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Arterio-portal Shunt (peribiliary plexus):
Long lasting Lipiodol Uptake
Local Recurrence / Portal Vein Visualization (single TACE session)

(%) 292 HCCs (s5cm) in 174 pts

66%

Local recurrence rates
=]

Grade 0 (n=32, 11%) P <0.0001*

74%

66%

Grade 1 (n=122, 42%)

Miyayama S, et al. JVIR 2007; 18:365-376
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1. How many treatments?

- Scheduled regimen?
- On demand?
- Decision to retreat?
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Treatment?’

Lack of Response after Initial
Chemoembolization for

Hepatocellular Carcinoma: Does |EeniLii v
It Predict Failure of Subsequent

Georglades C et al. Radiology. 2012;:266(1):115-123.
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Time serresiment (monehs)

Number at risk
Responder 1227 935 167 66 21
Non-responder 2217 856 82 34 11

Chens etal. Published Online: January 19,2021
https://doi.org/10.1148/radiol 2021202289

Lack of Response to Transarterial Chemoembolization for
Intermediate-Stage Hepatocellular Carcinoma: Abandon or Repeat?

In a retrospective analysis of 4154 patients
treated at three centers, 50% of patients who did
not respond (nonresponders) to the first two
transarterial chemoembolization (TACE) sessions
responded to the third TACE session, but less
than 10% of patients who were nonresponders to
the third TACE responded to subsequent sessions.

Compared with nonresponders, responders to
first, second, and third TACE had higher 5-year
overall survival (23.1%vs 12.4%, 24.7%vs 2.4%,
and 9.1%vs 3.2%, respectively; all P < .001), but
responders to the fourth TACE session did not
(0% vs 0%; P = .21).

Radiology
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2. Follow-up

thereafter

* MR Imaging BEST!

* Clinic visits 3 weeks after 15t TACE, g 2-3 months

* Lab values (same as clinic and MRI)

3. Follow-up: What to look for?
* Any side effects?
* Biological response: AFP (only useful in 50% cases)
* LFTs, Renal function, Ascites (CPT score)

* Performance status: Has it changed?
* MR Imaging: Any response? Quantify?
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Can intra-procedural cone-beam CT
imaging be used to predict treatment
response and clinical outcome after cTACE?

LIPIODOL as IMAGING BIOMARKER

Lipiodol deposition 24h post-TACE:
Good Correlation between CBCT and MDCT

Tumor Volume Between CBCT and MDCT
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Wang Z. et al. Acad Radiol 2014: 21:393-399
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Lipiodol Deposition on CBCT Predicts Tumor Devascularization
Non-enhancement on MRI = Tumor Response

Wang Z, et al. CVIR 2015; 38(6):1548-56
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Lipiodol Deposition Correlates with Tumor Response and
Improved Patient Survival

Kaplan-Veier
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* Responders = Nonresponders  __ yjgh Deposition — Low Deposition

Letzen BS et al, Transl Oncology 2020
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Radiology-Pathology Evidence

* Question: Does contrast-enhanced 3D MR image
analysis represent actual histopatholoay?
+ SHORT ANSWER: YES

Radiologic-Pathologic Analysis
of Contrast-enhanced and
Diffusion-weighted MR Imaging
in Patients with HCC after
TACE: Diagnostic Accuracy of 3D
Quantitative Image Analysis'
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Radiology-Pathology Evidence

qEASL Pathology

1 Tumor L

Necrosis
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How do we Measure Tumor Response?
3D Assessment by Creation of Tumor Map

1.Semi-automatic 3D tumor
segmentation

2.Calculation of enhancing
tumor % and volumes
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Quantification Innovation

Quantitative EASL (QEASL)
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4. Combination Therapy: TACE + Systemic Agent

* EMERALD-1
* LEAP-012
* TACE + lenvatinib + tislelizumab

EMERALD-1 Study Design

Study population*

+ Aduls with confimed HCC

« Not amenable to curative therapy, e.g.
surgica resecton, abiaion, ransplantation

+ No extrahepaic disease

Duralumab ) !
Primary endpoint:
WEESN |- PFotforAm Bvs AmC
using BICR per RECIST 1.1

+ Chid-Pugh Ato BT N\ [ ey Key secondary endpoints:
« ECOGPSOor1 :4:1 Durvalumab’ (1120mg Q3W)+ + PFSfor AmAvs Am C
N=616 | (1500 mg Q4W) bevacizumab . 08

+ Measurable disease per mRECIST

/ +TACES (15mghg Q3 - QoL
+ Excludes Vp3 and Vpé ~— e
+ Noprorsystemicherapy or TACE? Other secondary endpoints:
e (SRR | . ORR and TTP using BICR
- (Q3W)+ placebo o per RECIST 1.1
Statfcaton factors )
+ TACE modalty (DEB-TACE vs GTACE) ] + Safety

+ Geographical region (Japan vs Asia + PFS, ORR, and TTP using
[exciucing Japan] s other) investigator and BICR per

+ Portalvein invasion (Vp or Vp2+ /-Vp1 mRECIST
Vs none) 3arms
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New Developments in HCC Therapy: EMERALD-1 Trial
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TACE plus lenvatinib and
tislelizumab for intermediate-
stage hepatocellular carcinom:
beyond up-to-11 criteria: a
multicenter cohort study l

From January 2016 to December 2022, 256
BCLC B stage HCC patients treated with TACE
screened for cigibility

Chen S., et al. Front. Immunol., 25 July
2024 Volume 15 - 2024

Patients treated with TACE

) combined with lenvainib

combined with lenvatinib

‘ Patients treated with TACE

Patients treated with TACE ‘

| httos://doi.0re/10,3389/immu2024.14. e and tlelizupab (o105
30571

Excluded (n=31) Excluded (n-37) Excluded (n-39)

- In up-to-seven (n=17) - In up-to-seven (n=12) - In up-to-seven (n=9)

- Previous treatment (n=9) - Previous treatment (n=17) - Previous treatment (n=23)

- Incomplete data (n=5) - Incomplete data (n=8) - Incomplete data (n=7)

38 patients included in T

group group

45 patients included in TL
group

66 patients included in TLT ‘
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TACE plus lenvatinib and
tislelizumab for intermediate-
stage hepatocellular carcinoma
beyond up-to-11 criteria: a
multicenter cohort study

CI = confidence Interval

T =TACE = transarterial chemoembolizatton
TL = TACE # lenvatinib

TLT = TACE # lenvatinlb # tislelizumab
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CONCLUSIONS

» cTACE withstood the test of time = 35+ years of clinical data

* Most commonly performed procedure for HCC worldwide

Recommended therapy for intermediate stage HCC
« Lipiodol = Imaging biomarker of response + overall survival

« Evolution of TACE = era of combination therapy has begun

* Incorporated into all the clinical guidelines (from NCCN to BCLC) =

25

From.

or Drug. Beads?
Liver Cancer. 2022;11(5):440-450. doi:10.1159/000525500

Controlled Study of for

CcTACE

Portal vein radical

Ethiodized oil

Hepatic arterial
branch

Gelatin sponge
particles
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Lipiodol TACE for the Treatment of HCC:
A Systematic Review of Efficacy and Safety Data

HEPATOLOGY AASLD

EFFICACY ANALYSIS (101 clinical studies / 10,108 patients)

Median OS by Region

West: 18.3 months

OS by Year of Publication

Japan: 31.3 months TABLE 4. Analysis of OS After lol TACE for HCC by
Year of Publicaion

Lower  Upper
Esimole  96% 01 95%C

24
21
%3
55
651
¢
Asia-Pacific: 15.6 months.

Lencioni R et al. Hepatology 2016




