A 0s 40 3405 3705 4205 C WT _ TMEMA75 L ysovrac
1 1 1 1 HAP1 3001 KO 3001 200
- I 40 - I 40 NS
£ yPHi 72 200 200+ 150{ —
. ——— L ] O
2 (Cr Amm: Control 100 Control 100 =100
1 vl ontrol ontro L =
2 NS PHST2L (PTG (T 150) <
L Whole-LEL  -120 % -60 60120 -120%-60 A" 60 120 50
: _",,.,J‘Y‘)v/ Vm (mV) 7 L Vm (mV)
~ -100 1004 40 + DCPIB WT KO
S D _
= c WT or KO cells 0 1.01 faald
L | 2 >_A- -y ie] ﬁ 'N_S|
— _B =S = A
z S5 CFo55 | pHrodo Green To *EK ek I +DCPIB
o € € Dextran ~ ~ Dextran 8 = —
+ c b
& 52 = 8 805
b= ge 16h | chase 3 $ O
g S5 +DCPB 5 9
o o ® 30min) 3 O
g8 CE
B a5 i d 2.0.0-
[ Lasers .[Camera WT LRRC8A TMEM175
-KO -KO
TMEM175
GPN 167 ns - NS F LysoSensor Yellow/Blue
£ 0 2 — S E 5.0
S " ~12{= . 8 o
= oas® 2 T Hkk
T == = = © T
o "5-0.44 N c o = 454 o
u— L -;- : .9 0.8 =] e
°x - = - 3 &
24 o e - — 8
®=08{ & & 0.4 e 2 401
< ’ > . = = iy
o = PR G E O b <
c — — 0.0 ~
- *kk kk*k . 35'
12 AN i
S
Oregon Green Dextran 2
- [2]
304 KO WT O 2 1.5 dekk E (;100' Hkk
R N 2 rxk = Kk
— [} P~ T
§ g .E 1.01 I *kk % UO) g
= 20 535 ¢ o=
8} < = N 50
e L 5 < 5=
] — S 05] 2 <
& 101 5 T
) ~ ] e O0®
L < = L
u 0.0+ % 0-
0 . ‘ 3 Baf-A1(1uM): = = - + + + (@ WT L1 L2
a 5 (10min) ~WT L1 L2 WT L1 L2
Lysosomal pH —
I K WT KO
+EGFP-hTM175 +hTMEM175 - - + -
> +D41A - - - +
@) 2 = EGFP -
— et e
4 =
1 - > .
o g <D( > Cathepsin B ..‘-
N~ [ e
~ S o K )
g -EGFP-S45A 5 B-actin -'-
W 5
= 0.0 ) —
= +hTMEMA75 - + - pro Cathepsin D e —
+S45A - -+ )
<0 mature Cathepsin D | Se— '-’
T B-aCHN " ———
_ 15 NS
= *k*k
‘/C° k%%
(9]
IS 1.04 = 2
=) =
4
5 & 054
~ < Q
= : ; Figure S7
= o 0.0 igure
¥ o +hTMEM175: - - + -
o) I~ +D41A: - - -+
x wWT KO




