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ESMO 2019: surufatinib epNET PFS benefit confirmed 

The China Phase III SANET-ep surufatinib study in extra-pancreatic neuroendocrine 

tumours (epNET) was terminated early, in June 2019, having already met its primary 

endpoint of progression-free survival (PFS) at the planned interim analysis. Detailed 

data at the 2019 European Society for Medical Oncology (ESMO) meeting disclosed 

the magnitude of effect: investigator assessed PFS of 9.2 months for surufatinib vs 3.8 

months for placebo (hazard ratio = 0.334, p<0.0001), as well as the encouraging broad 

utility across epNET subtypes. The totality of the SANET-ep data supports a potential 

Q419 China NDA filing for surufatinib and, subject to regulatory approval, Chi-Med 

could launch its first wholly owned oncology drug c 12 months later, in late 2020. 

Year-end: December 31 2017 2018 2019E 2020E 

Sales (US$m) 241.2 214.1 183.1 206.9 

Adj. PBT (US$m) (53.5) (86.7) (172.1) (191.1) 

Net Income (US$m) (23.0) (71.3) (135.9) (153.9) 

Earnings per ADS (US$) (0.22) (0.57) (1.05) (1.18) 

Cash (US$m) 358.3 301.0 179.3 271.0* 

Adj. EBITDA (US$m) (17.2) (69.7) (128.8) (146.9) 

Source: Trinity Delta  Note: Adjusted PBT excludes exceptionals, Cash includes short-term investments, Adjusted 

EBITDA includes equity in earnings of equity investees. *2020E cash figure includes assumed raise of $250m. 

▪ Encouraging broad utility across epNET  The SANET-ep data presented showed a 

statistically significant difference in investigator assessed PFS vs placebo at the pre-

specified interim analysis, with all subgroups favouring surufatinib and all secondary 

endpoints consistent with a treatment benefit. Sensitivity analyses also confirmed 

the statistical robustness of the primary analysis. Surufatinib was generally well 

tolerated, with a manageable safety profile that was consistent with prior data.  

▪ Promising indications from early Global data The US Phase Ib/II in solid tumours 

confirmed a 300mg QD surufatinib dose (consistent with China trials) as the MTD 

and recommended dose for the Global Phase II. Dose expansion in a heavily pre-

treated population (≤8 lines of prior therapy) is ongoing: data from 25 evaluable 

patients from the first 2 cohorts (pancreatic NET; biliary tract cancer, BTC) showed 

2 confirmed partial responses in pNET. All pNET patients had prior everolimus. 

▪ Next steps for surufatinib  In Q419, China NDA filing (epNET), progression of the 

Shanghai Junshi global PD-1 collaboration into dose expansion, and a potential FDA 

end-of-Phase II meeting are expected. Interim analysis of the China SANET-p Phase 

III in pNET is expected in H120, and US/Europe registration study initiation is also 

targeted for H120. Interim analysis of the China Phase IIb/III BTC trial is anticipated 

in mid-2020; and the first China launch, in epNET, is possible late-2020. 

▪ Valuation maintained at £5.93/share and $38.55/ADS  We employ a DCF-based 

SOTP that includes a clinical pipeline rNPV. We expect multiple clinical, regulatory, 

and commercial catalysts to unlock further value over the next year, especially as 

major shareholder CK Hutchison has now completed the planned reduction in its 

holding to 49.9%, allowing deconsolidation of Chi-Med from its accounts, and 

removing an important stock overhang. 
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Chi-Med: SANET-ep data at ESMO  

Our June 2019 Update note provided an overview of surufatinib, neuroendocrine 

tumours (NET), the clinical data to date, and Chi-Med’s development plans. 

Presentation of SANET-ep data at ESMO builds upon this and confirms that 

surufatinib is on track to become the first of Chi-Med’s unpartnered oncology 

drugs to reach the market in China.  

Positive read out of the pivotal SANET-ep trial in advanced extra-pancreatic NET 

(epNET) supports a potential China NDA filing in Q419, which, if approval occurs 

in a similar timeframe to fruquintinib, could lead to surufatinib launch in late-2020 

through Chi-Med’s own China Oncology commercial infrastructure. 

The potential China opportunity in NET could be significant, as illustrated in 

Exhibit 1. Important features of this market include the: 

▪ Limited treatment options: treatment protocols are standard despite the 

heterogeneity of the disease. NET is an umbrella term for tumours 

originating from the endocrine and nervous systems, commonly from the 

digestive and respiratory tracts; 

▪ High prevalence vs incidence: NETs are typically slow growing, associated 

with a long duration of survival, and with patients treated for longer; and 

▪ Diagnostic improvements: more treatment options coupled with improved 

diagnosis could increase recognition of NETs and raise current incidence.  

Exhibit 1: The China NET opportunity 

 

Source: Hutchison China MediTech  Note: [1] current estimated prevalence to incidence ratio in 
China at 4.4, lower than US 7.4 ratio due to lower access to treatment options; [2] NRDL pricing 
references calculations assume FX rate of RMB 6.74/US$ 

NET is the first of many opportunities for surufatinib. The China and Global 

surufatinib development programme is focused on indications with high unmet 

need and with potential for a rapid path to market given the relative rarity of the 

cancer types targeted and limited treatment options.   

Newsflow from the current development pipeline includes: 

▪ Q419: Progression of the Shanghai Junshi global PD-1 collaboration, with 

completion of dose escalation of the surufatinib and Tuoyi combinaton, 

and initiation of the dose expansion stage in mutliple tumour types. 

First China regulatory filing 

anticipated Q419, with 

potential for late 2020 launch 

Multiple opportunities in other 

rare cancers with unmet need 

NET represents an attractive 

opportunity 

https://www.trinitydelta.org/research-notes/surufatinib-on-track-for-potential-2020-china-approval/
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▪ Q419: Potential end-of-Phase II meeting with FDA. 

▪ H120: Interim analysis of the China Phase III SANET-p registration trial in 

pancreatic NET (pNET). 

▪ Mid-2020: Initiation of the surufatinib US/Europe registration study. 

▪ Mid-2020: Interim analysis of the 300-pt China Phase IIb/III registration 

study in biliary tract cancer (BTC) based on the first 80 patients. 

SANET-ep: surufatinib PFS benefit confirmed 

The SANET-ep study (Exhibit 2) was stopped early for efficacy at a planned 

interim analysis following the IDMC (Independent Data Monitoring Committee) 

determination that the mPFS (median progression free survival) primary endpoint 

had been met. The study originally targeted the enrolment of 273 patients but 

included an interim analysis at 127 PFS events (c 70% of the planned PFS events 

for the final analysis), with early termination for superiority permitted if p<0.015.  

Exhibit 2: SANET-ep Phase III study design 

 

Source: Hutchison China MediTech, ESMO 2019 

The SANET-ep primary analysis is illustrated in Exhibit 3, where surufatinib 

showed a statistically significant 5.4 months benefit to mPFS vs placebo. mPFS 

was 9.2 months on surufatinib vs 3.8 months for placebo (HR 0.334, p<0.0001). 

Subgroup analyses (Exhibit 4) indicated that all subgroups favoured surufatinib.  

As a comparison, the single-arm Phase II China NET trial reported mPFS of 13.4 

months for the epNET population (n=40), a result which reflects differences in 

patient baseline characteristics between the two trials (SANET-ep had a higher 

proportion of G2 patients with aggressive disease).  

Exhibit 3: SANET-ep primary analysis (investigator assessed PFS) 

 

Source: Hutchison China MediTech, ESMO 2019 

SANET-ep trial stopped early at 

interim analysis… 

….with a surufatinib mPFS of 

9.2 months vs 3.8 months on 

placebo 
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Exhibit 4: Subgroup analysis of investigator assessed PFS 

 

Source: Hutchison China MediTech, ESMO 2019  Note: Tumour origin A: jejunum, duodenum, thymus, cecum; B:  lung, stomach, liver, 
appendix, colon, rectum; C: others or unknown origin. ULN: upper limit normal; SSA: somatostatin analogues; CgA: chromogranin A 

PFS sensitivity analysis was carried out retrospectively in parallel by a blinded 

independent image review committee (BIIRC). There were some discrepancies in 

tumour image analysis between the investigators and BIIRC assessments (likely to 

be influenced by prior loco-regional therapies and/or liver lesion CT/MRI 

characteristics); however, the sensitivity analyses were supportive of the primary 

PFS analysis (Exhibit 5). Secondary endpoints were also consistent with a 

treatment benefit with surufatinib.  

Exhibit 5: SANET-ep supportive analyses. 

Analysis Type Results 

Primary Hypothesis testing HR: 0.334 (95% CI 0.223, 0.499); p<0.0001 

ORR Secondary endpoint 10.3% vs 0%; p=0.005 

DCR Secondary endpoint 86.5% vs 65.6%; p=0.002 

BIIRC Sensitivity analysis HR: 0.657 (95% CI 0.442, 0.977); p=0.0372 

Adjudicated BIIRC Sensitivity analysis HR: 0.570 (95% CI 0.381, 0.852); p=0.0065 

Investigator (exclude prior loco-regional therapy) Sensitivity analysis HR: 0.307 (95% CI 0.188, 0.502); p<0.0001 

BIIRC (exclude prior loco-regional therapy) Sensitivity analysis HR: 0.514 (95% CI 0.319, 0.829); p=0.0063 

Source: ESMO 2019   Note: ORR = overall response rate; DCR = disease control rate; BIIRC = blinded independent image review committee 

From a safety perspective, surufatinib was generally well tolerated, with a safety 

profile consistent with prior data.  Proteinuria and hypertension were the most 

frequent ≥Grade 3 adverse events but were manageable. The drug exposure 

safety analysis indicated that patients on surufatinib had median exposure of 217 

days (c seven months) vs 146 days (c five months) for placebo patients, with a 

relative dose intensity of 86.42%. 

Preliminary US Phase Ib/II surufatinib data 

In addition to SANET-ep data, early findings from the US Phase Ib/II solid tumour 

study of surufatinib (Exhibit 6) were presented at ESMO, providing supportive 

evidence for the global applicability of the programme. The dose escalation phase 

of the study confirmed a maximum tolerated dose and recommended Phase II 

PFS analysis supported by 

sensitivity analyses, with 

secondary endpoints showing a 

treatment benefit 

No safety surprises, and a 

manageable adverse event 

profile 

US study confirms consistent 

dosing with China trials 
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dose of 300mg QD surufatinib, which is consistent with the dosing of the China 

trials. Dose expansion is ongoing, although preliminary data from the pNET and 

BTC cohorts were presented. Data from 25 evaluable patients showed two 

confirmed partial responses (and two unconfirmed partial responses) in pNET 

patients. 

Exhibit 6: Surufatinib US Phase Ib/II study design 

 

Source: Hutchison China MediTech   Note: * Soft tissue sarcoma (STS) cohort planned to open as a future cohort in Q419 

A key takeaway from this study and the surufatinib data generated to date, is that 

it has shown anti-tumour activity in heavily pre-treated patients and across 

multiple tumour types. The US Phase Ib/II enrolled patients which had progressed 

on up to eight lines of prior therapy, and all of whom had progressed on 

everolimus (Afinitor, Novartis). Exhibit 7 illustrates the duration of treatment in 

the pNET cohort, highlighting both the number and diversity in the prior lines of 

therapy experienced.  

Exhibit 7: US Phase Ib – pNET duration of treatment 

 

Source: Hutchison China MediTech, ESMO 2019  Note: afib = aflibercept; atez = atezolizumab; 
bev = bevacizumab; cap = capecitabine; eve = everolimus; sun = sunitinib; tem = temozolomide 

Everolimus is approved for the treatment of adults with non-functional NETs of 

gastrointestinal or lung origin, with unresectable, locally advanced, or metastatic 

disease, and currently has the broadest clinical evidence base across NETs by site 

of origin (Exhibit 8). Chi-Med, through its SANET-ep and SANET-p pivotal trials – 

and planned US/European registration trials - is seeking to rival this with 

surufatinib, to potentially offer a subsequent treatment option for NET patients 

who progress on everolimus. 

Anti-tumour activity shown in 

heavily pre-treated patients, 

across multiple tumour types 

Surufatinib could offer a 

treatment option for everolimus 

failures 

https://www.hcp.novartis.com/products/afinitor/gi-lung-neuroendocrine-tumors/
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Exhibit 8: Evidence landscape for advanced NETs by site 

 

Source: James Yao, ESMO 2019 (Rinke et al. J ClinOncol. 2009. Caplin et al. NEJM 2014. 
Strosberg et al. NEJM 2017. Raymond et al. NEJM 2011. Yao et al. J ClinOncol. 2008. Yao et al. 
NEJM 2011. Yao et al. Lancet. 2016. Xu et al. ESMO2019) 
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Exhibit 9: Summary of financials 

 

Source: Company, Trinity Delta  Note: Adjusted numbers exclude exceptionals. * Forecast EPS for 2019 and 2020 
adjusted for one-to-ten ordinary share split, with new ADS ratio of 1:5 shares. Our estimate of $250m proceeds 
from the proposed equity raise are shown as short-term debt in FY20e, until transaction size, structure, and terms 
are confirmed. 



 

 

Trinity Delta, 80 Cheapside, London, EC2V 6EE. Contact: info@trinitydelta.org 

Trinity Delta Hutchison China MediTech 

 

 

 

 

Mick Cooper PhD CFA mcooper@trinitydelta.org 
 +44 (0) 20 3637 5042 
  
Lala Gregorek lgregorek@trinitydelta.org 
 +44 (0) 20 3637 5043 
  
Franc Gregori   fgregori@trinitydelta.org 
 +44 (0) 20 3637 5041 

 

 

 

 

Disclaimer 

Trinity Delta Research Limited ("TDRL"; firm reference number:  725161), which trades as Trinity Delta, is an appointed representative of 
Equity Development Limited ("ED"). The contents of this report, which has been prepared by and is the sole responsibility of TDRL, have 
been reviewed, but not independently verified, by ED which is authorised and regulated by the FCA, and whose reference number is 
185325.  

ED is acting for TDRL and not for any other person and will not be responsible for providing the protections provided to clients of TDRL 
nor for advising any other person in connection with the contents of this report and, except to the extent required by applicable law, 
including the rules of the FCA, owes no duty of care to any other such person. No reliance may be placed on ED for advice or 
recommendations with respect to the contents of this report and, to the extent it may do so under applicable law, ED makes no 
representation or warranty to the persons reading this report with regards to the information contained in it. 

In the preparation of this report TDRL has used publically available sources and taken reasonable efforts to ensure that the facts stated 
herein are clear, fair and not misleading, but make no guarantee or warranty as to the accuracy or completeness of the information or 
opinions contained herein, nor to provide updates should fresh information become available or opinions change.  

Any person who is not a relevant person under section of Section 21(2) of the Financial Services & Markets Act 2000 of the United 
Kingdom should not act or rely on this document or any of its contents.  Research on its client companies produced by TDRL is normally 
commissioned and paid for by those companies themselves (‘issuer financed research’) and as such is not deemed to be independent, as 
defined by the FCA, but is ‘objective’ in that the authors are stating their own opinions.  The report should be considered a marketing 
communication for purposes of the FCA rules. It has not been prepared in accordance with legal requirements designed to promote the 
independence of investment research and it is not subject to any prohibition on dealing ahead of the dissemination of investment research. 
TDRL does not hold any positions in any of the companies mentioned in the report, although directors, employees or consultants of TDRL 
may hold positions in the companies mentioned. TDRL does impose restrictions on personal dealings. TDRL might also provide services to 
companies mentioned or solicit business from them. 

This report is being provided to relevant persons to provide background information about the subject matter of the note. This document 
does not constitute, nor form part of, and should not be construed as, any offer for sale or purchase of (or solicitation of, or invitation to 
make any offer to buy or sell) any Securities (which may rise and fall in value). Nor shall it, or any part of it, form the basis of, or be relied 
on in connection with, any contract or commitment whatsoever. The information that we provide is not intended to be, and should not in 
any manner whatsoever be, construed as personalised advice. Self-certification by investors can be completed free of charge at 
www.fisma.org. TDRL, its affiliates, officers, directors and employees, and ED will not be liable for any loss or damage arising from any use 
of this document, to the maximum extent that the law permits. 

Copyright 2019 Trinity Delta Research Limited. All rights reserved. 

 

More information is available on our website:  www.trinitydelta.org 
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