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Introduction:
Disturbances in gastrointestinal motility are common in critically ill patients receiving enteral nutrition. Slow 
gastric emptying (GE) is the leading cause of enteral feeding intolerance (EFI), which compromises nutritional 
status and is associated with increased morbidity and mortality. This phase 2a study evaluated the efficacy, 
safety and tolerability of acute TAK-954 (previously TD-8954), a selective agonist of the 5 hydroxytryptamine 
receptor 4 (5HT4), compared with metoclopramide in critically ill patients with EFI. 
Methods:
This was a double-blinded, double-dummy study conducted in mechanically ventilated patients with EFI (> 200 
mL gastric residual volume) randomized to receive either intervention (TAK-954 0.5 mg over 1 hour and 0.9% 
saline 10 ml injection QID) or control (0.9% saline over 1 hour and metoclopramide 10 mg injection QID). Within 1 
hour of the first dose, patients received a test meal of 100 mL Ensure® and GE was measured using scintigraphy. 
Primary objectives were to evaluate the safety and tolerability of TAK-954 and its effect on GE (% retention at 
180 mins) vs control. 
Results:
A total of 13 patients (intervention, n = 7; control, n = 6) were studied. The median ages were 47 and 57 years in 
these groups, respectively. Post-treatment, a 2-fold greater number of patients had normal gastric retention (< 
13% at 180 mins) in the intervention group vs the control group (6 vs 3; Figure 1). In the intervention and control 
groups, 5 and 4 patients experienced adverse events (AEs; 2 and 3 of which were serious), respectively (Table 1). 
No AEs led to treatment discontinuation. 
Conclusion:
A greater proportion of patients receiving TAK-954 had normal gastric retention after a single dose compared 
with those receiving metoclopramide. Treatment with TAK-954 was not associated with an increase in AEs. 
These results support further evaluation of TAK-954 in critically ill patients with EFI. 

Table 1 : 

Intervention [TAK-954 0.5 mg; n = 
7] n (%) 

Control [n = 6; metoclopramide 10 mg] 
n (%) 

Total number of AEs 8 5 

Patients reporting at least 1 AEa 5 (71.4) 4 (66.7) 

Any moderate or severe AEs 3 (42.9)b 3 (50.0)c 

Any serious AEsd 2 (28.6)e 3 (50.0)f 

AEs leading to discontinuation 0 (0) 0 (0) 
Any AEs leading to drug 
interruption 

0 (0) 0 (0) 



Deathsd 2 (28.6) 3 (50.0) 
aOnly one AE (diarrhea in the metoclopramide group) was considered to be potentially treatment-related bOne patient reported each of the 

following: cerebral hemorrhage, respiratory failure and decubitus ulcer cOne patient reported each of the following: hemmorhage intracranial, 
subarachnoid hemmorhage, disease progression, hypertension dNo serious AEs (including deaths) were considered to be treatment-related in 

either group eOne patient reported each of the following: cerebral hemorrhage and respiratory failure fOne patient reported each of the 
following: hemmorhage intracranial, subarachnoid haemorrhage and disease progression AE, adverse event
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