33)
Could not access 1(2) 0 (0)
Anterior Vitreous Cells 0.32
0 20 (49) 14 (36)
0.5+ 1(2) 4 (10)
1+ 5(12) 8(21)
=0+ 14 (34) 13 (33)
Could not access 1(2) 0 (0)
Active Retinal/Choroidal Lesions 26 (63) 26 (67) 0.64

*
Anatomic location was assessed given all medical records available.

*%

Best-corrected visual acuity of uveitic eyes only

*kk

Two protocol deviations occurred in which two patients on mycophenolate mofetil were placed on 10mg of prednisone, instead of the required
>15mg at the start of the trial.

*kkk
Corticosteroids in the past 90 days included oral, subcutaneous and intravenous and were adjusted to equivalent calculations of oral

prednisone.

SD = standard deviation; logMAR = logarithm of the minimum angle of resolution; IQR = interquartile range
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Table 2

Results from a Clinical Trial Comparing Methotrexate and Mycophenolate Mofetil for Non-Infectious Uveitis

Patient Level Methotrexate ~ Mycophenolate Mofetil  p-value
(N=35) (N=32)
Treatment Success N(%) 24 (69) 15 (47) 0.09
Treatment Failure N(%) 11 (31) 17 (53)
Reason for treatment failure N(%)
Lack of efficacy” 7(83) 15(88)
Intolerability 3(27) 2(12)
Safety concern 1(9) 0 (0)
Success by Anatomic Location N(%)
Anterior & Intermediate/Intermediate 2/3 (67) 5/10 (50) 0.99
Posterior/Panuveitis 22/32 (69) 10/22 (45) 0.10

Time to corticosteroid-sparing control of inflammation (days)**

Median (IQR) 139 (62.5-142) 124 (60-156) 0.44
Medication Compliance N(%)
Missed at least one dose 13 (32) 17 (44) 0.97
Eye Level Methotrexate Mycophenolate Mofetil p-value
(E=68) (E=56)
Mean change in visual acuity*** 0.68
logMAR (SD) -0.26 (0.33) -0.19 (0.36)
Macular Edema Resolution N(%) 17/22 (77) 7/13 (54) 0.31

*
Did not meet definition of corticosteroid-sparing controlled inflammation at 5 and 6 month visits

* %
Time for those who met the definition of treatment success

* k%
Best-corrected visual acuity of uveitic eyes only

IQR = interquartile range; SD = standard deviation logMAR = logarithm of the minimum angle of resolution
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Table 3

Frequency of Adverse Events

Methotrexate ~Mycophenolate Mofetil  p-value

(N =41) (N=39
N (%) N (%)
Non-Serious

Ocular Events
Cataract 5(12) 3(8) 0.81
Ocular Hypertension 4 (10) 2 (5) 0.68
Glaucoma 2 (5) 2 (5) 0.99
Hypotony 0(0) 2(5) 0.23
Vitreous hemorrhage 1(2) 0 (0) 0.99
Acute catarrhal conjunctivitis 1(2) 0 (0) 0.99

Laboratory Events
Abnormal AST or ALT 4 (10) 2 (5) 0.68
Abnormal Hemoglobin 0 (0) 2 (5) 0.23

Systemic Events
Headache 8 (20) 12 (31) 0.31
Fever for 12 hours 2 (5) 9 (23) 0.02
Nausea 6 (15) 2(5) 0.26
Diarrhea 4 (10) 4(10) 0.99
Fatigue 4 (10) 4(10) 0.99
Systemic infection 3(7) 4 (10) 0.71
Vomiting 3(7) 2 (5) 0.99
Allergic reaction 0 (0) 2 (5) 0.23
Dyspnea 0(0) 1(3) 0.49
Mood 0 (0) 1(3) 0.49
Cardiac dysfunction 0 (0) 1(3) 0.49

Serious

Hospitalization (not study related, burn wound) 0 (0) 1(3) 0.49
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