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intrahepatic CCA primaries (61% vs. 32%) and lower
proportion of gallbladder cancer (GBC) compared to
GDF15-L BTC samples (15% vs. 35%)

GDF15-H pts had a higher frequency stage |/l disease
(17.7% vs. 8.4%) and lower frequency of stage |V disease
compared to GDF15-L BTC (69% vs. 78%)

GDF15-H tumors also had a higher frequency of
concomitant actionable mutations eligible for FDA-
approved therapies (39% vs. 17%, p=<0.001)

The TME GDF15-H tumors of had significantly lower
cytolytic, cytotoxic, and interferon-y immune scores (all
p<0.001) compared to GDF15-L tumors

After controlling for overall stage, TP53 status, and
presence of actionable mutation, there was no significant
difference in OS outcomes between GDF15-H and GDF15-
L BTC cohorts

"' n (%); 2 Pearson’s Chi-squared test; * at time of sample collection (within 90 days); # Pathologic variance in IDH1, BRCA 1&2, HER2/ERBB2
(Amplification [NGS] or 3+ [IHC]), BRAF (V600E only), KRAS (G12C only), MSI-H, dMMR (by IHC), and/or fusions for FGFR2, NTRK, ROS1, or RET

Multivariate regression controlling for stage, presence of actionable molecular

feature, and TP53 status

Characteristic
Cytolytic Score

Low (QT1)
High (Q4)

Cytotoxic Score
Low (Q1)

High (Q4)
INFgamma Score
Low (Q1)

High (Q4)

N Event N HR
925 652 —
889 561 0.76
913 652 -
891 544 0.73
927 672 —
874 530 0.68

* k%

=  Growth/Differentiation Factor 15 (GDF15) has been Overall GDF15 —_— All patients
implicated in cancer carcinogenesis, neoangiogenesis, and RNA expression N s GDF15-High GDF15-Low Strata GDF15 high GDF15 low Overall GDF15-High GDF15-Low p-value
cancer cachexia levels of GDF15 N = 1120 N=1120 0V . N = 2240 N = 1120 N = 1120
_ _ _ ] _ ] Median (Q1, Q3) 5.20 (3.32, 7.09) 7.09 (6.67, 7.66) 3.32 (2.76, 3.71) ‘ Actionable1
= High circulating or tissue protein expression levels of Min, Max 0.00, 10.35 6.33, 10.35 0.00, 4.06 FGFR2 (Fusion) 209 (9.3%) 177 (15.8%) 32(29%)  <0.001
_GDF 1.5 have been associated with worse cllplcal ogtcomes 07 IDH1 219 (9.8%) 171 (15%) 48 (4.3%)  <0.001
n a wide range_of tumor types, correlatmg Wlth platinum " 2 ERBB2 (Amp) 84 (3.8%) 30 (2.7%) 54.(48%)  0.008
resistance and immune exclusion in preclinical models _ a i SR TS 29 (1.3%) 15 (1.3%) 4 (1.3%) .
: : . : C + b :
= GDF15 antagonist antibodies are currently in clinical =z 0 % 0 2 ; KRAS G12C 23 (1.0%) 12 (1.1%) 11 (1.0%) 0.8
. . = 0.251 <0. : o o o
development for both cachexia and augmentation of 3 5 P 5 BRCA 1 6 (0.7%) 7 (0.6%) 9 (0.8%) 0.6
immunotherapies E = - ' BRCA 2 42 (1.9%) 23 (2.1%) ( 7%) 0.5
e e) 001
. . . 2 2 , . . , , , , . . MSI-High 33 (1.5% 21 (1.9% 1.1% 0.10
= Limited studies on GDF 15 overexpression in biliary tract o 5 g ° 0 5 10 LN R e {Le2e) (22t) =
< S ime in months Deficient MMR 17 (2.1%) 13 (3.1%) 4 (1.0%) 0.046
Ccancers (BTCS) ILJ‘QJ 'L-'OJ Cumulative number of events NTRK (Fusion) 3 2 1 ?
(”o; 0 N | 0 179 304 407 477 521 554 568 585 ROS1 (Fusion) 2 0 2 ?
Early Stage (I-11) Late Stage (IlI-IV) ” Extrahepatic CCA  GBC Intrahepatic CCA | 233 380 475 593 ort 990 60 006 Other
_ TP53 1,024 (46%) 256 (23%) 768 (69%)  <0.001
Stage IV Patients
KRAS 414 (18%) 151 (13%) 263 (23%)  <0.001
_ _ _ _ _ _ Strata GDF15 high GDF15 low . . .
= Tempus Lens used to identify pts with primary diagnosis of PATIENT AN TERISTICS 1.00- BAP1 208 (B27) ot (i) W) SO
BTC who had Tempus xT DNA and xR RNA testing — RS Sl e A (i) 2ol (1) Doz
_ _value? | CDKN2B 377 (17%) 234 (21%) 143 (13%)  <0.001
(n=4479) ol GDF15-High  GDF15-Low 27 o . 0
_ N = 2240 N = 1120 N = 1120" . ARID1A 342 (15%) 214 (19%) 128 (11%)  <0.001
* RNA-Seq data normalized to correct for assay/batch e o s | FGFR2 (mut) 56 (2.5%) 45 (4.0%) 11(1.0%)  <0.001
- o ° N
effects, quantified as transcripts per million (TPM) and £ IDH2 57 (2.5%) 44 (3.9%) 3(12%)  <0.001
reported as |092(TPM+1 ) Median (Q1, Q3) 67 (58, 74) 67 (58, 74) 67 (59, 74) 8
. Sex 0.20 0.25 p = 0.043 !
= GDF15 high (n=1120) vs. low (n=1120) based on top and |
hott J t'(l ¢ GI)DF1 5 RSNA ) . P Female 1,272 (57%) 652 (58%) 620 (55%) | TUMOR IM RONMENT
ottom quartiies o m expression Male 968 (43%) 468 (42%) 500 (45%) 000 A | | | | | |
= Immune cell proportions and cytolytic, cytotoxic, and Race <0.001 ’ " P fmenmons o ® Median % (Q1, Q3)
interferon-y immune scores estimated from RNA Ui 999 (77%) 549 (82%) 450 (72%) Cumulative number of events Overall GDF15-High GDF15-Low p-value'
eXpreSSion Black or African American 145 (11%) 56 (8.3%) 89 (14%) 0 108 165 201 231 246 258 262 267 N = 2240 N = 1120 N = 1120
| | Asian 95 (7.3%) 37 (5.5%) 58 (9.3%) 0 161 257 308 333 345 355 359 360 Cell types
] SampleS were assessed for actionable for which an Other Race >> (4.3%) 29 (4.3%) 2b (4.2%) Multivariable regression of GDF15 expression and Overall Survival B cells 4.08 (3.17, 5.50) 387 (3.09,4.9) 440 (3.26,649) <0.001
additional (FDA-approved) targeted therapy is available BTC Stage3 <0.001 J P CD4 T cells? 0.00 (0.00, 4149) 0.0 (0.00,37.16)  0.00 (0.00, 4149)  <0.001
beyond standard all-comer BTC therapies: IDH1, BRCA | 63 (4.5%) 42 (6.7%) 21 (2.7%) Characteristic N Event N AR 95% Cl p-value CD8 T cells 021(000,1.03)  001(000,054)  054(000,154)  <0.001
1&2, HERZ/ERBBZ (Ampllflcatlon [NGS] or 3_|_ [|HC]), 1 111 (7.9%) 67 (11%) 44 (5.7%) GDF15 Status1 Treg cells 3.39 (2.37, 4.93) 3.17 (2.24, 4.47) 3.70 (2.50, 5.31) <0.001
s 4 fusi < EGER2. NTRK. ROS1 SET v 1 035 (74%) 435 (69%) 600 (78%) ow @) e 19 o6 103 19 o M1 macrophages 7.15(5.22,9.94)  7.66 (5.72, 10.35) 6.69 (4.70,9.56)  <0.001
), and fusions for ) , , O Unknown vt o1 20 - R | M2 macrophages 4.00 (2.67, 5.62) 3.57 (2.39, 4.87) 451 (3.00,6.28)  <0.001
= Real-world overall survival (rwOS) defined as time from Tumor Site <0.001 IS ELEES LTRSS 0.00 (0.00, 2043)  0.00(0.00,12.15) 000 (0.00, 20.43)  <0.001
=l due: 301 (13%) 122 (11%) 179 (16%) Dendritic Cells 0.00 (0.00, 17.19) 0.00 (0.00,0.42)  0.00 (0.00, 17.19)  <0.001
Gallbladder 552 (25%) 164 (15%) 388 (35%) Late stage (I11/1V) 1,036 730 1.7 1.32,2.19 <0.001 Other Cells 68.74 (61.76, 73.79)  70.29 (64.61,74.58)  66.67 (58.40, 72.65)  <0.001
Biliary tract (unspecified) 344 (15%) 153 (14%) 191 (17%) TP53 Status Immune Scores
SN St T PE3 altere o 400 B B Cytolytic Score 3.50 (2.85, 4.25) 3.30 (2.68, 3.93) 3.78 (3.07, 451)  <0.001
;ziclq'zzect:d“s S . s 0o Cytotoxic Score 3.68 (3.2, 4.25) 3.49 (3.09, 3.95) 3.96 (343,448)  <0.001
. . . ] : : : : TP53 WT 601 400 0.84 0.72,0.99 0.034
= BTC GDF15-Hpts had a higher median expression Resected 508 (23%) 269 (24%) 239 (21%) S : :F\:\\/'.?amma Sckore 2;52 - T\;g)M PRI 3818450 DA
Compared to GDF15-L expressors (709 VS 332) Actional Mutation® <0.001 Actionable Mutation ilcoxon rank sum test; < Median% (Min, Max)
= GDF15-H cases comprised a higher proportion of Present 028 (28%) 435 (39%) 193 (17%) Fhsent . e B B Univariate regression of Tempus 10 Scores and Overall Survival in Biliary Tract Cancers
Absent 1,612 (72%) 685 (61%) 927 (83%) Present 299 194 0.79 0.67, 0.93 0.005

95% CI p-value?
0.68,_0.85 <0.001
0.65,_0.82 <0.001
0.61,_0.77 <0.001
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