Use of a real-world data reqgistry to rapidly generate outcomes data following a case study of a novel treatment combination

IN pancreatic adenocarcinoma
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XCELSIOR is an IRB approved, patient-centric, real-world data and outcomes registry 9 % e RN Patets together wih her
. . . . .. . A treating oncologists choose
for developing operational and analytic methods in precision oncology. Kinsey et al. , the best reatment
. . . . . EMPOWERING PATIENTS =
reported on an exceptional response in a heavily pre-treated pancreatic adenocarcinoma  Vitua Tumor Bords o | el R e,
patient using combined MEK inhibition with autophagy inhibition (Nature Medicine, Standard-of-care e s i
. . 95%, lost to learning, + Clinical scient i 5 T
2019), off-label trametinib plus hydroxychloroquine (Tram/HCQ). We sought to I i’ 7 il it e L A iR E:;?,“n:’?;&?;{"g‘nﬁ'ﬁ;%?,?jﬂ;
.- . . . . .. . « Patient i list of opti companies provide solutions to
understand the utilization of this regimen in clinical practice and analyze safety and Lo:éi‘:‘slggisgs&ﬁ'ﬁ‘?hiiitré’at?,?g”“s paerssecrg reaments
. . N . . e - . . — o atients ineligible 1or clinical trnais
outcomes information from patients in XCELSIOR identified as being treated with this ' + Cinical trials gain access to novel therapeuics,
. . . . . . . s o ; v Expanded access = OUTCOMES supporting superior out"comes and
combination. Searching the XCELSIOR database, we identified 6 patients that received 3%, eliyibie  for clinical iriale ¥ Oft-label prescription mailipkes"Shofs:ongod!
this regimen as part of their clinical care for pancreatic adenocarcinoma. As part of their .L'éli,‘?t",.fé:c'é'fe'ﬁ%"_"“ Al
. . . . . . . = Geographic isolation
participation in XCELSIOR, these patients shared access to their full medical records, S TRACKING REAL WORLD EVIDENCE
. . . - Randomization to coftrel arme XCELSIOR longitudinal registry captures
which were collected, processed, and abstracted into a 21 CFR 11 compliant database -l e bl o A " FDA-compiiant outcomessafety data
: . . e . : . = Limited support after completion of study : g:"gg;%ursn oAIdeaIrsK{on;gg?llt?f‘; {?\ng:‘gt gpg'g:‘es P
for analysis. We report on these patients and six additional patients (including the Hayesiar; models o 1genfil e boe! aptiors o

exceptional responder previously reported in Nature Medicine, 2019) treated with this
combination at the Huntsman Cancer Center.

Patient Cohorts Patient Characteristic Patient outcomes PFS, OS, and time on therapy

Both Cohorts (n=12) XCELSIOR (n=6) HCC (n=6) Both Cohorts (n=12) (XCELSIOR (n=6) HCC (n=6)
Male 7 (58%) 4 (67%) 3 (50%) Median time on treatment >30 days 8 (67%) 4 (67%) 4 (67%)
XCELSIOR Feméle i i S 2% 3 (0% Median PFS (Months), n=6 2.9
(N CT03793088) Median age at diagnosis (range) 61 (45-74) 65 (55-74) 60 (45-67) HCCS
Stage at Diagnosis Median OS since start of Tram/HCQ (Months), n=8 7.4
Resectable 5(42%) 1(17%) 4 (67%) Response (n=7)
Locally advanced 4 (33%) 2 (33%) 2 (33%)
Requested Access Metastatic 3 (25%) 3 (50%) cCe Partial Response 1 (14%) 1 (25%}
Support (13) PforSyStemic Therapy (excluding neoadj/adj) 2 (17%) 2 (33%) Stable Disease (at least 8 weeks) 3 (43%) 1(25%) 2 (67%)
5 6 (509,:) 4 (67%) 5 (339:) Progression 3 (43%) 2 (50%) 1(33%)
3 2 (17%) 1(17%) 1(17%) HCCE All Patients
L‘:‘St’:ﬂ fﬂ!low ;-Jp ) P4+ et 2 (17%) 1(17%) 1(17%) Median PFS (Months), n=8 2.8
revious therap
NRG1 f?ls:s?l;?'leﬁgu)nd (1) Resection ! 7 (58%) 1(17%) 6 (100%) Median OS since start of Tram/HCQ (Months), n=12 5.9
Chemotherapy 12 (100%) 6 (100%) 6 (100%) . . .
Other 4 (33%) 1(17%) 3 (50%) Median time on treatment in days (range) 35 (5-172) 36.5 (5-109) 67 (17-172)
Access approved Genomics (n=10) Reason for discontinuation (n=11)
(9) Site of biopsy ) o
Liver 1(10%) 1(20%) (0%) Intolerable side effects 3 (30%) 3 (60%)
Lung 1(10%) 1(20%) Stopped because of other health reasons 3 (30%) 2 (40%) 1 (20%)
Peritoneum 1(10%) 1(20%)
Did not start treatment (1) KRAS mutation . o " M\ Treatment stopped S I .
| ummary Results:
T G12R 3 (30%) 2 (40%) 1(20%) cca <> F‘ru-gresslnn
Q16 1 (10%) 1(20%)  Twelve late-stage, metastatic pancreatic adenocarcinoma patients were treated with Tram/HCQ
HCC, Huntsman Cancer Center B Death . .
« Median time on treatment was 35 days
Started (‘;)Ea‘me“‘ ) c.;z_ - Eight patients were treated with the combination for at least 30 days. For this cohort of patients, the
Pat len t Sta‘t us: median PFS was 2.9 months and median OS was 7.4 months
- « Of 7 evaluable patients, 3 patients had stable disease, 1 had a partial response, and 3 progressed
Started on ribociclib/HCO « 9 patients deceased, 3 alive ce _ - Two patients with stable disease had >50% decrease in CA 19-9
: : » One patient with a partial response had > 90% decrease in CA 19-9
@ « 8 (67%) patients were treated with Tram/HCQ for > 30 days P P P
Y 6 e luable for PES * The most common side effects were Grade 1 fatigue and Grade 1/2 rash
.6 patients evaluable for ocs [N
- 8 patients evaluable for OS CO nclusions:
Tri:ﬁgg';ﬁ} Huntsman Cancer Center (off-label) CCS- Tram/HCQ was well tolerated in heavily treated metastatic pancreatic cancer patients and demonstrates
_ . . i clinical benefit for this group.
Started on * XCELSIOR: 4 patlents deceased’ 2 a“ve’ 1 still on Tx (as of « We demonstrate the feasibility of utilizing real-world data in precision oncology.
Tram/HCO December 2019) HCCS-?.] « Collection and reporting of the XCELSIOR cohort with median follow-up of 4.3 months occurred in only 8
(6) months by leveraging the XCELSIOR infrastructure.
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HCC Cohort: 5 patients deceased, 1 alive (as of January Time since start of Tram/HCQ (days) time.
2020)
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