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Purpose

To bring papers of potential significance and
Interest to the attention of the AUS
membership and guests



Methods
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A Limited to English language and added to
database in the last year

A Selected ~ 20 papers to discuss briefly based
on impact in understanding or managing
ocular inflammatory disease



Caveats

A This is a necessarily subjective process
A Less than 5% of the literature can be featured

A All omissions are exclusively my fault and
should not be taken personally



Shameless plug

A Journal watch column
appears in each issue of
Oll

Y




Uveiltis literature 2008

A 1092 papers Papers

A 973 in English I

A 669 human

A 136 animal studies .
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Basic science: animal models



Experimentd Eye Resezch 87 (2008) 3189326

Contents lists available at ScenceDirect

Experimental Eye Research

EXPERRMENTAL
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| SI- [ journal homepage: www.elsevier.com/locate/yexer

A clinical grading system for retinal inflammation in the chronic model of
experimental autoimmune uveoretinitis using digital fundus images

Heping Xu **, Philippe Koch, Mei Chen, Annie Lau, Delyth M. Reid, John V. Forrester

Department of Ophthalmology, Uniersity of Aberdeen, Insstute of Medinl Samars, Forsterhill Aberdesn, AIRS 22D, UK




H. Xu et al [ Expenmenial Be Ressarch 87 (2008) 219326

Retinal

Firnl

Optic | Retinal | .. o |innammation sindeny

disc |vessels| oo o] grade | damage
Ob-1 3 3 1 230 1
ob2 3 3 1 238 1
o3 | 25 3 1 247 1
Ob4 3 3 1 23 1
Oobs | 25 3 1 277 1
Mean | 28 3 1 227 1
sD 0.27 0 0 0.09 0




Fingolimod (FTY720) as an Acute Rescue Therapy
for Intraocular Inflammatory Disease

Ben |. E. Raveney, PhD; David A. Copland, MSc; Lindsay B. Nicholson, Ph? FRCP:

Andrew D. Dick, MBBS, MD, FRCP, FRCOphth, FMedSci Arch Ophthalmol. 2008;126(10):1390-1395
A Fingolimod is a A Mouse EAU model

spingosinel phosphate A Animals gavaged with

receptor 1 blocker medicine on day 13 and 14

(first sign of clinical disease)

A Highly significant reduction
In retinal infiltrates

A Prevents Tcells from
exiting lymphoid tissue
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Research article

Therapeutic effect of the potent IL-12/IL-23 inhibitor STA-5326 on

experimental autoimmune uveoretinitis
Hiroshi Keino', Takayo Watanabe', Yasuhiko Sato2, Mamoru Niikura3, Yumiko Wada* and

Annabelle A Okada?
Arthritis Research & Therapy 2008, 10:R122 (doi:10.1186/ar2530)

A IL-23 required for Th17
maturation

A STA5326 is an orally o =0.1034
bioavailablesmall 5 | !
molecule that inhibits H
12/23 expression

A EAU induced by IRBP
Immunization

A Drug inhibited clinicaland 05 -
histopathologicseverity

Day 18

Clinical score
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LX211 (voclosporin) Suppresses Experimental Uveitis and Inhibits Human T-cells.

Running Title: Voclosporin Suppresses Uveitis and Inhibits Human T-cells.

Matthew A. E uulunglnm

Buhhle Ann -lumn

E’.huqmg L| Baoving I_1u1

Steven Yeh, E hi-Chao Chan., E[lth Angalade.” Puunam Velagaleti,” : and Robert B.

Eusseuhlatt

A Voclosporin is a novel
calcineurin inhibitor

A Tested on rat EAU model

A Prevented and suppressed
EAU with higher potency

than CsA

A Reduced antigeispecific

and nonspecific

lymphocyte proliferation in

VItro

IOVS Papers in Press. Published on Aligifst 15, 2008 as Manuscript iovs.08-1891
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Human basic studies



Gene Expression Profiling in Autoimmune Noninfectious
Uveitis Disease’

Zhuging Li,* Baoying Liu,* Arvydas Maminishkis," Sankaranarayana P. Mahesh,*
Steven Yeh,* Julie Lew.* Wee Kiak Lim,** H. Nida Sen.* Grace Clarke,* Ronald Buggage,*
Sheldon S. Miller,” and Robert B. Nussenblatt** The Journal of Immunology, 2008, 181: 5147-5157.

A Gene expression
profiling of PBMC from - +
50 pts with non
Infectious uveitis
compared with controls | + . <%

A 67 inflammatory genes
differentially expressed
28 validated

A Several cytokines linkeu
to uveitic patients for
first time (1:22, 11-20)
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Graefes Arch Clin Exp Ophthalmol (2008) 246:1047-1052
DOT 10.1007/5004 1 74808254

INFLAMMATORY DISORDERS

Cyclosporin A in the ocular fluids of uveitis patients
following long-term systemic administration
Paolo Mora - Uta Ceglarek « Francesca Manzotti -

Laura Zavota - Arturo Carta - Raffaclla Aldigeri -
Jelka G. Orsont

A Developed new LC/mas  xf
spec method for =

quantitationof CsA ; o

A Tested in tears, aqueou: ¢ =
and blood of patients ~ z "
takingCsAfor uveitis 2 of

A CsAeadily detectablein = “f ¢~
tears and serum (mod

Correlated)’ anA 0 20 40 TC\11T11IOd0~EO VI4(1) 160 180 200
detected in aqueous ACMIA blood CsA (ng/mi)



Standardization and epidemiology



Interobserver Agreement in Grading Activity and Site of
Inflammation in Eyes of Patients with Uveitis

doi:10.1016/}.2j0.2008.06.004

JOHN H. KEMPEN, SUDHA K. GANESH, VIRENDER S. SANGWAN, AND SIVAKUMAR R. RATHINAM

A Validation of SUN criteria

A Correlation of grading ol W M .
among 3 subspecialists in 3 »» — &3 ‘_['T_i 1 H H:
clinics; 202 eyes of 101 o r%g@ e
patients " ’f;;gﬁzg_:ﬁg RIEEE L e

A Agreement for exact ny gg% f% :§ o
grading moderate; k N R
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Pars Planitis: A 20-Year Study of Incidence, Clinical
Features, and Outcomes

MARK J. DONALDSON, JOSE S. PULIDO, DAVID C. HERMAN, NANCY DIEHL, AND DAVID HODGE

Am J Ophthalmol 2007; 144:812-817

A Rochester epidemiologic
project
A ldentified all pts with pars

planitis between 1985 and
2004

A Incidence ~2/100K PY

A Mean acuity 20/30 at 1
years; 18/24 with visiol
20/40 or better ;

A 1/3 never required
treatment

20—

95% Confidence
Incidance Rate pel Intervals
100,000 Persons Standard Error (Possion) Lower Upper
Age-adjusted, females 2.64 0.50 1.67 3.62
Age-adjusted, males 1.52 0.37 0.80 225
Age-adjusted, total 2.08 0.31 1.47 2.68
Age- and gender-adjusted, total* 2.08 0.31 1.47 2.68
*Adjusted for 2000 United States White population.
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Smoking As a Risk Factor for Cystoid Macular Edema
Complicating Intermediate Uveitis
Am ] Ophthalmol 2008;145:841-846.

JENNIFER E. THORNE, EBENEZER DANIEL, DOUGLAS A. JABS, SANJAY R. KEDHAR,
GEORGE B. PETERS, AND JAMES P. DUNN

A Crosssectional study of 208

. .t TABLE 3. Association Between Cystoid Macular Edema at
ptS Wlth parS plan |t|S Presentation and Smoking Among Patients with
Intermediate Uveitis
A AnaIySIS Of faCtors at Risk Factor OR 95% Cl P value
p fese ntatlo N p red |Ct|ve Of Smoking status at presentation®
cystoid macular edema K S
. An?c:: rc(:rarf:r:fmsrﬁ:)kefs at =
A After correction for
. gy . presentation®
comorbidities, smokmg 1 pack/day 236 12510443  .008
. . 1/2 pack/day 233 1.13t04.09 .020
aSSOCIated with ~4x 1/4 pack/day 213 1.07t0424 031
Cigareties/day 1.04 1.01t01.07 .005

Increased risk of CME at
presentation




Diagnostic advances



Ultrasound Biomicroscopy in  JAE Kyoun Arn, MD
Iy Youne Jeonc, MD

Anterior Uveitis Gwangiju, Korea
Ophthalmology  Volume 115, Number 10, October 2008 ¢ N
A Examined 113 eyes by UBM; 85  =- 1
with anterior uveitis and 38 with i,
pars planitis :
A Ciliary body area greater in AAU é
than PP o
A Serial changes readily mapped e
2 weeks 1 month 2 months

A Inidal 1 week




Diagnosis of Ocular Toxocariasis by Establishing
Intraocular Antibody Production

LENNEKE DE VISSER, ANIKI ROTHOVA, JOKE H. DE BOER, ANTON M. VAN LOON, FRANK T. KERKHOFF,
MARIJKE R. CANNINGA-VAN DIJK, ANNEMARIE Y. L. WEERSINK, AND JOLANDA D. F. DE GROOT-MIJNES

Am J Ophthalmol. 2008;145:3694

A 12 children and 37 adults with panuveitis suspicious for ocular toxocariasis tested
by serum and AHoxocaraserology
A 3/12 children positive by AH; 2 of these negative serum serology
A 0/37 adults positive by AH; 5 seropositive
A Conclusions: seropositivity may be an insufficient diagnostic test for ocular
Toxocariasis
TABLE 1. Clinical Characteristics of Patients with Uveitis Suspected for Ocular Toxocariasis
Gender Mean Age (y) Uni- or Bilateral Focal Chorioretinitis Multiple Focal Lesions Chorioretinal Granuloma
Children n =12 7 (58%) M 9.6 11 (92%) uni 5(42%) none none
5 (42%) F 1 (8%) bi
Adults n = 37 20 (54%) M 35.9 31 (84%) uni 29 (78%) 3 (8%) 6 (16%)
17 (46%) F 6 (16%) bi
Total n = 49 27 (55%) M 290.4 42 (86%) uni 34 (69%) 3 (6%) 6 (12%)
22 (45%) F 7 (14%) bi

M = male; F = female; uni = unilateral; bi = bilateral.




Polymerase Chain Reaction Analysis of Aqueous and
Vitreous Specimens in the Diagnosis of Posterior
Segment Infectious Uveitis

doi:10.1016/j.2jo.2008.07.043

THOMAS W. HARPER, DARLENE MILLER, JOYCE C. SCHIFFMAN, AND JANET L. DAVIS

A PCR performed on AH and VH s e <
from 133 pts with posterior Herpes simplex vinus 1 200 403%)
. Herpes simplex virus 2 12 (10%)
uveltis Varicella zoster virus 115 25 (22%)
Cytomegalovirus 108 24 (22%)
A Total of 433 PCR tests from Epatol:Bar Wnis 23 3pa%)
. Toxoplasmosis 66 12 (18%)
comm eI’CIa| Iab Hum:n T-cell lymphotrophic virus 1 1 1 (100%)
. . All 433 81 (18.7%)°
A 81% positive for consistent
diagnosis
A PPV 98% NPV 68%
A Rxchanged in 26/133 pts based

on testing



