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INTRODUCTION SUMMARY

Patients with cancer of unknown primary (CUP) present a clinica e Following review of Tempus TO test results, expert recommendations for therapeutic management were altered in
challenge due to complicated diagnostic workups and

empirically-selected platinum-based regimens that may not be 819% of patients with confirmed cancers of unknown prima ry.

the most active first line for the primary disease. The Tempus

Tumor Origin (TO) test is a CAP/CLIA validated molecular : I : : I

diagnostic classifier that uses RNA-Seq data to identify the most e Therapy changes include the addition and removal of chemotherapy and checkpoint inhibitors (CPI), as well as

ikely cancer type or subtype from 68 possible diagnoses. Despite alterations in radiation and surgical treatments, highlighting the potential of molecular classifiers to provide clinical
the importance of cancer type identification in advising

guideline-based treatment, prior studies of molecular classifiers insight into the ma nagement of CUP patients.

have found unclear clinical impact.

RESULTS

METHODS

Review of TO classifier results leads to altered Breakdown of individual reviews according to survey responses Alterations to therapeutic management

We retrospectively analyzed de-identified records from 289 treatment recommendations and increased confidence pre-1O) n

patients in the Tempus clinico-genomic database who received a A B 100 5 Strongly Agree o g woukd oo o Removed therapies (135 reviews)

CUP diagnosis; all had NG5 and Tempus TO testing ordered by £ 5 SRS 55 I v o) | teusea (] Fluorouracil 46 (34.1%)

the treating clinician. Two oncologists separately reviewed S ® 80 Strongly Post-TO | o \:TO Oxaliplatin 42 (31.1%)

available clinical information for each patient—including imaging, E 3 Disagree l[am}]% | | %H}Jlf \ Carboplatin 41 (30.4%)

pathology, and NGS reports— to determine the course of 2 = & 0.2% (Toreviews] Yes | CENCd ] NG (greviewn]  (Wreviows | Yes | BNk ] Ng (e Paclitaxel 37 (27.4%)

treatment before they reviewed results from the diagnostic S S a0 Disaggee/ v N B N R Table 3. 135 reviews specified a treatment prior to

classifier and evaluated whether the predicted diagnosis would § = 2|.\|4e/lc;tra| — i e - —— review of classifier results that was altered after
change treatment. Disagreement was adjudicated by a third 2 g 7.5% Agree ( | 1 j ] ( ] | ] review (with no additional testing recommended).

reviewer. 58 o 31 40 'y y ¢ + v % ) ¥ n

CUP Patients . o | [ 140 reviews } [ 16 reviews } [ 135 reviews J [ 48 reviews } { 47 reviews } { 0 reviews } { 28 reviews ] { 0 reviews ] Added thera pies (1 63 reviews)
(N=289) Figure 1. A) ansensus trgatmer)t recomme.n.datlons were changed for 235 . | | | | Gomcitabine 69 (42.3%)
out of 289 patients following review of classifier results. B) From 414 reviews,  Figure 3. From 289 patients, we analyzed 414 reviews: 2 reviews each for the 125 | . =70

Age (yrs) clinicians rated their agreement with the statement: “The TO result increased ~ patients with agreement on primary endpoints and 1 consensus, adjudicated review Cisplatin 62 (33.0%)
Mean (SD) 66.1 (11.3) my confidence in selecting the most appropriate treatment regimen”. for the 164 patients with initial disagreement as to whether the patient was CUP or CP! 26 (16.0%)
Median (Q1, Q3) 66.0 (59.0, 7/3.0) whether classifier results would alter treatment. Tyrosine kinase inhibitor 13 (8.0%)

Female 145 (50.2%) Integrating molecular diagnostic classification results Table 4. Most common and clinically relevant added

BLIOOPSY Site 87 (30.1%) with DNA variant-level analysis Primary predicted diagnosis n therapies from the 163 reviews with a change in

ver 170 <ras 237 [ N - - treatment following review of classifier results (with

Abdomen 54 (18.7%) PIKGCA 11% | qll | [l Chcngooncinams Cholangmcarcmpma >3 (ZO°1Z/O) no additional testir:gg recommended). (
Bone and soft tissue 28 (9.7%) SRR e | I 1H l“. | Colorectal Aderocarcinoma Lung ade.nocarcmome.a 41 (14.2%)

Lung 22 (7.6%) IR B Liro Asenocaronoma o Pancreatic adenocarcinoma 22 (7.6%) -
Head and neck 22 (7.6%) ez o I | I II ) m" W Ot e Corcinoms Lung squamous cell carcinoma 19 (6.6%) Therapy changes 135 reviews

T 31 (7.3%) Bé‘iiiiiil | I" | | |”| ||“ - g?nnilre(?s:?ﬁjdnzng(;a:s:]rgma Colorectal adenocarcinoma | 18 (6.22/0) Updated chemo 87 (64.4%)

Gl tract 12 (4.29%) e | (] : 1 II rothelial Carcinoma Gastroe.sophageal adenocarcinoma 18 (6.20/0) Removgd chemo, CPI only 8 (5.9%)

Other 43 (14.9%) FZGI;';Z;; 3 | | ¥ | | T" Urothelial c.arcmoma 13 (450/0) Systermc to local 4 (3.0%)

Prediction Probability of er II Iﬂ II | | I |||I grea§t carcinoma 12 (4.2%) Additional testing 203 reviews
: : . ” ~ varian serous carcinoma 11 (3.8%)

TO Primary Diagnosis TRk e | | | | | H III Small cell lung carcinoma 9 (3.1%) PD-L 118 (58.1%)
Mean (SD) 77.1% (20.6%) IDH1 3% | | ] | | k ead and neck sauamous cell carcinoma . (2'40/) Additional imaging 60 (29.6%)
Median (Q1, Q3) 84.0% (61.0%, 95.0%) R 2 | | ‘ |, Ot (21 e 1 o110 ER/PR/HER2 31 (15.3%)

Table 1. Overview of demographic and clinical data. Figure 2. NG5 sequencing panel results highlight the association between er (31 sy ypes) | | (. B 0) HRD 19 (9.4%)

clinically-relevant mgtation; qnq predicted subepes, emphasizing scerjqrios Ta?le t2 Top predicted subtypes from the molecular diagnostic classifier from 289 Table 5. Categorical therapy changes and additional
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