Yttrium-90 Radioembolization and Concomitant Systemic Gemcitabine, Cisplatin, and
Capecitabine as the First-Line Therapy for Locally Advanced Intrahepatic
Cholangiocarcinoma
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Background

* The MISPHEC (Yttrium-90 Microspheres In
Cholangiocarcinoma) single-arm Phase 2 trial

* mOS: 0.7 months (95%Cl:15.0-not reached) mo Overall Survival Overall Survival by Objective Response

20 patie nts * 1 year survival: 89.2% (95%Cl: 63.2-97.2%)
* 3-year survival: 54.5% (95%ClI: 25.3-76.5%)

1.00

0.75
|

0.00 025 050 0.75 1.00
| | | | |

demonstrated the safety and efficacy of combining OPIECHVE RESPONSE et AP
radioembolization (TARE) with gemcitabine and N=14 (70%) * Progressive Disease: FOLFOX 2'¢ Line (n=3); Erdafitinib 2 Line (n=1) W

cisplatin (Gem/Cis) as the first-line treatment for 9 patients (45%) down- ; IR TR
unresectable intrahepatic cholangiocaricoma (ICCA) staged to surgery :Egggng;;;ﬁﬁii s 8.0 o S Ll T : : g

No

» Capecitabine has been shown effective as a

radiosensitizer combined with TARE for primary and Overall Survival . Overall Survival by Objective Response Overall Survival after censoring patients at surgery: mOS 15mo (95%CI:12.2-not reached);
secondary liver tumors. | a 1-year OS: 86.3% (95%CI: 50.5-96.3%); 2-year OS: 48.7% (95%CI: 15.6-75.7%). Objective

. | | R fers i d survival rates: log-rank test p=0.011
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combined regimen using Gem/Cis/Cap/TARE ] 3- caparitivelunab Capociabineadotnorapy 1 | Adjuvant Therapy after
quadruple therapy as a first-line treatment for locally s N o GE’“”E‘” Resection: 7/9 (77.8%)
advanced, biopsy-proven ICCAs that are initially 2 ° | iy Not given in two patients
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due to non-compliance and

unresectable or technically challenging to resect

o 0 ; 1'2 | 1|8 2'4 Adjuvant Capecitabine: 6 asidenib: 1 I _ _
=1, — | Analysis time PD: 6 prior side-effects
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Methods and Results S N 4 : ; : » Recurrent Disease after
No Yes Resection: g vosidenib, FOLFOX 1| Resection: 6/9 (66.7%)
Restage w Restage ‘ | * Intrahepatic: n=2
Gemcitabine + ‘ ~ TARE + Gemcitabine + |  Extrahepatic: n=3
Cisplatin' ‘ Capecitabinec Cisplatin‘ No Adjuvant Capecitabine: 2 U ° Both n—l
3 Cycles (9 weeks) (3 weeks) 3 Cycles (9 weeks) Marg”i S D'Sfﬂs‘°*‘ﬁe‘92| * No re(.:urrence n=2, RO
- dabrafenibftrametinib:1I ° Pendlng FO“OW-Up n:]—’ Rl
» Glass Y90 microspheres (Therasphere, Boston Case 1: Right sided tumor. A) Pre-treatment 4.0 cm enhancing tumor (red arrow) on magnetic resonance  AduvantChemo, unknown, pending ““I

Scientific, Marlborough, MA) imaging (MRI). B) Intraprocedural computed tomography with C) catheter-directed arteriography shows

. : : : . - vascular supply from segment 6/7 branch of right hepatic artery and tumor coverage (green arrows): 399Gy COﬂC| U Si()n
Segmental artery using the medical internal radiation (segment6) + 409Gy (segment 6/7), 157Gy (right lobar). D) post-radioembolization MRI shows treatment

dose model with or without lobar dose using single effect (blue arrow) and lack of enhancement. E) Post right hepatectomy changes and left lobe hypertrophy.  TARE combined with Gem/Cis/Cap quadruple therapy was

compartment medical mterna_ll radiation doge m(_)del. §:t AR 4 effective as a first-line therapy for locally advanced ICCA with
 All treatments were dosed with week-1 calibration T an promising overall survival outcome.

delivered on Wednesday to Friday. | | « This combined first-line treatment regimen can downstage
* From June 2018 to May 2022, 23 consecutive, biopsy- patients to curative surgery.

proven ICCA patients were enrolled; two patients did not » Multidisciplinary approach with the implementation of TARE

tolerate neoadjuvant Gem/Cis; one patient was loss to o O WP it i i i
foll J P Case 2: Central hepatic ICCA treated with 423Gy segment 4 dose and 156Gy right lobar dose. FDG uptake maY F)f_fer benetit for dgwnstaglng tumors to resection and
OHOW-up. decreased after treatment with left lobe hypertrophy optimizing Iong-term survival.
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