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ASCO 2021: Moving towards combinations 

ASCO saw solid clinical updates on HUTCHMED’s late stage clinical/early commercial 

assets, Orpathys, Sulanda and Elunate, which should help inform the design of several 

new, mostly combination-focussed registration trials. These, plus competitor data, 

highlighted some potentially underappreciated strengths in relation to the global 

partnership with AstraZeneca on savolitinib and HUTCHMED’s strategy of exploring 

combinations with multiple Chinese-originated anti-PD-1 agents. A recent R&D day 

outlined the potential market opportunities and infrastructure in existing (China) and 

new markets, and emphasised the ten new registration trials expected to start in 

2021, including with haematology assets and combinations with immunotherapies. 

Investor attention is currently focussed on the competitive dynamics in key markets 

and the success of clinical and commercialisation efforts in China and the US. 

Year-end: December 31 2019 2020 2021E 2022E 

Revenues (US$m) 204.9 228.0 328.9  456.5  

Adj. PBT (US$m) (141.1) (189.7) (338.7) (363.4) 

Net Income (US$m) (103.7) (115.5) (313.1) (334.9) 

Earnings per ADS (US$) (0.80) (0.90) (1.98) (1.94) 

Cash* (US$m) 217.2 435.2 1,014  670.4  

Adj. EBITDA (US$m) (100.7) (111.6) (308.5) (330.3) 

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

EBITDA includes equity in earnings of equity investees. *2021E cash includes $100m from assumed warrant exercise. 

▪ R&D focus shifts towards combination strategy  Data at ASCO 2021 highlighted 

the emerging strategy of drug combinations: notably Orpathys (savolitinib) with 

AstraZeneca’s Tagrisso and Imfinzi; and Sulanda (surufatinib) and Elunate 

(fruquintinib) with PD-1 inhibitors. As more studies are initiated, combinations will 

become the second wave after initial registrations as monotherapies complete.   

▪ 16 studies underway in combination with Chinese anti-PD1s  HUTCHMED’s three 

lead agents are currently being studied in 16 combination trials (six of which are 

investigator-initiated) with five different Chinese-originated anti-PD-1s. We believe 

this positions HUTCHMED uniquely well if – as many now increasingly believe – 

the space could see greater price competition and substitution between what 

become considered effectively equivalent agents.      

▪ Commercial and manufacturing capabilities in place  With two marketed products 

in China, HUTCHMED is expanding its domestic footprint alongside establishing an 

international infrastructure ahead of first global launches (potentially surufatinib in 

early 2022 and fruquintinib in 2023). Creation and expansion of the commercial 

organisation alongside a long-term production and supply chain strategy indicates 

HUTCHMED’s commitment to its global strategy, as well as enhancing its ability to 

execute as it transitions into a fully integrated commercial-stage global biopharma. 

▪ US$52.12/ADS or 802p/HK$81.30/share valuation  Following the Hong Kong IPO 

and global offering, and recent China approvals of surufatinib (pNET) and savolitinib 

(NSCLC MET ex14m), our updated HUTCHMED valuation is US$8.84bn (US$52.12 

per ADS), £6.8bn (802p per share), or HK$69.0bn (HK$81.30 per share). Details are 

available in our July 2021 Update. Clinical, regulatory, and commercial progress and 

the planned expansion of the clinical pipeline could unlock further value. 
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HUTCHMED: ASCO highlights solid progress  

Solid clinical updates on HUTCHMED’s late-stage/early commercial assets were 

presented at this year’s American Society of Clinical Oncology (ASCO) 

conference, which should further refine their market positioning. These data, 

together with those of competitors emerging at the virtual meeting, highlighted 

the dynamic nature of key cancer markets. They also hinted at some potentially 

underappreciated strengths, particularly in relation to HUTCHMED’s global 

savolitinib partnership with AstraZeneca and its strategic decision to explore 

combinations with multiple China-originated anti-PD-1 agents. Taken together, 

we believe the data should inform and guide decisions, including by 

partners/collaborators, about new registration studies for TKI/IO combinations.  

Exhibit 1: HUTCHMED ASCO 2021 presentations 

Paper title (adapted) Ref /link Trinity Delta comment/notes 

Results from Phase II of 

durvalumab + savolitinib in 

MET-driven PRCC 

4511 41-pt Phase II trial with AstraZeneca's anti-PD-L1 Imfinzi show better activity in 

MET-driven vs non-MET-driven pRCC patients, supporting the approach of the 

planned global Phase III SAMETA study (initiation Q321) 

Phase I surufatinib study in 

32 heavily pretreated NET pts 

(16 epNET; 16 pNET) 

4114 US Phase I dose escalation/dose expansion trial to confirm efficacy and safety of 

surufatinib. Approved in China for epNET (January 2021) and pNET (June 2021). 

US NDA filing accepted July 2021; EU filing imminent   

Exploratory biomarker 

analysis of SANET-p Phase III 

4111 Analysis suggests surufatinib benefit in pancreatic NET is not affected by Ki-67 

expression or baseline CgA levels 

Results from Phase II 

surufatinib + toripalimab 

combination in advanced NEC 

e16199 Promising interim data (n=21) from ongoing combination study in advanced 

NEC, which adds Shanghai Junshi’s anti-PD-1 Tuoyi (toripalimab) to an approved 

surufatinib indication. Tuoyi is approved in China for melanoma and urothelial 

carcinoma (to be co-marketed by AstraZeneca in the latter); rolling US NDA 

underway for recurrent/metastatic nasopharyngeal carcinoma 

Results of Phase II trial of 

surufatinib + toripalimab in 

≥2L gastric/gastroesophageal 

junction cancer 

e16040 Interim data on 21 gastric/GEJ pts in ongoing anti-PD-1 combination study. We 

note that both Keytruda (Merck) and Opdivo (BMS) are approved globally (as 

monotherapy and in combination with chemo) in various gastric/GEJ cancer 

settings; but, the picture is complex (split by histology, PD-L1 level, HER2 status) 

Results of Phase II trial of 

surufatinib in unresectable or 

metastatic BTC 

e16123 39 pt study shows modest efficacy that is probably better explored further in 

combination with anti-PD-1 therapy in selected patients (eg MMR deficient or 

MSI-high, by TMB and PD-L1 expression) 

Phase Ib/II study of 

surufatinib + tislelizumab in 

advanced solid tumours   

TPS2677 Trial in progress paper. Tislelizumab (Baize'an), BeiGene's anti-PD-1, is approved 

in China for classical HL and urothelial carcinoma, and filed in NSCLC and HCC. 

Recently licensed to Novartis in major markets ex-China 

Preliminary results of Phase Ib 

study of fruquintinib + 

sintilimab in advanced CRC 

2514 Interim data on 44 CRC pts of a planned 208 pt study in multiple solid tumours, 

adding an anti-PD-1 to a China approved fruqintinib indication. Global FRESCO-

2 Phase III advanced mCRC trial is ongoing. In China, sintilimab (Tyvyt, Innovent 

Biologics) is approved for classic HL and NSCLC and under review in HCC; Eli 

Lilly developing it globally (BLA for 1L NSCLC has a March 2022 PDUFA date) 

Phase Ib trial of fruquintinib + 

geptanolimab in mCRC  

e1551 Encouraging interim data from 15 of planned 21 pt in an ongoing study showing 

addition of Genor Biopharma’s anti-PD-1 to an approved fruquintinib indication. 

Geptanolimab is filed for PTCL and in a pivotal Phase II in cervical cancer 

Phase I study of HMPL-306 in 

IDH mutated solid tumours  

TPS3159 Trial in progress paper. Design of the first in man Phase I study of IDH/2 

inhibitor HMPL-306 (started February 2021)  

Source: ASCO 2021, HUTCHMED, Trinity Delta  Note: PRCC: papillary renal cell carcinoma; epNET: extra-pancreatic neuroendocrine 
tumours; pNET: pancreatic NET; NDA: new drug application; BTC: biliary tract carcinoma; HL: Hodgkin’s lymphoma, NSCLC: non-small cell 
lung cancer; HCC: hepatocellular carcinoma; BLA: biologics licence application; CRC: colorectal cancer; PTCL: peripheral T-cell lymphoma 

https://meetinglibrary.asco.org/record/195579/abstract
https://meetinglibrary.asco.org/record/199403/abstract
https://meetinglibrary.asco.org/record/198892/abstract
https://meetinglibrary.asco.org/record/199904/abstract
https://clinicaltrials.gov/ct2/show/NCT04169672
https://meetinglibrary.asco.org/record/199210/abstract
https://clinicaltrials.gov/ct2/show/NCT04169672
https://meetinglibrary.asco.org/record/199625/abstract
https://clinicaltrials.gov/ct2/show/NCT02966821
https://www.hutch-med.com/wp-content/uploads/2021/06/pre210604_combo.pdf
https://www.hutch-med.com/wp-content/uploads/2021/06/pre210604_combo.pdf
https://www.hutch-med.com/wp-content/uploads/2021/06/pre210604_combo.pdf
https://meetinglibrary.asco.org/record/201132/abstract
https://meetinglibrary.asco.org/record/199716/abstract
https://clinicaltrials.gov/ct2/show/NCT03903705
https://meetinglibrary.asco.org/record/198526/abstract
https://clinicaltrials.gov/ct2/show/NCT03977090
https://www.hutch-med.com/wp-content/uploads/2021/06/pre210604_306.pdf
https://www.hutch-med.com/wp-content/uploads/2021/06/pre210604_306.pdf
https://meetinglibrary.asco.org/record/201182/abstract
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ASCO accepted nine papers (four of which were ‘online only’) from HUTCHMED 

this year on its three late-R&D/early commercial stage drugs – savolitinib, Sulanda 

(surufatinib) and Elunate (fruquintinib) - as well as a tenth, on HMPL-306, an early 

clinical candidate. In this note, we review HUTCHMED’s ASCO presentations 

(summarised in Exhibit 1) plus key updates from its pre-ASCO R&D event. 

Savolitinib: starting multiple Phase III studies in 2021 

HUTCHMED intends to initiate multiple global and China registration studies for 

savolitinib, its cMET inhibitor, during 2021, in NSCLC (non-small cell lung cancer), 

PRCC (papillary renal cell carcinoma) and gastric cancer. The status of the various 

studies currently underway or planned is shown in Exhibit 2.  

Exhibit 2: Savolitinib development summary 

 

Source: HUTCHMED  Note: * Phase II registration-intent study subject to regulatory discussion; ** In planning; *** Investigator-initiated trials 

New CALYPSO data strengthens case for Phase III in PRCC  

The ASCO presentation of updated data from the investigator sponsored 

CALYPSO Phase II study of savolitinib in combination with AstraZeneca's anti-PD-

L1 antibody Imfinzi (durvalumab), in metastatic PRCC clarifies the clinical and 

strategic rationale for pursuing further clinical development.  

The CALYPSO study confirmed a stark difference in activity of the combination 

between MET-driven vs non-MET-driven patients, as would be expected given 

the mechanism. The confirmed response rate in MET driven patients was 57% 

(8/14) vs a calculated 15% (4/27) in non-MET driven. Median PFS (progression 

free survival) of MET-driven patients was 10.5 months vs 4.9 months across the 

study (n=41), with median OS (overall survival) of 27.4 months vs 14.1 months 

respectively. Overall trial data were previously published at ASCO GU in 2020.   

These new data, coupled with the maturing data from the earlier Phase III SAVOIR 

study of savolitinib in 1L MET+ pRCC, support the planned SAMETA global Phase 

III study (first patient in expected Q321) in MET-driven PRCC. SAMETA will 

evaluate savolitinib + durvalumab vs sunitinib, and the study will resume the 

active development of savolitinib in PRCC, which had been discontinued as a 

single agent by AstraZeneca in 2019.  

No new NSCLC data at ASCO, but Phase III plans now outlined  

There were, however, no new data at this ASCO on savolitinib in NSCLC, which is 

the more commercially important indication for this product and its largest 

Nine presentations at ASCO on 

the three lead assets 

Multiple global and China 

registration trials to start 

Clear responses shown in MET-

driven patients 

Data is the driver of SAMETA 

Phase III start in Q321 

ASCO data demonstrates 

clinical and commercial 

rationale 

NSCLC is the largest indication 

for savolitinib 

https://ascopubs.org/doi/abs/10.1200/JCO.2019.37.7_suppl.545
https://pubmed.ncbi.nlm.nih.gov/32469384/
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indication-based contributor in our valuation. HUTCHMED is pursuing a dual 

registration strategy for this asset: initially as monotherapy in China and in 

combination with AstraZeneca’s Tagrisso (osimertinib) globally.  

The China NDA for savolitinib in NSCLC with MET exon 14 skipping mutations 

(MET ex14m) was granted conditional approval in June 2021, based on positive 

data from the 70-pt single arm, open label Phase II registration study. Results from 

this study, which also included patients with the more aggressive pulmonary 

sarcomatoid carcinoma (PSC) subtype have been published in The Lancet 

Respiratory Medicine. This approval, the first for savolitinib in any geography, is 

conditional upon successful completion of a confirmatory Phase III study in 

NSCLC MET ex14. However, savolitinib will be branded Orpathys and is expected 

to be launched in China by AstraZeneca (with HUTCHMED responsible for 

manufacturing) later in 2021. We note that as this approval comes before the 

June 30 deadline, savolitinib should be eligible for entry into the next round of 

negotiations for inclusion in the NRDL (National Reimbursement Drug List). 

Savolitinib’s first monotherapy indication in China is a specific NSCLC setting 

(NSCLC harbouring MET ex14m); however, HUTCHMED’s strategy is to target 

the combination with Tagrisso (osimertinib) in both 1L and 2L settings, in EGFRm 

NSCLC. Two China-focussed registrational studies are due to start in Q321. The 

Phase III SANOVO study will evaluate the savolitinib + osimertinib combination in 

1L EFGRm+ NSCLC with MET overexpression, while the Phase III SACHI trial 

addresses 2L EGFR TKI refractory NSCLC with MET-amplification. 

AstraZeneca is conducting a Phase II study (SAVANNAH) of the savolitinib + 

osimertinib combination in 2L or later, Tagrisso-refractory NSCLC with MET 

amplification. SAVANNAH has broad entry criteria with four cohorts: after first or 

second line Tagrisso; in MET amplification/over-expression; with no prior MET 

inhibitor therapy and no prior chemotherapy or immuno-oncology therapy. The 

SAVANNAH data will inform the design of a global Phase III in the same setting 

and are expected to be submitted for presentation at a scientific conference in 

H122. The design of this Phase III study is yet to be finalised, although the first 

patient in is expected in late 2021.  

Attractive competitive position in NSCLC 

The China approval in MET ex14m NSCLC makes savolitinib the third approved 

MET inhibitor globally and the first in the important China market. HUTCHMED 

does not have an active study in this indication ex-China where Novartis/Incyte’s 

Tabrecta (capmatinib) and Merck KGaA’s Tepmetko (tepotinib) were approved in 

May 2020 and February 2021 for NSCLC with MET Ex14 skipping in 1L and 2L 

use. For 1L use, this would in practice be only for EGFR wild-type patients (EGFR 

mutants would be prescribed an anti-EGFR agent).   

We believe that the clinical trials underway for the three lead MET inhibitors in 

NSCLC highlights a stronger competitive position for savolitinib than may be 

widely appreciated with respect to breadth of therapy lines and NSCLC settings. 

The savolitinib + osimertinib combination is also the most clinically advanced MET 

inhibitor + Tagrisso combination. Merck KGaA is running the registration-directed 

Phase II INSIGHT-2 trial or Tepmetko +/- Tagrisso, which should read out in 

Q322; while Novartis’s most recent pipeline update (Q121) only highlighted 

Conditional China approval 

granted for NSCLC with MET-

exon 14 skipping 

Two China Phase III combo 

trials – SANOVO and SACHI – 

to start Q321 

Further Phase II trials exploring 

multiple clinical settings 

Well positioned commercially... 

…probably more so than 

generally understood  

https://clinicaltrials.gov/ct2/show/NCT02897479
https://www.thelancet.com/journals/lanres/article/PIIS2213-2600(21)00084-9/fulltext
https://www.thelancet.com/journals/lanres/article/PIIS2213-2600(21)00084-9/fulltext
https://www.clinicaltrials.gov/ct2/show/NCT04923945
https://clinicaltrials.gov/ct2/show/NCT03778229
https://www.novartis.com/news/media-releases/novartis-announces-fda-approval-met-inhibitor-tabrecta-metastatic-non-small-cell-lung-cancer-metex14
https://www.merckgroup.com/en/news/tepotinib-fda-approval-metex14-03-02-2021.html
https://clinicaltrials.gov/ct2/show/NCT03940703
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Tabrecta monotherapy studies although the Phase III GEOMETRY-E study of a 

Tagrisso combination should begin enrolling in the summer. 

Among the class competitors, Novartis presented updated results at ASCO 2021 

on Tabrecta in MET Ex14 NSCLC, which appear to confirm earlier data used in 

registration. Both Novartis and Merck KGaA also presented data at ASCO 2021 

showing better outcomes for their respective agents in patients where total MET 

suppression has been achieved, either as undetectable MET ex14 using next-

generation sequencing or ctDNA depletion. Merck KGaA commented that this 

could be used to monitor response and/or represent a strategy for dose 

escalation/de-escalation.  

MET amplification occurs in up to 20% of NSCLC patients with EGFR mutations 

who acquire resistance to EGFR inhibitors, such as Iressa (gefitinib), Tarceva 

(erlotinib) or Tagrisso. MET dependency can occur both de novo and at the time 

of EGFR TKI acquired resistance. Given AstraZeneca recently obtained approval 

for expanded use of Tagrisso in the adjuvant setting for EGFRm NSCLC, it is 

possible that it may at some point explore its combination with savolitinib in the 

subset of these patients with MET amplification/mutations.  

Novartis is not pursuing registration-directed studies with Tabrecta in any other 

indication, while Merck KGaA does have a registration study underway with 

Tepmekto combined with its own EGFR-antibody Erbitux (cetuximab) in colorectal 

cancer, an area in which it has considerable experience.     

Surufatinib: PD-1 combo development progressing 

Surufatinib is a targeted inhibitor of tyrosine kinases VEGFR1/2/3, FGFR1, and 

CSF-1R. It is approved in China as Sulanda for extra pancreatic neuroendocrine 

tumours (epNET) and for pancreatic NET (pNET). The NDA filing for advanced 

NETs has been accepted by the FDA and a 30 April 2022 PDUFA decision date 

assigned. MAA filing in the EU is imminent.  

HUTCHMED reported updated efficacy data at ASCO 2021 in NETs although the 

more interesting new information to emerge was, in our view, promising results in 

two separate combination studies with the anti-PD-1 antibody Tuoyi (toripalimab, 

Shanghai Junshi). Tuoyi is already approved in China for melanoma and certain 

other indications, thus paving the way for a combination approach. The first of 

two combination studies is in advanced neuroendocrine carcinomas (NEC) – 

typically a poorly differentiated and more aggressive subset of neuroendocrine 

neoplasms, and hence related to the well-differentiated NETs representing a 

potential expansion of the approved/filed indication for Sulanda. The second is in 

gastric/gastroesophageal cancer, which is an approved indication in western 

markets for Keytruda and Opdivo. HUTCHMED is preparing to initiate a Phase III 

registration study with Sulanda + Tuoyi in ≥2L neuroendocrine carcinoma and is 

also planning the design of a gastric cancer registration study.  

Several proof-of-concept studies are underway with Sulanda in combination Tuoyi 

in multiple indications, including NETs. There is evidence that anti-PD-1 agents 

have limited activity in NETs as a single agent (eg Merck & Co’s Keynote-158 

study), although several agents are approved in Merkel cell carcinoma (a specific 

subset of NET but one that often has a different pathogenesis that results in a 

Competitor data helps guide 

clinical pathways 

MET represents a material 

patient population 

Both NET indications spearhead 

commercialization in China, 

with April 2022 US PDUFA date 

PD-1 combination data was 

most interesting for us 

Multiple proof-of-concept 

combination studies underway 

https://clinicaltrials.gov/ct2/show/NCT04816214
https://meetinglibrary.asco.org/record/200094/abstract
https://meetinglibrary.asco.org/record/200511/abstract
https://meetinglibrary.asco.org/record/197686/abstract
https://pubmed.ncbi.nlm.nih.gov/31980466/
https://pubmed.ncbi.nlm.nih.gov/31980466/
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better response to immunotherapy). HUTCHMED also has studies underway with 

other anti-PD1s Tyvyt (sintilimab, Innovent Biologics) and tislelizumab (BeiGene) 

in solid tumours, the latter outside China. Details on the surufatinib clinical 

programmes are shown in Exhibit 3.   

Exhibit 3: Surufatinib clinical development summary 

 

Source: HUTCHMED  Note: BTC = biliary tract cancer; TC= thyroid cancer; ESCC = oesophageal squamous-cell carcinomas; NEN= 
neuroendocrine neoplasm; EMC = extra-skeletal chrondrosarcoma; ** In planning 

An ex-China study of Sulanda in combination with tislelizumab (BeiGene) began 

enrolment in March 2021, with potential to expand into five cohorts. The trial 

design is shown in Exhibit 4.  

Exhibit 4: Surufatinib/tislelizumab trial schematic   

  

Source: HUTCHMED   Note: GEP= gastroenteropancreatic neuroendocrine tumour; SCLC = 
small cell lung cancer; UPS = undifferentiated pleomorphic sarcoma 

Fruquintinib: broadening into global and combo trials 

Fruquintinib is a tyrosine kinase inhibitor targeting VEGFR1/2/3, which has been 

approved and is marketed as Elunate in China for 3L mCRC. HUTCHMED is 

conducting two Phase 3 studies: FRESCO-2 (see ASCO-GI poster for design), 

which is designed to support registration in the same setting (≥3L mCRC) in the 

US, EU, and Japan, and FRUTIGA, which is being conducted in China in 2L gastric 

3L mCRC setting is mainstay for 

global registrations  

https://clinicaltrials.gov/ct2/show/NCT04322539
https://www.hutch-med.com/wp-content/uploads/2021/03/pre200115.pdf
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cancer. This latter study is expected to be fully enrolled around end-2021 and 

render top-line data in H222. Exhibit 5 outlines the clinical programme for 

fruquintinib. 

Exhibit 5: Fruquintinib clinical development summary 

 

 

Source: HUTCHMED   Note: ** In planning 

Focus of future development in combinations  

Establishing Elunate as a combination with anti-PD-1 therapy is a strategic 

imperative, and several studies are underway with multiple locally developed 

agents. A Chinese investigator-sponsored study is also testing the combination 

with Jiangsu Hengui’s camrelizumab in non-MSI-H/dMMR refractory CRC. 

HUTCHMED presentations at ASCO 2021 included promising interim data from 

two CRC studies where fruquintinib is combined with anti-PD-1s. One study is 

examining the addition of Tyvyt (sintilimab, Innovent Biologics); the other, 

geptanolimab (Genor Biopharma). 

Two basket trials are underway in China evaluating Elunate/Tyvyt in combination, 

in seven indications, as shown in Exhibit 6. HUTCHMED is planning a China 

registration study of this combination in endometrial cancer, which is likely to 

start in H221.  

Exhibit 6: Fruquintinib (Elunate)/sintilimab (Tyvyt) combination summary 

 

Source: HUTCHMED pre-ASCO R&D presentation  

Clear rationale for use in PD-1 

combinations 

Broad ranging exploratory 

China trials are under way 

https://clinicaltrials.gov/ct2/show/NCT04866862
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HUTCHMED also has two breast cancer studies underway with fruquintinib, one 

as monotherapy in various solid tumours with a focus breast cancer (either triple-

negative or TNBC, HER2-negative, and HR-positive) and the other in combination 

with tislelizumab (BeiGene) in 2L TNBC. There is also a second basket study with 

this two-drug combination in three solid tumour types, gastric, colorectal and 

NSCLC, all of which are potentially important indications. Exhibit 7 outlines details 

on the design of the two fruquintinib/tislelizumab studies.  

Exhibit 7: Fruquintinib/tislelizumab in TNBC and other solid tumours 

 

Source: HUTCHMED pre-ASCO R&D presentation. TNBC = triple negative breast cancer 

Approximately 12% of all breast cancers are triple negative (ie they are oestrogen-

receptor (ER-), progesterone-receptor (PR-), and HER2-negative), which means 

that chemotherapy is the mainstay of treatment either as monotherapy or in 

emerging combinations. Roche’s Tecentriq is approved for use in combination 

with Abraxane (nab-paclitaxel) in PD-L1 positive (≥1%) TNBC, based on the 

IMpassion130 study. However, a subsequent trial, IMpassion131, showed no 

benefit from adding Tecentriq to paclitaxel in PD-1 positive TNBC patients. Merck 

& Co’s Keytruda gained approval in PD-1 positive TNBC, based on the Keynote-

355 study, which added the PD-1 to any approved chemotherapy (nab-paclitaxel; 

paclitaxel; or gemcitabine/carboplatin). HUTCHMED is evaluating the fruquintinib 

+ tislelizumab combination in both IO-naïve and IO-treated ≥2L TNBC patients. 

Fruquintinib combos to sharpen a competitive edge 

Fruquintinib will likely face some formidable competition in the form of Lenvima 

(lenvatinib, Merck & Co/Eisai), a VEGFR1/2/3 inhibitor already approved in 

combination with Keytruda in endometrial cancer and under review in RCC. 

(Lenvima is approved as a single agent in thyroid cancer and hepatocellular 

carcinoma (HCC) and in combination with everolimus in RCC). Merck & Co is 

conducting 20 Phase III studies with Lenvima in combination with Keytruda in 14 

tumour types. This includes studies in head and neck, urothelial carcinoma, 

melanoma, NSCLC, endometrial, gastroesophageal and colorectal cancer, as well 

as additional studies in RCC and HCC. Earlier this year, Merck and Eisai started a 

pivotal study (LEAP-017) of Lenvima + Keytruda in third line CRC (excluding MSI-

High and mismatch repair deficient).  

A competitive landscape, with 

Lenvima/Keytruda well placed… 

Additional studies examining 

other solid tumours… 

…including triple negative 

breast cancer 

https://clinicaltrials.gov/ct2/show/NCT03251378
https://clinicaltrials.gov/ct2/show/NCT04577963
https://clinicaltrials.gov/ct2/show/NCT04716634
https://www.thelancet.com/journals/lanonc/article/PIIS1470-2045(19)30689-8/fulltext
https://www.roche.com/media/releases/med-cor-2020-08-06.htm
https://ascopubs.org/doi/abs/10.1200/JCO.2020.38.15_suppl.1000
https://ascopubs.org/doi/abs/10.1200/JCO.2020.38.15_suppl.1000
https://clinicaltrials.gov/ct2/show/NCT04776148
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HUTCHMED summarised data on VEGFR TKI/anti-PD1 combinations in mCRC 

(Exhibit 8) at its pre-ASCO R&D presentation. Subsequently, at ASCO the data 

presented for the fruquintinib + sintilimab combination in ≥2L CRC (n =44; data 

cut off of April 7, 2021) showed an ORR of 22.7%, DCR of 86.4%, median PFS of 

5.6 months (CI95%: 4.3-7.5) and a median OS of 11.8 months (CI95%: 8.2-N/A).  

Exhibit 8: Comparison of TKI/IO combinations in colorectal cancer 

 

Source: HUTCHMED   Note: ORR: overall response rate; DCR: disease control rate; * OS for 
Lenvatinib + pembrolizumab was disclosed as 7.5 months (3.9-NR) at ASCO; Len + pembo study 
enrolled only non-MSI-H/proficient MMR patients  

In addition to the usual caveats about cross-trial comparisons, there is a known 

difference in study populations shown in the exhibit, as the Merck/Eisai study 

excluded patients with microsatellite-instability–high (MSI-H) or mismatch-repair–

deficient (dMMR) tumours, who respond well to Keytruda therapy (an approved 

indication in the US). A small study of Stivarga (regorafenib, Bayer), which has 

broader kinase inhibition that includes VEGFR2, combined with the anti-PD-L1 

antibody Bavencio (avelumab, Pfizer/Merck KGaA) has shown PFS of 3.6 months 

(CI95%: [1.8-5.4]) and OS of 10.8 months (CI95%: [5.9-NA]) respectively (ASCO 

2020). Stivarga is a third-line option in CRC. 

Roche’s IMblaze 370 Phase III study of Tecentriq (atezolizumab) +/- cobimetinib (a 

MEK inhibitor) did not show a benefit versus Stivarga, a surprise result in CRC. 

There is also other potential competition, including from BMS which is conducting 

a Phase III study of Opdivo +/- Yervoy (ipilimumab) in combination with 

chemotherapy in the first line setting (Checkmate 8HW).   

PD-1 combinations move to the fore  

ASCO 2021 provided HUTCHMED with the opportunity to present early data on 

a number of its PD-1 combination studies. Two of these programmes are 

expected to enter registration trials later this year: surufatinib + toripalimab in 2L 

NEC, and fruquintinib + sintilimab in 2L EMC. The pace at which these late-stage 

trials are initiating suggests that further indications and/or combinations will also 

…but data suggests a highly 

promising profile 

Some surprising competitor fall 

outs 

Several combination trials are 

moving swiftly  

https://meetinglibrary.asco.org/record/185544/abstract
https://meetinglibrary.asco.org/record/185544/abstract
https://www.thelancet.com/journals/lanonc/article/PIIS1470-2045(19)30027-0/fulltext
https://clinicaltrials.gov/ct2/show/NCT04008030
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be rapidly progressed should proof of concept data merit further clinical 

development.  

We have identified 16 combination studies currently underway, including six 

initiated by Chinese hospitals or academic organisations that combine one of 

HUTCHMED’s three lead compounds and an anti-PD-1 agent. These are 

summarised in Exhibit 9. We believe the breadth of these programmes will 

position HUTCHMED well if – as many now increasingly believe – the anti-PD-1 

space could see greater price competition and substitution between what become 

considered effectively equivalent agents.   

Exhibit 9: PD-1 combinations with HUTCHMED assets 

China originator Anti-PD-1 therapy  Originator’s ex-

China partner  

Ongoing studies (of which investigator sponsored, IST) 

Beigene Tislelizumab Novartis  2 studies with fruquintinib, 2 (1 IST) with surufatinib  

Innovent  Tyvyt (sintilimab) Eli Lilly  4 studies (3 ISTs) with fruquintinib, 2 (1 IST) with surufatinib 

Shanghai Junshi Tuoyi (toripalimab) Coherus 3 studies (2 ISTs) with surufatinib, 1 IST with fruquintinib 

Genor Biopharma Geptanolimab  Apollomics 2 studies with fruquintinib 

Jiangsu Hengrui Camrelizumab - IST with fruquintinib (non MSI-H/dMMR refractory CRC) 

Source: Company websites, Clinicaltrials.gov, Trinity Delta   Note: May not be exhaustive; China-based company sponsored studies typically 
involve multiple cohorts covering a range of tumour types; IST = investigator sponsored trial 

Other assets: transitioning in haem onc and new INDs 

HUTCHMED’s R&D event also provided an update on plans for its haematology 

programmes, HMPL-689 (PI3Kδ inhibitor) and HMPL-523 (Syk inhibitor), and 

indicated that three IND filings are on track for 2021. 

HMPL-689 has recently started a China registration intent Phase II monotherapy 

study (Exhibit 10) which should complete enrolment in relapsed/refractory 

follicular lymphoma H122 and r/r marginal zone lymphoma in H222. China NDA 

submission in these indications could be possible in late 2022/early 2023. 

Additional indications and combination approaches are also under consideration. 

The registration pathway in the US and EU could be clarified later this year, as the 

FDA end of Phase I meeting is anticipated in H221. 

Exhibit 10: HMPL-689 China registration intent Phase II design 

 

Source: HUTCHMED   Note: FL = follicular lymphoma, MZL = marginal zone lymphoma 

A wide breadth of programmes 

in place 

Moving into haematology 

indications... 

…with relapsed/refractory 

follicular lymphoma the first 
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Initiation of a China Phase III study for HMPL-523 is also possible in H221, 

subject to an end of Phase II meeting with the China regulator. However, the lead 

indication for this asset will be in a immunology indication: ITP or immune 

thrombocytopenia. Timings are likely to be later in haematology as the registration 

strategy is yet to be outlined. The China/Australia Phase I in CLL/SLL post BTK-

inhibitors is completed, and the expansion cohorts of the internation Phase I 

should begin in Q321.   

Exhibit 11: Clinical development summary of next wave of innovation 

 

Source: HUTCHMED   Note: * First patient dosed in Phase I open label study in July 2021 

Exhibit 11 summarises the clinical status of the next wave of assets. In addition, 

several assets in preclinical development have been disclosed by HUTCHMED, 

although due to their early stage we do not currently ascribe explicit value to 

these. Three programmes are targeting INDs in 2021: third-generation BTK 

(Bruton’s tyrosine kinase) inhibitor, HMPL-760; selective CSF-1R (Colony 

Stimulating Factor 1 Receptor) inhibitor, HMPL-653; and the company’s first 

biologic drug candidate, anti-CD47 monoclonal antibody, HMPL-A83. 

 

  

HMPL-523 will have lead 

indication in immunology 

Three new INDs targeted in 

2021 
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Exhibit 12: Summary of financials  

   

Source: Company, Trinity Delta  Note: Adjusted PBT excludes exceptionals, Cash includes short-term investments, Adjusted EBITDA includes 
equity in earnings of equity investees. *2021E cash includes assumed warrant exercise.  

Year-end: December 31 $'000s 2018 2019 2020 2021E 2022E

INCOME STATEMENT
Revenues 214,109 204,890 227,976 328,869 456,462
Cost of goods sold (143,944) (160,152) (188,519) (228,056) (287,935)

Gross Profit 70,165 44,738 39,457 100,813 168,526
R&D expenses (114,161) (138,190) (174,776) (342,480) (388,448)
Selling expenses (17,736) (13,724) (11,334) (28,309) (71,727)

G&A expenses (30,909) (39,210) (50,015) (78,159) (84,189)
Underlying operating profit (92,641) (146,386) (196,668) (348,135) (375,838)
Other revenue/expenses 0 0 0 0 0
EBITDA (89,051) (141,444) (190,607) (340,923) (365,363)

Operating Profit (92,641) (146,386) (196,668) (348,135) (375,838)
Interest income/expense 4,969 3,914 2,449 4,943 7,933
Other income/expense 1,017 1,367 4,485 4,485 4,485

Profit Before Taxes (86,655) (141,105) (189,734) (338,707) (363,419)
Adj. PBT (86,655) (141,105) (189,734) (338,707) (363,419)
Current tax income (3,964) (3,274) (4,829) (6,852) (6,541)
Equity in earnings of equity investees, net of tax 19,333 40,700 79,046 32,446 35,105

Net Income (71,286) (103,679) (115,517) (313,114) (334,856)
Minority interests (3,519) (2,345) (10,213) (1,195) (1,357)
Net income attributable to equityholders (74,805) (106,024) (125,730) (314,310) (336,212)

EPS ($) (0.11) (0.16) (0.18) (0.40) (0.39)
Earnings per ADS ($) (0.57) (0.80) (0.90) (1.98) (1.94)
DPS ($) 0.00 0.00 0.00 0.00 0.00

Average no. of shares (m) 664.3 665.7 697.9 792.3 865.2

Gross margin 33% 22% 17% 31% 37%

EBITDA margin N/A N/A N/A N/A N/A
Underlying operating margin N/A N/A N/A N/A N/A

BALANCE SHEET

Current assets 370,541 317,022 530,740 1,138,565 829,918
Cash and cash equivalents 86,036 121,157 235,630 839,017 595,843
Short-term investments 214,915 96,011 199,546 174,546 74,546

Accounts receivable 42,958 43,254 47,870 72,081 100,046
Inventories 12,309 16,208 19,766 24,992 31,555
Other current assets 14,323 40,392 27,928 27,928 27,928
Non-current assets 161,577 148,100 193,378 211,970 226,570

Property, plant & equipment 16,616 20,855 24,170 37,895 48,985
Intangible assets 3,533 3,387 0 0 0
Investments in equity investees 138,318 98,944 139,505 144,372 147,882

Other non-current assets 3,110 24,914 29,703 29,703 29,703
Current liabilities (85,479) (113,101) (158,397) (340,304) (359,458)
Short-term debt 0 0 0 0 0
Accounts payable (25,625) (23,961) (31,612) (43,737) (63,109)

Other current liabilities (59,854) (89,140) (126,785) (296,567) (296,349)
Non-current liabilities (34,384) (39,118) (46,772) (46,772) (46,772)
Long-term debt (26,739) (26,818) (26,861) (26,861) (26,861)

Other non-current liabilities (7,645) (12,300) (19,911) (19,911) (19,911)
Equity 412,255 312,903 518,949 963,459 650,259

CASH FLOW STATEMENTS

Operating cash flow (32,847) (80,912) (62,066) (306,676) (321,609)
Net income (71,286) (103,679) (115,517) (313,114) (334,856)
Non-cash adjustments & other operating cash flow 31,276 6,662 24,178 23,751 28,402

Change in working capital 7,163 16,105 29,273 (17,313) (15,155)
Investing cash flow 43,752 119,028 (125,441) 173,063 78,435
CAPEX (6,364) (8,565) (7,949) (20,937) (21,565)

Change in short term investments 58,116 118,904 (103,535) 25,000 100,000
Investment in an equity investee (8,000) 8,689 (13,957) 169,000 0
Financing cash flow (8,231) (1,493) 296,434 737,000 0

Proceeds from equity (2,322) (95) 297,896 737,000 0

Increase in loans (4,627) (116) 0 0 0
Other financing cash flow (1,282) (1,282) (1,462) 0 0
Net increase in cash 2,674 36,623 108,927 603,387 (243,174)

Exchange rate effects (1,903) (1,502) 5,546 0 0
Cash at start of year 85,265 86,036 121,157 235,630 839,017
Cash at end of year 86,036 121,157 235,630 839,017 595,843
Net cash at end of year 274,212 190,350 408,315 986,702 643,528
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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 publicly 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 2021 Trinity Delta Research Limited. All rights reserved. 

 

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