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Recognising targets

▪ Adjuvant nivolumab in resected 
oesophageal or gastro-esophageal
junction cancer

▪ Systemic therapy advanced hepato-
cellular carcinoma

New therapies

▪ PD-1 blockade as curative-intent 
therapy in mismatch repair deficient 
locally advanced rectal cancer

▪ Next generation sequence utility in 
cholangiocarcinoma

Disclaimer – although these therapies/tests are licenced and recommended by international expert guidelines; 

they are not funded for patients in Aotearoa
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▪ AKA dMMR, MSI-H

▪ 5-10% rectal cancers mismatch repair deficient

▪ Complete response seen with checkpoint blockade in 10% dMMR metastatic 
cancers

Rothaus, NEJM Resident 360, 2018
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▪ 100% clinical complete response in first 14 consecutive patients

▪ No evidence of tumour on

▪ MRI

▪ FDG-PET

▪ Endoscopic examination

▪ DRE 

▪ Biopsy

▪ Median follow-up 12 months (6-25 months)

▪ No cases of progression or recurrence

▪ No patients have undergone chemo/radiotherapy or surgery



CheckMate 577 Investigators

NEJM 2021; 384:1191-1203

April 1, 2021





▪ Van Hagen et al., NEJM 2012; 366:2074-84

▪ Inclusion

▪ Maximum length 8cm, maximum width 5cm

▪ T1N1 or T2-3N0-1

▪ M0 – NB NOT routinely PET staged

▪ 75% adenocarcinoma, 23% squamous, 2% other (mostly de-differentiated)



▪ Compared “triple-modality” vs surgery alone

▪ Chemotherapy

▪ AUC2 carboplatin and paclitaxel 80mg/m2 weekly x 5

▪ Radiotherapy

▪ 41.4Gy/23# 

▪ Surgery

▪ 4-6 weeks after completion radiation

▪ Surgery alone arm – immediately after randomisation  





▪ Inclusion

▪ Oesophageal or gastro-oesophageal cancer

▪ Stage II/III (at time of diagnosis)

▪ Adenocarcinoma or squamous cell carcinoma

▪ R0 resection after chemo-radiotherapy 

▪ Residual disease – non-pCR - at least - ypT1 or ypTN1

▪ Randomisation within 4-16 weeks of surgery 

▪ 12 months nivolumab OR placebo



Median DFS

- 22.4m vs 11.0m

Median DFS adenocarcinoma

- 19.4m vs 11.1m

Median DFS SCC

- 29.7m vs 11.0m



▪ Giving nivolumab to patients with either SCC/adenocarcinoma oesophagus who 
have residual invasive malignancy in operative pathology specimens after neo-
adjuvant chemo-radiation defers relapse significantly.

▪ Overall survival benefit awaited

▪ Seems likely as median f/u greater than 2 years

▪ Beyond “danger period” for relapse

▪ Although it is unlikely this benefit would be achieved by giving single agent 
immunotherapy at time of relapse

▪ This trial can’t/won’t answer that question



Llovet et al., NEJM 2008; 359: 378-390

Abou-Alfa et al., NEJM Evidence 2022; https://doi.org/10.1056/EVIDoa2100070

Finn et al., NEJM 2020; 382: 1894-1905

https://doi.org/10.1056/EVIDoa2100070


Zhang et al.,

Biomarker Research 10: 3, 2022





▪ 1 dose anti-CTLA-4 (tremelimumab) followed by anti-PD-1 (durvalumab)

Median OS 16.5m vs 13.7m

Note long tail









▪ High rate of actionable mutations found in cholangiocarcinoma

▪ Panel testing e.g. MSK-IMPACT, FoundationOneCDx

▪ Targets

▪ FGFR2 fusions

▪ IDH1 and 2 mutations

▪ BRAF V600E

▪ Her-2 over-expression

▪ TRK fusions

▪ dMMR/MSI-H

▪ DiPeri et al, Expert Review of Gastroenterology and Hepatology, 2021. 15:5, 471-474

▪ Ross et al., Oncologist. 2014; 19(3):235



▪ FGFR2 fusions

▪ 15-20% intrahepatic cholangiocarcinoma (IHCCA)

▪ Less common extrahepatic (EHCCA) or gallbladder carcinoma (GBC)

▪ Pemigatinib

▪ FIGHT-202 trial

▪ Response rate 36%

▪ Disease control rate 80%

▪ Duration of response 7.5 months

▪ Infigratinib

▪ Response rate 23%

▪ Duration of response 5 months



▪ IHD1/2 mutations

▪ 7-25% IHCCA

▪ 12-42% EHCCA

▪ 0% GBC

▪ Ivosidenib

▪ 32% not progressed at six months

▪ 22% progression free at twelve months

▪ Zhu et al., Jama Oncol. 2021; 7(11):1669



▪ BRAF V600E

▪ 5% IHCCA

▪ 3% EHCCA

▪ 1% GBC

▪ Dabrafenib and trametinib (MEK inhibitor)

▪ 47% response rate

▪ Some responses prolonged >24 months

▪ Salama et al., J Clin Oncol. 2020; 38(33):3895.



▪ Her-2 over-expression (IHC technically NOT NGS)
▪ 3% IHCCA

▪ 11% EHCCA

▪ 30% GBC

▪ Pertuzumab/trastuzumab

▪ Dual anti-her 2 antibodies 

▪ IHC 3+/FISH +ve - Response rate 23%

▪ Duration of response 10.8months

▪ Javle et al., Lancet Oncol 2021; 22(9):1290.

▪ Trastuzumab deruxetan

▪ Antibody/drug conjugate

▪ IHC 3+ RR 36% - median duration of response 7.4months

▪ IHC ½+ RR12.5% - median duration of response 5.1months

▪ Ohba et al., ASCO 2022



▪ TRK fusions

▪ 3% IHCCA

▪ ?% EHCCA

▪ ?% GBC

▪ Larotrectinib/entrectinib

▪ Response rate 75%

▪ Durable responses >12 months

▪ Cancer Discov. 2015; 5(1):25.



▪ dMMR/MSI-H

▪ 10% IHCCA

▪ 5% EHCCA

▪ 5% GBC

▪ Response to check-point inhibitors

▪ E.g. KEYNOTE-158 – phase II – pembrolizumab

▪ 41% objective response

▪ Median duration of response 4 to >25 months

▪ Marabelle et al., J Clin Onc. 2020 Jan 1; 38(1):1-10



New weapons

▪ Adjuvant nivolumab in resected 
oesophageal or gastro-esophageal
junction cancer

Take home

▪ Post CROSS neo-adjuvant CRTx

▪ Resected - non-pCR

▪ 12 months nivolumab (anti-PD-1)

▪ Median DFS 11m to 22.4m

▪ HR 0.69 all-comers

▪ HR=0.61 SCC

▪ HR = 0.75 adenocarcinoma

Disclaimer – although these therapies/tests are licenced and recommended by international expert guidelines; 

they are not funded for patients in Aotearoa



New weapons

▪ Systemic therapy advanced 

hepato-cellular carcinoma

Take home

▪ Watch this space

▪ Lots of agents/combinations in trials

▪ NOTHING funded in Aotearoa

▪ Focus on Childs-Pugh A

Disclaimer – although these therapies/tests are licenced and recommended by international expert guidelines; 

they are not funded for patients in Aotearoa



Take Home

▪ dMMR testing SHOULD be ubiquitous 
in colorectal cancer

▪ Early days but this is unprecedented 
data

▪ Can we extend out to more 
affordable anti-PD-1 drugs??

Recognising targets

▪ PD-1 blockade as curative-intent 
therapy in mismatch repair deficient 
locally advanced rectal cancer

Disclaimer – although these therapies/tests are licenced and recommended by international expert guidelines; 

they are not funded for patients in Aotearoa



Take Home

▪ Motivated good performance status 
patient after first line cytotoxics
(cisplatin/gemcitabine)

▪ NGS via tissue/cTC/cDNA

▪ Target provide meaningful responses

▪ Watch this space – more coming

Recognising targets

▪ Next generation sequence utility in 
cholangiocarcinoma

Disclaimer – although these therapies/tests are licenced and recommended by international expert guidelines; 

they are not funded for patients in Aotearoa


