T XD E

Hydrogen Sulfide Attenuates Lymphedema Via
the Induction of Lymphangiogenesis Through a
PI3K/Akt-Dependent Mechanism
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Figurel. CSE ORKXY U NEFHAEZIHI L. Vo \REZHEBEIE S,

A BAR~ 7 2 L CSE-KO ¥ U ZADFBMARIZ I T 2 fitfl/k IR EE. *#P<0.01 vs WT by unpaired
Student t-test. B U >/ \EIEE T VO RBIEE. C U 2\ VREERE O LR ORI ZL.
*P<0.05 vs the respective WT-Lymph by 2-way ANOVA and Sidak’s post hoc tests. D U > /XVRfEET
LD FRARFE DS E Yt 5B LYVE-1(green)/Podoplanin(red). [14<8H:LYVE-1/Podoplanin — F ¥4 {?
Hla. E HrE Y o NE B E(LY VE-1/Podoplaning — Y44 id) D & B FEAM. Bars: 100 um. Data are
mean+SEM. *P<0.05 vs WT-Lymph by 1-way ANOVA and Tukey post hoc tests. F U >/ \JZ[EE T /L
D BARRE D E Yt B . F4/80(red) G F4/80 5l i B o iE &7 FAfli. Bars: 100 pm. Data are
mean+SEM. **#*P<(0.0001 vs WT-Sham and ###P=0.0005 vs WT-Lymph by 1-way ANOVA and Tukey
post hoc tests. H phospho-Akt(p-Akt), total Akt(t-Akt)D 7 T AKX T v w7 4 7 HEE. 1 E&MGE
flli(p-Akt/t-Akt). Data are mean+SEM (n=7 each). ****P<0.0001 vs WT-Sham and ##P<0.001 vs CSE-

KO-Lymph by 1-way ANOVA and Tukey post hoc tests.
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Figure2. DATS #5131V VBB W TY B FAZRET 5,
A, B IMH(A)F XYY o FEIERGR H (B) DR /K E R . Data are mean+SEM (n=7 each). *P<0.05
and ***P<0.001 vs control by 2-tailed Mann-Whitney U test. C U >/ NZFEE T L DORHEE.D U >
INERIEVERE O LR DRI ZE{L. Data are mean+=SEM (n=10 for Sham-[Vehicle] Control; n=10 for
Sham-DATS; n=11 for Lymph-[ Vehicle] Control; n=10 for Lymph-DATS). *P<0.05 and **P<0.01 vs the
respective WT by 2-way ANOVA and Sidak post hoc tests. E U >/ SVZ[EE T /L D J2FHHR O 5oz Yutt
‘G H.. LYVE-1(green)/Podoplanin (red). F $r4: Y >/ V&% (LY VE-1/Podoplanin 85 Y (4 ffifia) D &
APl Bars: 100 pm. *P<0.05 vs Lymph-Control by 1-way ANOVA and Tukey post hoc tests. G U >
PYRIEE T VO BARKR O E Yt 5 B LY VE-1(green)/Podoplanin (red). H U > /& NFE DR
Bars: 100 pm. ***P<0.001 vs control by 2-tailed Mann-Whitney U test. I U > /XVZ[EE T /LD A
DFPE Y G, F4/80(red). J F4/80 B iliass B o & &7, ***P<0.001 vs Lymph-Control by 1-
way ANOVA and Tukey post hoc tests. K p-Akt, t-Akt O 7V TR X 7w w7 4 V7 EHE L E&EFE
flli(p-Akt/t-Akt). Data are mean+=SEM (n=5 each). **P<0.01 vs Sham-Control and ##P<0.01 vs Lymph-
DATS by 1-way ANOVA and Tukey post hoc tests.
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Figure3. DATS 13V VBN ORFERE, BHAREE. Akt DY U BLZRET S,

A U BN EHIBE(LECS) DR bk F . Data are meantSEM (n=6 each). *P<0.05 vs control by
Student t test. B LECs @ WST-1 proliferation assay i 5. ****P<0.0001 vs 0 pmol/L, ###P<0.0001 vs
10 pmol/L by 1-way ANOVA and Tukey post hoc tests. C LECs D EIEF LG E. D B RAED E &
7. Data are mean+SEM (n=10 each). ***P<0.001 vs control by Student t test. E p-Akt, t-Akt, PROX1
DUTAR T yT 47 GE.F &Rl (p-Akt/t-Akt). Data are meantSEM (n=7 each).
##P<0.01 vs 0 umol/L and #P<0.05 vs 10 umol/L by 1-way ANOVA and Tukey post hoc tests. G & 7T
fli(PROX1/GAPDH). Data are mean+SEM (n=5 each). **P<0.01 vs 0 umol/L and ##P<0.01 vs 10 umol/L
by 1-way ANOVA and Tukey post hoc tests.
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Figured. PI3K/Akt < 2" /L3S in vitro TD DATS (2 X 3 V) U EBRRICEb > TV 5,

A p-Akt, tAkt DV ZRZ T vy T 47 GHE. B E&Eili(p-Akt/t-Akt). Data are meantSEM
(n=5 for each). ¥*P<0.05 vs control and #P<0.05 vs DATS by 1-way ANOVA and Tukey post hoc tests.
C IEEMILD DAPI (2 X 2 Ye(a’5 B, Bars: 100 um. D 36 & #i 2 o & E5F{fi. Data are
mean+SEM (n=6 for each). ***P<0.001 and ****P<(.0001 vs control and #P<0.05 vs DATS by 1-way
ANOVA and Tukey post hoc tests. E LECs @ WST-1 proliferation assay i 5<. ****P<(0.0001 vs control
and ##P<0.01 vs DATS by 1-way ANOVA and Tukey post hoc tests.
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Figure5. PI3K/Akt ¥ 7'}V O EX in vivo ICBWT DATS IZ X 3 VU U B FAREER 2 HEF
ERAN

A U UREIEETVORGE.B U >R O FLR A O Z (L. Data are mean+SEM
(n=9 for Lymph-Control, Lymph-Wortmannin, Lymph-DATS, and Lymph-DATS+Wortmannin; n=5 for
Sham-[Vehicle] Control, Sham-Wortmannin, and Sham-DATS+Wortmannin). *P<0.05 and **P<0.01 vs
respective Lymph-(Vehicle) Control; #P<0.05 and ##P<0.01 vs respective Lymph-DATS by 2-way ANOVA
and Sidak post hoc tests. C U >/ EEEE T /L D J2#A#% D f g Yutt 5 8. LY VE-1(green)/Podoplanin
(red). D HA Y E B EE (LY VE-1/Podoplanin — EE YL 4 /1R O & &5FAMl. Bars: 100 pm. Data are
mean+SEM (n=11 for each). **P<0.01 vs control and #P<0.05 vs DATS samples by 1-way ANOVA and
Tukey post hoc tests. E U 7NV 7 /L D ARG O Fu i Y . 5 5. F4/80(red). F F4/80 [ EARu%ES
JE O TE &AL Bars: 100 pm. ***P<0.001 vs control and #P<0.05 vs DATS by 1-way ANOVA and Tukey
post hoc tests. G p-Akt, t-Akt DV = AKX T v v T 4 > VEHE, H E&EIFHI(p-Akt/t-Akt). Data
are meantSEM (n=4 each). ****P<(0.0001 vs Sham-Control, ####P<0.0001 vs Lymph-Control, and
T111P<0.0001 vs Lymph-DATS by 1-way ANOVA and Tukey post hoc tests.
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