A E

8505¢ p<0.01 pathology BRAF RET  pren  NF1  cellline
o 4 ] fusion )
[ . '
o 53 2 p<0.01 ATC VB00E - - - THJ-21t ) | p<0.01
2 5 8 ATC VB00E - - = 8505¢ ; ! p<0.01
-~ - % o :
z § 2115 ATC V600E - - . TBP3743 - s fiiiifinos) p<001
o = H
e é e . F FTC - - RI30* - FTC236 f———tfi i o) p<0.01
o ] :
2 L. FTC - - R130* C167* FTC133 -+ {:[:} | p=0.99
8 LSS PTC - RETPTC1 - - TPC1 {4 p<0.01
IR :
EPA PTC V600E - - - BCPAP ; p<0.01
follicular : :
- - - - Nthy-ori-3-1 ;
thyroid y-ort LI
0 albumin uptake 5
(fold over Nthy-ori-3-1)
B  TBP3743 = 001 = 001 F G
n . o <0. 3 <0.
‘ 5 5 p ] 5] P Nthy-ori-3-1 TPC1 2
Q 82 S 5 S
g s p<0.012 p<0.01 - 6 -~ 6 s 6 I
a 3 2 s 2 o o = Q
8 3 =~ S o g~ S o R S o~
£ € = & 23 T v 83?2 T 202 s 4 £9°2 5
v - TS £= a * 83 a a 52 p= EH S
£ § - f|¥TTs % 50 58 LE8 X
i 8o 2o £8 s8 £8 s S8 F
= © [s] o o
:% g g LS 8S1F = 531% 83 | E
58 R IO RE = = = RE
N &S N &S - =
EIPA EIPA ° O o & ° O & & ° O & & ° O & &
A, A A A
Sy © \)Qo\ N <€ {(\,o"\ N & N < &
C D H |
20007 r=0.24 12001 p = 0.62 8505¢ TBP3743
p<0.01 . ¢ p=0.08 p=0.30 p=0.04 p=0.64
o e . 9 9 9
i) . i i | |
5~ 53 = o~ 2 252
33 c 3 @0 <0 @0 =9
= HE £2 59 £2 13
3 . . o > [=% a
3 2 . sa >0 % EXe) 52
= NI © . = Q5 £ [
E P 1 Es { = °3 % ES | = 28 | = x
33 =+ 9z a3 = g3
© O S8 <L e
£ gL =)
0 . . . . o
0 4000 & 8 0 0 0 0
< S S S S
R — & & & & 8
geminin(a.u.) geminin Q RY Qo <<°° Q <<\>° Q RS

Supplementary Figure S1. Albumin uptake is dependent on macropinocytosis in ATC. A, Representative
images (scale bar = 50 ym) and quantification (means * s.e., one-way ANOVA/Dunnett compared to DMSO) of
4h 70kDa dextran uptake for 8505c¢ cells pretreated with EIPA for 5 h (n=220 cells across all cond.). B,
Representative images (scale bar = 50um) and quantification (means = s.e., one-way ANOVA/Dunnett
compared to DMSO) of 4h 70kDa dextran and HSA uptake by TBP3743 cells pretreated with EIPA for 5 h
(n=159 cells across all conditions). C, Correlation between albumin uptake and geminin was assessed on a
per-cell basis using TBP3743 expressing geminin-mCherry, measured after 4h treatment with fluorescent

albumin (n = 436 cells, Pearson’s correlation r, two-tailed t-test). D, Albumin uptake was determined after
binning cells as either geminin-low (geminin signal a.u. <5600) or geminin-high (geminin signal a.u. = 500),
averaging single-cell data within a given replicate shown as individual data points, and then comparing across
replicates (n = 9 images, means t s.e., two-tailed t-test.). E, Quantification of the albumin uptake after 4 h
incubation in live papillary thyroid cancer (PTC) , follicular thyroid cancer (FTC), and anaplastic thyroid cancer

(ATC) cell lines; data are shown as medians * interquartile range, and p-values are from a one-way ANOVA/
Dunnett test compared to Nthy-ori-3-1 follicular thyroid cells; n = 90 cells. F-G, Microscopy quantification of 4 h
albumin and dextran uptake in Nthy-ori-3-1 (F) and TPC1 (G) after pre-treatment with 100uM EIPA or 200ng/ml
fucoidan for 4h, n = 9 per cond., using one-way ANOVA/Dunnett test compared to DMSO control. H-l,
Microscopy quantification of 4h albumin and dextran uptake in 8505c (H) and TBP3743 (1) after pre-treatment
with 200 ng/ml fucoidan for 4h, n = 9 per cond., using two-tailed t-test.



