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Purpose of this Study

To analyze ocular and systemic findings of
patients presenting with both uveal and
metastatic melanoma at first presentation.

[AJCC Stage |V Disease]




Method — AJCC-OOTF World-Wide Centers




Method — Registry Study

Internet-based retrospective registry.

&
AlA

Institutional review board and Ethics
approvals were obtained by

All Centers obtained IRB and Ethics approval by Princess
Margaret Cancer Center, Toronto, Ontario, Canada

This study adhered to the Declaration of Helsinki and
Health Insurance Portability and Accountability Act
(HIPAA) of 1986.



Methods — Patients Divided into 2 Groups

Group M: Stage IV Group N: Stage I-IlI

metastatic disease no metastatic
at initial disease at initial
presentation presentation

PET/CT Multifocal Metastases



Stage |V: Metastatic Uveal Melanoma

Time of detection —
affects survival.

g No Prior Literature

Group M: 50-year-old male, neovascular glaucoma, T3-sized
mushroom-shaped tumor with total RD. Immediate enucleation
for choroidal melanoma for pain control. Post-operative PET/CT

shows multi organ metastasis



Background: Systemic Evaluations

* Metastasis - leading cause
of death

* Greater reliance on staging
with
* Radiographic Imaging
(USG/CT/MRI)
* Whole-body PET/CT.
* Liver - most common site

* other sites - bone,
lungs, skin, and brain.

Group N: 60-year-old male with T1b iris melanoma tumor
underwent local resection. PET/CT revealed liver metastasis



Variables Statistical Tests

Continuous Variables Mean, Standard Deviation, Median, and
Range

Categorical Variables Frequencies and Percentages

Risk Factors Univariable Logistics Regression

Contingency Tables Pearson Chi-Square Test & Fisher’s Exact

Method -

Goodness of Fit Hosmer-Lemeshow Test

Odds Ratios (OR) and p - Wald Chi-Square Test Stat I St | C a |

values

IEWSIE



3610 patients
Group M - 69 (1.9%; 95% Cl, 1.5-2.4)
Group N - 3541 (98.1%; 95% Cl, 97.6-98.5)

Group M - Intraocular Tumor Location
 Ciliary body tumor origin - OR 2.34; p=0.011 .
* Choroidal tumors with Ciliary Body involvement - OR 2.87; p-0.02 .
* Choroidal tumors without Ciliary Body involvement - p=0.62 -
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Group M

Iris
Melanoma

Ciliary Body
Melanoma

16% (11) 4% (3)
Choroidal
Melanoma
80% (55)
Group N Iris
Ciliary Body Melanoma
% (17
Melanom 5% (178)
8% (266)
Choroidal
elanoma

87% (3097)




Results — Higher AJCC T — Category was Significant

* 0.7% T1,1.5% T2, 2.6% T3 and 7.9% in T4
(x2 (3) =50.1; p<0.001)

T — CATEGORY - GROUP M

T1 T2 T3 T4
w Choroidal Melanoma m Ciliary Body Melanoma 74'year'0|d African American female with
w Iris Melanoma T4e, posterior ESE stage |V at diagnosis

25
20
15
10

(]




Group M, n=69 Group N, n = 3541

Chor0|dal Ciliary Body Iris Choroidal  Ciliary Body Iris

m 3 (5%) 3097 (87%) 266 (8%) 178 (5%)
Tumor Mean (SD) 8.3(4.8) 9.6 (3.4) - 5.7 (3.0) 6.0 (3.0)
G Median | 7.7 (2-0-24.5;  11.0 (2.7- - 5.0 (2.0-23.0) 5.6 (2.0-16.0)

(mm) (Range) p<0.001) . 14.7;
n=0 NN1) I}

Herein, Mgtastatic groug was more likely found to have larger
"‘a’“‘“‘” ‘tunjor size with h{gher frequency Of ESE and CBI

6 (11%; 5 (45%; 1(33%) 48 (2%) 16 (6%) 2 (1%)
p<0.001) (§) p=0.001) (S)

11 (20%; 11(100%) 1(33%) 248 (8%) 266 (100%) 88 (49%)

p=0.02) (§)

4 (7%; 5 (45%) 1(33%) 20 (1%) 16 (6%) 2 (1%)

Results — Choroidal vs Ciliary Body vs Iris
Melanoma




Results —Stage IV Metastasis and Nodal Involvement

 Metastatic Sites

4(6%) * Multiple Sites - 22 (32%)
e Alliris melanoma had liver-only metastasis.
AT * 6 (9%) patients presented with only extra-
hepatic metastsis, 4 (6%) of these had
—— — multiorgqn involvement and 2 (3%) had lung
metastasis.
3 (a%) 6 (9%)

* Lymph Node Positive: - 9 (13%) patients (either
had a ciliary body or a choroidal melanoma).

A — e Of these 6 (67%) had extrascleral extension.



Results — PET-CT & Survival

* PET-CT was used in
* Group M - 37 (54%)
e f(~rniin N _ 2N2 (Q0oL)

This finding suggests underdiagnosis of multiorgan
metastasis when utilizing reglonal organ -specific staging

methods.”
Svoup N 38.6 months (mean 47.2; SD 34.9; range

0.9-212.0).

* Median Survival

* Group M - 12.0 months (mean 20.0; SD 21.3; range
2.0-91.0).

Group M: 55-year-old female with a high-
risk T4e ciliary body melanoma, NVG and
hyphema, liver metastasis at diagnosis



Discussion - Sites of Tumor Origin & CB Involvement
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Discussion — Tumor Size
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Development of Metastatic Discase
Alter Enrollment in the COMS Trials
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of metastasis to death)

| SampleSize @@= [EE 739 24 119 175 218.4 69

71.4%  89.0% 87.0% 60.5% 88.0% 79.2% 91.3%

40.0%  29.0% 46.0% 24.4% 25.1% 32.9% 15.9%

143% 11.0% 4.2% 1.7% 16.0% 9.4% 13.0%

17.1%  17.0% 29.0% 8.4% 15.4% 17.4% 8.7%

DT s 7% 61% 8.0% 4.2% 1.7% 5.1% 5.8%

34.3%  12.0% 17.0% 10.9% 10.3% 16.9% 4.3%

T 343% 11.0% . - 23.4% 26.6%

7 ox 10.9% 5% 81l 31.9%

Tests - LFTs, CXR, LFTs, CXR,"abdominal Radiographic Lactose dehydrogenase Abdominal USG, CT,
and USG, CT, MRI, and imaging, enzyme (LDH), MRI, and whole-body-

autopsy autopsy blood test Radiographic imaging PET or PET/CT
studies studies

2.2 <6 13.2 12.5 One-year survival- 47.8%

Discussion — Literature on Metastasis of UM




Discussion - Screening

Initial PET/CT staging for choroidal melanoma: * Although hepatic
AJCC correlation and second nonocular primaries metastases can be

in 333 patients discovered in up to

Aurdtien Frefon's, Kimbedy J. Chiry', Robert Raut', Lawrence B. Tens”, Taro Kivel', Paul T. Finger'+ 44 90% of cases with

e [ ] e [ ]
'he challenge lies in detecting extrahepatic spread.
and physecal exranabon. Abrcrmal fexdngs prorpled Authy Dopawms, Diood fesls, ragng, o .
CAPRCal ek AONS Ky CONMATen The [resence Of Metastale diadie and SeCOnd Cancers were abdomlnal CT or MRl
evaated ‘
Rumars. Using the Amencan Joiot Commties on Cancer (AJOC) tumor, node. medtastass (TNAD 7t
SI0oN cAterka, 1O fumors were classifed 77 31%L 162 T2 %) 37 TI(11%) and 20 T4 5%, Seven
Oof X1J 2. ', 5% conficerce intervad JCTT 0.5-4.3) pateres had metasitc medinoma. One fuvcy was
AT 6 wive TE Thus, 2% oF T3 anxd 200% ofF T4 meGanomis were 100 19 Biww metaslicing Af e
Seme of invtal dagnosis. Ten patients (3.3%; 95% O 0.9-5.5) had synciwonous second cancers and 28
ad4%) cf.fw!owybm THha MOST COMMON Metastatic stos wero fver (7/7) and bone (/'7)

. - - - - e e O e e e e e e A e e e e e e e e

'medastases, especily Fomdumors defined ss AJCC- T4, and symchronous Dy Cancers, Amespecive *
lof the ste of the Lvedl mwlancma. IV respect 10 fver metiastases, PETICT demonsteated Aon |
*SANSTATY 8 LOSENVS PrediCive vlLeE, MICIINY o Oviral Doty DerfOrmance than Conmvendonsd*
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Summary: Patients who Present with Metastasis

More likely to have
* Ciliary Body Origin or Involvement
e Larger Tumor Thickness
e Greater Basal Diameter
e Extrascleral Extension

Even T1 uveal melanomas presented with
synchronous metastasis.

Multi-organ disease best detected by whole body
PET/CT imaging.

This study supports initial choroidal melanoma
staging with total body FDG -PET/CT
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