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TLCA Research Group (TRG)

• Established in 2022

• A platform for investigators to propose study concepts 
and collect multicenter data supported by TLCA. 

4Liu TH, et al.Liver Cancer. 2024 Feb 1;13(5):509-521. doi: 10.1159/000536549. 



Addition of Intra-arterial Therapy to Immunotherapy Improves 

Outcomes in uHCC: Taiwan Multicenter Cohort Study (TRG)

Lee TY, Huang YH*, TLCA Research Group (TRG). Liver Cancer Liver Cancer , DOI: 10.1159/000552375

IAT cohort: patients received TACE, TARE, or HAIC within 4 weeks of initiating 1L immunotherapy



TRG and Japan Multicenter Collaboration

6Ueno M, et al. Liver Cancer , DOI: 10.1159/000552808 

Lenvatinib was associated with significantly longer PFS than Atezo+Bev in patients with a baseline CRAFITY score of 2.
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Lee IC, Wang HW, Teng W, Lin TJ,...Huang YH*, et al. Clin Mol Hepatol. 2025;31(4): 1213-1232.

TLCA Consensus Guidelines for Intermediate Stage HCC



2025 TLCA 
Intermediate-stage 
HCC Consensus 
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Intermediate-stage (BCLC B)

unresectable HCC 

TACE candidate

TACE + 

systemic therapy

cTACE/

DEB-TACE/

TARE

Curative conversion

1. Resection

2. Liver transplantation

3. LRT

Ye

s

TACE Refractory

Cancer-free and drug-free state

No

High tumor burden, 
Poor radiologic pattern

Pursue higher PFS

Systemic therapy

For intermediate-stage HCC that 

is unsuitable for TACE, systemic 

therapy should be initiated as the 

first-line treatment.

Lee IC, Wang HW, Teng W, Lin 

TJ,...Huang YH*, et al. Clin Mol 

Hepatol. 2025;31(4): 1213-1232.



1 National Taiwan University Hospital 國立臺灣大學醫學院附設醫院

2 Taipei Veterans General Hospital 臺北榮民總醫院

3 MacKay Memorial Hospital 馬偕紀念醫院 

4 Taipei Municipal Wanfang Hospital 臺北市立萬芳醫院

5 Taipei City Hospital 臺北市立聯合醫院 

6 Taipei Medical University Hospital 臺北醫學大學附設醫院

7 China Medical University Hospital 中國醫藥大學附設醫院 

8 Taichung Veterans General Hospital 臺中榮民總醫院

9 Chia-Yi Christian Hospital 嘉義基督教醫院 

10 National Cheng Kung University Hospital 國立成功大學醫學院附設醫院

11 Kaohsiung Chang Gung Memorial Hospital 高雄長庚紀念醫院

12
Kaohsiung Medical University Chung-Ho 
Memorial Hospital

高雄醫學大學附設中和紀念醫院

13 E-Da Hospital 義大醫院 

14 E-Da Cancer Hospital 義大癌治療醫院 

1,163 patients from 14 Hospitals



Primary Endpoints: Overall Survival and Progression-Free Survival

Median follow-up: 10.5 months (IQR, 4.7–17.2)

Overall Survival

Median OS: 23.1 months

95% CI: 20.5–25.7

Progression-Free Survival

Median PFS: 6.9 months

95% CI: 6.0–7.8
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2-year OS rate: 47.4%

3-year OS rate: 37.5%

4-year OS rate: 29.5%

1-year OS rate: 67.6%

Lee IC, Huang YH* Manuscript in preparation. 



Phase II T1219 Study: a single-arm phase II of nivolumab plus 

modified GS (NGS) as first-line treatment in advanced BTC

• Fixed-dose 240 mg nivolumab and 

800 mg/m2 gemcitabine on day 1, 

plus oral administration of S-1 

80/100/120 mg daily, according to the 

initial body surface area (<1.25/m2; 

≥1.25/m2 and <1.5/m2;or≥1.5/m2) on 

days 1 to 10 in a 2-week cycle. 
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Chiang NJ, et al. Clin Cancer Res. 2022 Oct 3;28(19):4248-4257.



A Preliminary Real-World Cohort Analysis 
of Atezolizumab/Bevacizumab versus 

Durvalumab/Tremelimumab as First-Line 
Therapy in Unresectable HCC: 

The East Asia Liver Alliance Study
Soon Kyu Lee1*, Tomoaki Yoh2*, Hung-Wei Wang3*, Yeonjung Ha4*, Keisuke Koroki5*, Jeong Won 

Jang1, Pei-Chang Lee6, Masayuki Ueno2, Atsushi Takai2, Sadahisa Ogasawara5, Dong Yun Kim7, Pei-
Chang Lee6, Etsuro Hatano2#, Do Young Kim7#, Yi-Hsiang Huang6#

1The Catholic University of Korea; 2 Kyoto University Hospital; 3 China Medical University Hospital;4 CHA university; 
5 Chiba University Hospital; 6 Taipei Veterans General Hospital; 7 Yonsei University



Methods – proposal at EALA 2025

• This study planned to analyze medical records of patients with HCC who received 
Atezo/Bev or Durva/Treme between January 2022 and December 2025 across seven 
medical centers in Japan, Korea, and Taiwan.

Keisuke 

Koroki3

Yi-Hsiang Huang6Do Young Kim7

[Mentors]

Tomoaki 

Yoh2

Soon Kyu 

Lee1

Yeonjung

Ha4

Hung-Wei 

Wang3
1The Catholic University of Korea; 2 Kyoto University Hospital; 3 China Medical University Hospital;  
4CHA university; 5 Chiba University Hospital; 6 Taipei Veterans General Hospital; 7 Yonsei University



Methods – Extension of study population

• This study planned to analyze medical records of patients with HCC who received 
Atezo/Bev or Durva/Treme between January 2022 and December 2025 across seven 
medical centers in Japan, Korea, and Taiwan.

• Following the inclusion of an additional 12 institutions in Japan, the study ultimately 
enrolled patients from 19 university hospitals across three countries, including 3 in 
Korea, 2 in Taiwan, and 14 in Japan.

Incheon St. Mary’s hospital, The

Catholic University of Korea;

CHA university;

Yonsei University;

Kyoto University Hospital; Chiba University Hospital;

Amagasaki General Medical Center; Osaka Red Cross Hospital

Kyoto Medical Cancer; Kyoto Katsura Hospital

Kurashiki Central Hospital; Shiga General Hospital

Japanese Red Cross Wakayama Medical Center; Meiwa Hospital

Tenriyorozu Soudanjo Hospital; Kitano Hospital

Kobe Asahi Hospital; Kobe City Medical Center General Hospital

China Medical University Hospital

Taipei Veterans General Hospital



Joint Research with Dr. David Pinato (>30 publications)
• NASH limits anti-tumour surveillance in immunotherapy-treated HCC. Nature. 2021 Apr;592(7854):450-456. doi: 

10.1038/s41586-021-03362-0.

• A myeloid immunosuppressive phenotype defines primary refractoriness to atezolizumab Plus bevacizumab in 
hepatocellular caarcinoma. J Hepatol. 2026 Jun 15:S0168-8278(26)02605-X. doi: 10.1016/j.jhep.2026.05.018. 

• Characteristics and outcomes of immunotherapy-related liver injury in patients with hepatocellular carcinoma versus 
other advanced solid tumours. J Hepatol. 2024 Mar;80(3):431-442. doi: 10.1016/j.jhep.2023.10.040

• The use of advanced machine learning to predict outcomes after atezolizumab plus bevacizumab for advanced 
hepatocellular carcinoma: a retrospective cohort study. Lancet Digit Health. 2026 Feb;8(2):100952. doi: 
10.1016/j.landig.2025.100952.

• Immunotherapy vs Best Supportive Care for Patients With Hepatocellular Cancer With Child-Pugh B Dysfunction. JAMA 
Oncol. 2024 Sep 1;10(9):1253-1258. doi: 10.1001/jamaoncol.2024.2166. 

• Hepatic decompensation is the major driver of mortality in patients with HCC treated with atezolizumab plus 
bevacizumab: The impact of successful antiviral treatment. Hepatology. 2025 Mar 1;81(3):837-852. doi: 
10.1097/HEP.0000000000001026. 

• Outcome and management of patients with hepatocellular carcinoma who achieved a complete response to 
immunotherapy-based systemic therapy. Hepatology. 2025 Jun 1;81(6):1714-1727. doi: 
10.1097/HEP.0000000000001163. 

• Preliminary evidence of safety and tolerability of atezolizumab plus bevacizumab in patients with hepatocellular 
carcinoma and Child-Pugh A and B cirrhosis: A real-world study. Hepatology. 2022 Oct;76(4):1000-1012. doi: 
10.1002/hep.32468. 
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Pfister, D , et al. Nature. 2021 Apr;592(7854):450-456. 18



Lee PC, Huang YH* JHEP Rep. 2025 Jun 26;7(9):101491. doi: 10.1016/j.jhepr.2025.101491



Lee, et al  |  HEPATOLOGY. 2025.

Distinct gut microbiota but common metabolomic signatures between 

Viral and MASLD HCC contribute to outcomes of combination immunotherapy

MASLD-HCC V-HCC
Mediterraneibacter gnavus Bifidobacterium spp.

O

OHH3C

Acetic acid

Shared metabolomic functioning

Common Biomarker

Durable
Tumor Response

Better
Survival Benefit

Higher 
AA

Lower 
AA

Overall Survival

Short-chain fatty acids
Ursodeoxycholic acids

Lee PC, Huang YH* Hepatology. 2025 Jun 30. doi: 10.1097/HEP.0000000000001446. Online ahead of print.
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A YI career pathway

1️⃣
Show up repeatedly

Choose a niche: IO 

biomarkers, radiomics, 

TACE combinations, 

surgery, or survivorship.

2️⃣
Offer usable work

Bring data cleaning, slide 

drafting, statistics 

coordination, IRB 

preparation, or 

manuscript writing.

3️⃣
Join TRG output

Aim for consensus 

papers, multicenter 

retrospective studies, or 

serial real-world cohorts.

4️⃣
Become outward-facing

Use the domestic record 

to pitch a cross-border 

substudy or validation 

cohort.

Domestic collaboration is where reputations are built: people first remember 
whether you are responsive, rigorous, and generous before they remember 
your h-index.



Challenge: The barriers YI will face

Methodology

Different staging systems, TACE heterogeneity, 

local practice variation, and mixed endpoints can 

make pooled analyses unstable.

Regulation

Data sharing, ethics amendments, privacy review, 

biospecimen export, and contract negotiation often 

move slower than scientific enthusiasm.

Access and reimbursement
Trial and real-world results are shaped by uneven 

access to systemic therapies, especially across 

healthcare systems.

Human factors
Authorship expectations, delayed replies, 

inconsistent data entry, and unclear leadership can 

silently kill good projects.

The challenge is not simply to find collaborators; it is to build trust around 
definitions, deadlines, and fairness.



Checklist

Domestically

• Join one your TRG-like theme and 

contribute actual work.

• Create one multicenter dataset with a 

clear dictionary.

• Volunteer for abstract drafting, slide 

synthesis, or manuscript coordination.

• Build a reputation for speed, rigor, and 

reliability.

Internationally

• Map one global consortium or senior 

collaborative group in your niche.

• Offer a concrete contribution: validation 

cohort, biomarker assay, imaging 

review, or regional comparator group.

• Ask for a small first project, not 

immediate leadership.

• Convert that project into long-term serial 

participation.

Young investigators do not need to wait for a perfect invitation; they 
need to become obviously useful collaborators.



From attendance to alliance

The task for the next generation is to turn meetings into datasets, 
datasets into papers, and papers into durable networks.
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