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Glucokinase GK is a Glucose Sensor in Glucose 
Homeostasis
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Source:  Franz Matschinsky, Mol. and Cell Biology of Type 2 Diabetes and Its Complications, 1998, vol 4, pp 14-29
1 A common measure of blood glucose levels is hemoglobin A1c, or HbA1c, which measures average glycated blood glucose levels for the 3 months prior to testing. HbA1c levels for people without 
diabetes is between 4% and 5.6% (equivalent to 4-5.6 mmol/liter), for people with impaired glucose tolerance (IGT), or pre-diabetics, is between 5.74% and 6.4% (equivalent to 5.74 -6.4 mmol/liter) 
and for people with diabetes is 6.5% or higher (equivalent to 6.5 mmol/liter or higher).

2 In addition to GK (also referred to as hexokinase type 4), Hexokinase types 1-3 play a role in the glucose homeostasis process. Unlike a properly functioning GK, which is only active at blood 
glucose levels over 5.5 mmol/liter, hexokinase types 1-3 are active in the presence of even small amounts of glucose in the bloodstream – providing as a bod
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Sustained Efficacy in HbA1c Reduction
Proof of Concept in Phase II Study

5
1 P<0.05 compared to placebo group. 2 P<0.01 compared to placebo group. 3 P<0.001 compared to placebo group. 4 LOCF represents for “last observation carried forward”. 
5 The averages calculated applied least-square mean averages. 6 The averages calculated applied mean square averages.
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 Double blinded, placebo controlled and randomized Phase II trial with 258 patients in China over 22 clinical centers 
 Published in Lancet in May 2018

...with the 75 mg BID group showing HbA1c reduction effect 
starting from week fourDorzagliatin reduced HbA1c levels dose dependently...
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Dorzagliatin:  Proof-of-Concept (POC) Achieved with Sustained Efficacy

 The chart above showcases HbA1c change from baseline after the 
12-week treatment period (PPS, LOCF4)5, with the results showing 
that Dorzagliatin reduced HbA1c levels dose dependently with 75 
mg QD, 100 mg QD, 50 mg BID and 75 mg BID, after the treatment 
period

 In the 75mg BID group, both fasting plasma glucose level (FPG) and 
post-prandial glucose level (PPG) were well controlled without 
increasing hypoglycemia or dyslipidemia risk

 The chart above showcases HbA1c change from baseline over time 
(PPS)6


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Compelling Sets of Composite Endpoint Observed

6
Source:  “Achieving a clinically relevant composite outcome of an HbA1c of <7% without weight gain or hypoglycemia in Type 2 diabetes: a meta-analysis of the liraglutide clinical trial programme” by 
B. Zinman et al Diabetes, Obesity and Metabolism 14:77-82, 2012
Note:  Dorzagliatin data was from Phase II trial conducted over 12 weeks, while the study comparison was conducted on 26 week clinical trials.
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...compared with other Type 2 diabetes treatment composite 
endpoints over 26-week treatment periods

Favorable composite response rate of Dorzagliatin
in a 12-week treatment period...

 The composite response rate of Dorzagliatin in a 12-week treatment reached 35.4% in the 75 mg twice daily group and 
demonstrated its favorable profile in glucose reduction, as well as low risk of hypoglycemia and weight gain

 The clinical trial results have been published on Lancet

 In the trial, the 75 mg BID group reached a composite response rate of 35.4% over a 12-week treatment period, which compares favorably with other treatment 
methods tested over a 26-week period

Phase II
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Dorzagliatin Improved β-cell Function and 
Decreased Insulin Resistance
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Dorzagliatin Improved β-cell function and Reduced 
Insulin Resistance

8

Reduced Insulin Resistance Improved β-cell Function 

Note: HOMA-IR represents homeostatic model assessment – insulin resistance, while DI measures β-cell function 

One week after the conclusion of the trial, patients continue to see sustained effect in the HOMA-IR and Disposition Index

Improves pancreatic β-cell function
Reduces insulin resistance

Chinese drug naive Type 2 diabetes 
patients 3 month treatment 
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Phase II
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Phase III Trial Designed and Powered for Success 
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Study Design for:
Phase III GKA Mono-therapy Trial for Drug Naive T2D Patients (~450 Patients)
Phase III GKA Metformin Add-on Therapy Trial for Metformin Users (~750 Patients)

Screening Placebo Run-in 24 Weeks Double-blind 28 Weeks Open-label Follow-up

~2 Weeks 4 Weeks Treatment Period Treatment Period 1 - 4 Weeks

V1 V2 V3 V4 V5 V6 V7 V8 V9 V10 V11 V12 V13 V14 V15 V16

-4W -1W 0W 4W 8W 12W 16W 20W 24W 28W 34W 40W 46W 52W

HbA1c, FPG

2h-PPG

Safety

Screening Placebo Run-in
HMS5552 75mg BID

Placebo BID
HMS5552 75mg BID Follow-up

Randomization
Monotherapy - (2:1)
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 A proprietary algorithm is developed at Hua Medicine based on clinically validated biomarkers

Potential as Cornerstone Therapy for Tailored 
Personalized Diabetes Care

10
1 The Type 2 diabetes (T2D) patients are classified into 6 different subtypes: low insulin resistance (LIR), severe insulin resistance (SIR), SIR with diminished β-cell function 

(SIR_ β∆), severe impaired glucose intolerance (SIGT), SIGT with diminished β 
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The best marketing is our clinical trials
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World-renowned Senior Advisor, Portfolio Advisory
Board and Influential Key Opinion Leaders
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Chinese KOLs
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Support from Renowned Shareholders
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