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Objectives: To assess efficacy and safety of oral TXA for treatment of heavy menstrual bleeding 
(dysfunctional uterine bleeding). Important note: this study was for outpatient treatment of regularly 
heavy menses, NOT management of hemodynamically significant bleeding in the ED setting. 
 
Methodology: Multi-center, double blind, randomized, 2:1 allocation, placebo-controlled trial involving 
adult women with heavy menses enrolled in 40 clinical sites in the US. Three primary endpoints were 
considered regarding reduction of menstrual bleeding: 1) significantly greater than placebo; 2) >50 mL in 
absolute volume; and 3) greater than meaningful threshold (36 mL). Secondary end points included 
Patient reported improvement of quality of life was measured using a validated MIQ response tool. Also 
considered were significant adverse effects. 

 
Guide Comments 

I. Are the results valid? Overall, yes. 
A. Did experimental and control 

groups begin the study with a 
similar prognosis (answer the 
questions posed below) 

 

1. Were patients randomized? 
 

Yes. “A randomization schedule was generated for 
packaging, labeling, and treatment group assignment 
using a permuted block randomization scheme.” 

2. Was randomization 
concealed (blinded)? 
 

Yes.  

3. Were patients analyzed in 
the groups to which they 
were randomized? 

Yes. “Efficacy analyses were conducted using data 
from the modified intent-to-treat population, which 
included participants who had sufficient data at 
baseline and for at least one treatment cycle.” 

4. Were patients in the 
treatment and control 
groups similar with respect 
to known prognostic 
factors? 

Slightly lower proportion of African Americans in 
experimental group 
Also, slightly higher average pre-study anemia and blood 
loss in experimental group (may make for increased 
reduction in volume of blood, which was primary 
endpoint)Experimental (33.9% [39/115]) vs. 
placebo group (18.1% [13/72]). 

B. Did experimental and control 
groups retain a similar 
prognosis after the study 
started (answer the questions 
posed below) 
 

 

1. Were patients aware of 
group allocation? 

No 
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2. Were clinicians aware of 

group allocation? 
 

No 

3. Were outcome assessors 
aware of group allocation? 
 

No. “Participants, investigators, sponsor, statisticians, 
clinical data management staff, and clinical monitors were 
blinded to study group allocation.” 

4. Was follow-up complete? 
 

No (study group: 115 included in data analysis, 29 
withdrew from study; placebo: 72 included, 19 withdrew) 

II. What are the results (answer 
the questions posed below)? 

 

 

1. How large was the 
treatment effect? 
 

Primary endpoints: 
1. 69.6 mL (40.4%) reduction in blood loss in exp 

group v 12.6 mL (8.2%) in placebo (p<0.001) 
2 and 3. Greater than 50 mL reduction achieved 

Secondary endpoints: 
Exp group also reported statistically significant (p<0.01) 
improvement in social/professional/physical limitations, as 
well as perceived reduction of blood loss. 
 
No significant change in anemia in either group. 
 
Adverse effects were typically mild, with only a few 
serious events that were deemed unrelated to the study. 
Seven mild vision-related events were reported, though 
these occurred more in the placebo group. 
 

2. How precise was the 
estimate of the treatment 
effect? 
 

P values of <0.001 were achieved for every significant 
result. No CI’s were provided. 

III. Can I apply the results to 
patient care (answer the 
questions posed below)? 
 

 

1.  Were the study patients 
similar to my patient? 

Limited patient population and does not appear to be an 
ED based study.  Excluded patients included those with 
blood disorders (coagulation problems, severe anemia, h/o 
SAH), retinopathy or other ocular pathology (may exclude 
large number of diabetics), and those on ANY kind of 
anticoagulation/antiplatelet therapy or hormonal 
contraception. 
72% of enrolled patients were Caucasian which is not 
representative of our patient population.   
 
 

2.  Were all clinically 
important outcomes 
considered? 

Yes, although serious/potentially serious adverse events 
(e.g. thrombotic events) were not specifically measured, 
though they were reported when/if they occurred. 



 
3.  Are the likely treatment 

benefits worth the potential 
harm and costs? 
 

Risks, at least based on this study, appear to be minimal, 
though the benefits seem to be mostly subjective. Study 
participants felt that their quality of life was improved and 
their activities were less impaired by treatment. Objective 
measures were (in my mind) less convincing. Blood loss 
was reduced overall, but this had no significant effect on 
Hgb or ferritin levels. This may be due to differences in 
study groups or short duration of the study. 
The monetary cost of treatment (based on GoodRx search) 
is approximately $50/month, based on study dosing. For 
many of our patients, this may be prohibitively expensive. 

 
 
Limitations: 
- relatively expensive: 1-month supply (30 tablets, 2 tabs TID x 5 days) = ~$50 
- potential for significant bias (study was supported by 2 pharmaceutical companies with 
all investigators employed by or grant recipients as treatment drug was a novel formulation 
undergoing safety testing) 
- small sample size (fewer than 200 total participants) with dropout rate of approx. 30% 
-Higher baseline blood loss values in TXA group  
- short term study (may not fully illustrate significant adverse events, such as thrombotic 
events; may not show full benefits of treatment, such as improvement of anemia) 
- TXA not studied in conjunction with other commonly used medications (NSAIDs, 
hormonal contraception, which may lead to differences in effect or increased incidence of 
serious adverse events (e.g. thrombotic events) 
Non-ED based study 
 
Bottom Line: 
- oral TXA appears to be a safe treatment option for those with regularly heavy menses 
and may be included in a patient-centered discussion regarding available treatment options 
- however, it may not lead to improvement of anemia (long-term data needed) and may be 
prohibitively expensive 
	


