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History

• 47 years old male patient.

• Far Asian Ancestors

• Bipolar disorder (on Depakin & Resperidol),

• 2014: Post Sleeve gastrectomy then bypass operation.

• 2018: Common bile duct mass→Whipple operation in 11/2018. 

• Pathology: CBD intraductal papillary neoplasm of the bile duct (IDPB), with high-grade dysplasia, 
and focal lamina propria invasion (less than 5-mm depth).

• The proximal and distal bile duct margins are positive for intra-ductal papillary neoplasm.

• PORTH: 27 sessions at KAMC.



• IPNB is a variant of bile duct carcinoma presented as ductal mass.

• 40%-80% of IPNBs contain a component of invasive carcinoma or tubular 
or mucinous adenocarcinoma, suggesting that IPNB is a disease with high 
potential for malignancy. 

• Biopsy cannot reflect the actual stage in many cases:  

-Different foci may be of different stages 

-Mixed pathologic findings may exist in the same lesion.

• IPNBs are classified into four types. 

• IPNB had four stages (depth of invasion and degree of dysplasia): 

I- low- to intermediate-grade dysplasia

II- High-grade dysplasia

III- Intraductal growth type CCA , AJCC T1

IV- Intraductal growth type CCA, AJCC ≥T2

Intraduct Papillary neoplasm of the bile duct

Wu XJ Int Med Res. 2018



Intraduct Papillary neoplasm of the bile duct

Survival as a function to The depth of invasion, 
graded as:
• ≥ 5 mm   39m
• < 5 mm 128m
• none       144m (P < 0.007). 

The percentage of invasive carcinoma 
components, graded as:

• ≥ 10%    42m
• < 10%    128m
• None       144 mo, respectively (P < 0.03).

Rocha et al Hepatology. 2012;56:1352–1360.



PBC, primary biliary cholangitis; pCCA, perihilar cholangiocarcinoma; PSC, primary sclerosing cholangitis

20.6% of patients received only BSC 
resulting in a  mOS of 4.0 months



Valle JW, et al. Ann Oncol. 2016;27(suppl5):v28–v37.

BILCAP: Stronger  
level of  

recommendatio
n

CCA, cholangiocarcinoma; iCCA, intrahepatic CCA; MDT, multidisciplinary team; PS, performance status.

ESMO guidelines 2016

1 Special considerations: 
• Need for pre-operative biliary drainage
• Avoid percutaneous biopsy in resectable disease 
• Assess Future Liver Remnant 
• Assess need for Portal Vein Embolisation
• Neoadjuvant approach (selected cases) 
• Completion surgery for incidental gallbladder cancer of T-stage T1b and 
above

3 Level of recommendation IV,C
BILCAP: Capecitabine

Japanese Study: S1



•9/2022 CT CAP : Moderate ascites, soft 
tissue peritoneal & omental deposits with 
focal liver lesions, circumferential thickening 
of the colonic wall (Neoplastic process could 
not be excluded).

• Follow up: DFI for 22 months
• 10/2020 :  CA19-9 was 136 u/ml
• He was advised initially to follow up in the clinic the month after, but unfortunately because of COVID, he 
received a  message to attend the clinic after 1 year, and he lost FU.
•8/2022: CA19-9 was 5504 u/ml
•.

History



• 10/2022 MRI liver: Segment IV metastatic lesion (1.6x1.3 cm).

•10/2022 biopsy from the ometum at KAMC: malignant tumor having cribriform architecture with areas of 
necrosis.
• Microscopically: Ovoid and hyperchromatic cells , stratified nuclei and have pale eosinophilic 
cytoplasm. Mitoses and necrosis necrotic debris seen.
• IHC: CK7 negative, CK20 positive, CDX 2 not done, CK 19+, TTF-1 negative, CEA positive, PSA negative, HSA -
ve.

• 10/2022 Lower GI endoscopy: Tubular adenoma, low-grade dysplasia, Cauterized margin is uninvolved.

History



•Pathology review At IMC revealed the following:

-Omental mass biopsy: Metastatic adenocarcinoma, consistent with known bile duct primary.

- Ascetic fluid, cytology: Positive for malignant cells.

Should we Do Any further Tests?

History



Lamarca A, et al. J Hepatol. 2020;73:170–85.

Advanced Biliary Tract Cancer | Era of Molecular pathology



History



Genetic Alterations by Site



History



Immunotherapy In Biliray Tract cancer



Immunogenicity and Mutational Load



•In Summary:

- Relpased cholangiocarcinoma
- Liver lesion, Peritoneal Metastases, and ascites
- ECOG PS 0, No functional Derangement.
- PD-L1 0%,  low TMB, MSS
- p53, SMAD4,APC mutations, MYC amplification

What is the treatment of choice?

History



Valle JW, et al. Ann Oncol. 2016;27(suppl5):v28–v37.CCA, cholangiocarcinoma; iCCA, intrahepatic CCA; MDT, multidisciplinary team; PS, performance status.

ESMO guidelines 2016

ABC—06: FOLFOX

NIFTY: FOLFIRI

Molecular PAthology

Topaz1:Durvalomab



Annals of Oncology  Nov 2022

ESMO guidelines 2022



Interesting options in 2nd line but..!!
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History

Tumor board Recommendation: 

• Gemcitabine/Cisplatin/ Durvalomab x 8 cycles (at least)
→ followed by maintenance Durvalomab



Pembrolizumab In 2nd Line  or beyond Biliary Cancer



Nivolumab In 2nd line or beyond Biliary Cancer



Nivo/Ipilimumab  In advanced Biliary Cancer: Phase II trial



Durvalumab/Tremelimumab



Phase II trial: 1st Line GC+Durvalumab

mPFS:11.9m

mOS:20.7m



TOPAZ-1: Study Design1,2

aChemotherapy and/or radiation; b338 received treatment; c342 received treatment; dCisplatin (25 mg/m2) followed by gemcitabine (1000 mg/m2), each administered on Days 1 

and 8, q3w for up to 8 cycles (SoC chemotherapy) eUntil confirmed PD, withdrawal of consent, or another discontinuation criteria is met; fMeasured according to RECIST 1.1 

using investigator assessments and OS by PD-L1 expression; gMeasured with EORTC QLQ-C30 and EORTC QLQ-BIL21. 

Abbreviations and references in slide notes.

Phase III, randomized, double-blind, placebo-controlled, multicenter global study 

for first-line treatment in patients with advanced biliary tract cancer (BTC)

Study population

• Previously untreated, 

unresectable, locally 

advanced or metastatic 

BTC (ICC, ECC and 

GBC) at initial diagnosis

• Recurrent disease >6 

months after curative 

surgery or completion of 

adjuvant therapy a

• ECOG PS of 0 or 1

• OS

Primary endpoint1,2

• PFSf

• ORRf

• DoRf

• DCRf

• Serum concentration of 

durvalumab

• Tiered results of ADAs for 

durvalumab

• HRQoLg

• Safety and tolerability1

Key secondary endpoints1,2

Durva 1500 mg IV Q3W + GemCisd

Up to 8 cycles

Placebo IV Q3W + GemCisd

Up to 8 cycles

Durva 1500 mg IV Q4W 

Until PDe

Placebo IV Q4W

Until PDe

Placebo

Durvalumab

R 

1:1

0 24Weeks 

N=685 Arm B

n=344c

Arm A

n=341b



TOPAZ-1: Durvalumab + GemCis Improved OS vs. GemCis Alone

aMedian duration of follow-up (95% CI) was 16.8 (14.8–17.7) months with durvalumab + GemCis and 15.9 (14.9–16.9) months with placebo + GemCis.

CI = confidence interval; GemCis = gemcitabine + cisplatin; HR = hazard ratio; mo = month; OS = overall survival.

Oh D-Y, et al. Presented at: ASCO GI Congress; January 20-22, 2022; San Francisco, CA.
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Hazard ratio 
(95% CI)

p-value

Durvalumab + GemCisa (n=341) 12.8 (11.1–14.0) 0.80

(0.66–0.97)
0.021

Placebo + GemCisa (n=344) 11.5 (10.1–12.5)

Statistical significance cut-off for OS: p=0.03

Time from randomization (months)

24-mo OS:

24.9%

10.4%

18-mo OS:

35.1%

25.6%

12-mo OS:

54.1%

48.0%

HR for time after 

6 months (95% CI)

0.74 (0.58–0.94)

HR for time up to 

6 months (95% CI)

0.91 (0.66–1.26)



Oh D-Y, et al. ASCO GI Congress; January 2022

Phase III TOPAZ-1 study : Subgroups OS  Analysis



Phase III TOPAZ-1 study : PD-L1 % Subgroups OS Analysis

Oh D-Y, et al. ASCO GI Congress; January 2022



Oh D-Y, et al. ASCO GI Congress; January 2022

Phase III TOPAZ-1 study : PFS



Phase III TOPAZ-1 study :Response Rate, and DOR 

Oh D-Y, et al. ASCO GI Congress; January 2022



History

• 2/2023: patient received so far 3 doses of GC/durvalumab

•Clinically: 

- Patient is completely asymptomatic 

- No reported side effects except mild alopecia

- Increase in body weight, excellent performance status
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Thank You
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