Fold Change Relative

[Concentration] (uM)

to Day 0

LOXO-101
M0 O10nM ©O5nM O 100nM @ 500nM
exSer-independent exSer-dependent
MIAPACA2 PATU-8988T PATU-8902 ASPC1 PL45

Axon-derived

Pan TRK

— Conditioned Media__ g 41 O rat DRG + 10nM LOXO-101 in it | PATU-8902 Tumours ouse
- ! . " U
20 . mrat DRG +Veh M rat DRG + 1000nM LOXO-101 8002 | AADt -SGDiet  gin
n.s +Ser/Gly:  + =
154 LOXO-101: [ T A T kDa
rat DRG i 150
* !
104 —— NGF (50ng/mL): - - - + + + Pan TRK = - 100
ns LOXO-101 (nM): 0 10 1000 O 10 1000 kDa 175.’:0
—_ 150 B
p-TrkA TRKA 100
59 @@E i (pY684/685) [ - - [ - E75
07(& ERK2 ‘ - e { ERK2 .-—3-—--—-——
s G . D 37
Amino Acid
PATU-8902 (exSer-dependent) Tumours E F Cleaved
AA diet -SG diet Mouse Brain Serine Glycine Caspase 3
P =300 50074 gese 14+ *
2 El ns
- Wi = 124
[0} : S <)
g s § 101
c
= A [0} c
A i s / g =
g [
300pm 300pm 300pm i E a
e g o
8 I
& ok ! ! : ! : -
PN 00 25 50 00 25 50
Q Time (Weeks) Time (Weeks)
E ; -o- AADiet  +o- AA Diet + LOXO-101 Diet: AA AA -SG -SG
300um 300pm 300pm &~ -SG Diet v+ -SG Diet + LOXO-101 LOXO-101: - + - +
PATU-8902 Orthotopic Tumors H PAAD, TCGA
AA diet -SG diet —L— PHGDH Low (n=49)
i - i - 1.0
Vehicle — LOXO’101 . Vehlcle/ . LOE(O 101 PHGDH High (n=118)
L4 4 -~
ol N L3 @ N
ol - A 0.8
cl | : .l -
2 o e T e, 2oy 4 T, 2
I v el 1.5 A £ 06|
N 2s S e LR ek T a
o4 00um L 2000m ¥ 200pm 200pm s
]
& 4 . ® o NP
@ L 5
38 | x ) o 0.2 E—
| 0
° AN .
(]
e | y e 0.025
2 o0 1| A | Sor | 3 T T T
o s 200pm || 200um 200um ’ 0 20 40 60 80 100
i . ' Time (months)
ol 3 I
m | Differentiation Status J Tumor Size
© | Well to
Ql 1 X Poor Total <=2.0cm | >2.0 cm | Total
: AL LAV o Siak |l S Oa. PHGDH Low 83 26 109 PHGDH Low 19 90 109
50um 50um 50pm || 50um PHGDH High 14 15 29 PHGDH High 1 28 29
Total 97 41 138 Total 97 41 138
0 =0.004 0 =0.057



