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Background 

• Constipation: common chronic gastrointestinal disease 

• Global prevalence: 0.7 – 79%, median 16% 

• Rome III Criteria for functional constipation (FC): 
1. Must include at least two of the following: 

a. Straining 

b. Lumpy or hard stools 

c. Sensation of incomplete evacuation 

d. Sensation of anorectal obstruction/blockage 

e. Manual maneuvers 

f. <3 defecations/week 

2. Loose stools are rarely present 

3. Insufficient criteria for IBS 



General approach of RCTs for TCM 

Clinical question 

Evaluation of 
safety and 
efficacy in 

humans 

(e.g. Phase II trials) 

Publication 

Limitations: 

Small sample size 

Lack of scientific background & explanation of rationale 

Lack of sufficient details to allow replication 

Lack of authentication & quality control of CHM interventions 



Can CHM relieve FC? 

Hierarchy of 

Scientific Evidence 







 

 

  

  

 

 

MaZiRenWan (MZRW)麻子仁丸 

• English name: hemp seed pills 

• Origination: Discussion of Cold-

induced Disorders (Shang Han Lun) 

in Han Dynasty (A.D. 200) 

• Functions: moisten the intestines, 

drain heat, promote movement of 

Qi  & unblock the bowel 

Potential treatment for FC 



 

What is the optimal 

dose of MZRW? 

Dose determination 

study 



Is MZRW a myth of 

placebo effect? 

Placebo-

controlled RCT 



 

  

 

 

 

Dose of 7.5g bid 

showed better 

therapeutic effect 
MZRW is safe 

than that of 2.5 
and effective 

and 5.0g bid 
for alleviating 

FC when 

comparing 

with placebo. 



 

  

 

 

  

MZRW vs Active Control 

• Design: multicenter, double-blind, double dummy RCT 

• Interventions: MZRW, Senokot (first-line remedy) or placebo 

• Participants: 291 FC patients in excessive pattern 

• Study period: June 2013 to August 2015 

• Clinical Trial Reg No: NCT01695850 



 

  

  

  

   

  

   

Packages and appearances of 

MZRW, Senokot and their placebos 

I 

Placebo 

II 

MZRW 

III 

I. The one-week course package of MZRW 

II. The appearances of MZRW & placebo 

III. The clear appearance of MZRW granules 

I 

Placebo 

II 

Senokot 

III 

I. The 4-week course package of Senokot & placebo 

II. The appearances of Senokot & placebo 

III. The appearance of Senokot 



 

 

Outcome measures 

• Primary outcome 
• Responder rate during treatment 

• Responders: mean increase ≥1 complete spontaneous bowel 
movement (CSBM) per week from baseline 

• Secondary outcomes 
• Responder rate in follow-up 

• Colonic transit 

• Individual and global symptom assessments 

• SF-36 

• Adverse events 



  
 

  

  
 

  

  
 

  

Assessed for 
eligibility (n= 843) 

Flow Diagram 

Excluded (n=552) 

Allocated to 
MZRW (n=97) 

Lost to follow-up (n=2) 
Discontinued intervention 

(n=7) 

Allocated to 
Senokot (n=97) 

Lost to follow-up (n=2) 
Discontinued intervention 

(n=8) 

Allocated to 
Placebo (n=97) 

Lost to follow-up (n=3) 
Discontinued intervention 

(n=11) 

ITT analysis (n=97) ITT analysis (n=97) ITT analysis (n=97) 



      

     

        

MZRW and Senokot increased 2.2 and 2.0 mean CSBM/wk during treatment, respectively (P>0.05). 

Mean CSBM/wk of MZRW was 1.6 during follow-up, which was significantly higher than Senokot (0.6 

CSBM/wk) and placebo (0.5 CSBM/wk), with P <0.0005. *, P<0.05, **, P<0.01 



   

        

          

         

Responder rate:  mean increase ≥1 CSBM/wk from baseline. 
During treatment: MZRW (68.0%) was comparable to Senokot (57.7%), P=0.14, and superior to placebo 

(33.0%), P<0.005. A sustained effect was in favor of MZRW over Senokot and placebo in the follow-up 

period (P<0.0005). MZRW (47.4%) vs  Senokot (20.6%) vs placebo (16.5%). (*, P<0.05; **, P<0.01) 



            

    

        

               

Changes of colonic transit 

Prolonged colonic transit was found in all groups with 9.3 (SD: 9.3) in MZRW, 9.7 (SD: 9.1) in Senokot 

and 10.7 (SD: 8.7) in placebo (P>0.05). 

After treatment, MZRW significant improved the colonic transit to 6.6 (SD: 8.0) when comparing with 

Senokot 9.4 (SD: 8.4), with p=0.036; and placebo 11.8 (SD: 9.0), with P=0.004. *, P<0.05; **, P<0.01 



     

  

 

  

 

 

Summary 

• Responder rate: MZRW comparable to Senokot during treatment, 

but superior than Senokot & placebo in follow-up. 

• MZRW showed benefit in: 

• increased CSBM 

• improved colonic transit 

• relief severity of constipation, straining & incomplete evacuation 

• relief global constipation symptom 

• Patients well tolerance & no serious AEs 



  
 

  

 

Conclusion 

• MZRW granules in 7.5g bid is safe & effective for alleviating FC in 
excessive pattern by comparing with Senokot and placebo. 

• MZRW can be an alternative remedy for FC in clinical practice. 

• Study model of MZRW can be a reference for other CHM. 



 
 

  

Practical approach of CHM study 

Systematic 
Review 

Dose 
Determination 

Study 

Placebo 
Controlled 

RCT 

Active 
Controlled 

RCT 

High quality clinical evidence yielded by: 

•Rigid Study Design 

•Rigorous Implementation 

•Transparent Reporting 




