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PHOTORECEPTOR QU [ER EL OF STGD3 MACULOPATHY

IMMUNE ACTIVATION IN A MOUN[ MOUD
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i mierogiiel el @ the eye @ an indicator of Emmune activity
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ek

: that phagocytosis of POS by RPE will lead to nuclear
 pravakscation of TPED and activation of CLEAR genes, which may be aftected in
TGO mae

W o Bypoiiiesis 1t STG0Y mice wil display an increased retinal
'mieroghia/macraphage popuiation compared to WY controls, consitent with
he relinal degeneration mouse models
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Potential defets I TTED texulation and Iysosomal pathwav in $TGDA

wen I WT Nlat mounts when comparing before and
{115
TEER localization in STGDA flat mounty daes not veen different before of after phagocyt

1 month: More CTSD vesicle accumulation yeen on aplcal side of RPE during |ﬂmmm:-|mh No
compared to WT flat mounts. Across all samples, TRER and CTS0 labeling do not colocalize,

CLEAR genes show ne mmmmammmltmmm

ax done to determine quantitative changes in TFEB and three key CLEAR geny

/
changes In expression, elther between WT and STGDA samples or between before and during

during phagocytosis conditions suggests change

1 month: Changes in TEER localization

increase In CTSD signal can be seen In S

Gene expression analysly of 1 month RNA wamples w
None of the genes thowed significant

Microglia like cells were initlally observed with TFER staining of 3 month flat mounts, Ibal Iahvllm: g;aanu;-m: 10 assess Llwln J-
celle. A significantly higher numbet ol microglia/macrophages can be seen In the subretinal space of STGD3 mice compare( ,

‘ I . I
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:"Th; ‘m:ﬂ:;ILTI le:rl::n In 3 month Figure 2. Representative TFER localization in 1 month
RPE Mot mowrts. THED lob genic (TG) $TGDI mouse wild-type (WT) control and transgenic [TG) STGD3 mouse
1 sbeled green muclel labeled blue RPE fat mounts. TFER labeled kreen, CTS0 labeled red

ilf:h Hoewh daining Apkal and  bacal sides of nucled labeled blue with Hoescht stalning. Apical and mmi
:‘::;::L projections are labeled with “A" and % sider of orthogonal projections are labeled with “A* and
0. reapectively
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Figure 3. RT
control ag

a

Figure 4. Immunohistochemical examination of
microglia In 1 month wild-type (WT) control
and  transgenic (TG) STGD3 mice. A
Representative microgia. TFEB labeled green
CTSO labeled red, nuclel labeled blue with
Hoeschl staining B Determining the location of
microghia within the flai moumt preparation
Alexa Fluor 488 phalloidin in green, lbal labeled
red, nuclel labeled biye with Hoesc v Haining C
Representative 20s magnilication field of '.-HFINI
used for microgha/macrophage tounting. 1bal
labeled green, CTSD labeled red. nuclel I;hrlrd
blue with Hoes staining. D, [;_.unt.n-ﬂ microglia
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