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• Consultant:
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• Monthly online ACG publication. Blast e-mail sent 
mid-month. Issues archived at ACG website.

• Summarizes important GI clinical research 
recently published in non-GI journals, including 
NEJM, JAMA, Lancet, etc.

• Each summary provides structured abstract and 
expert commentary

• Designed to be read on your phone

• Weekly podcasts and tweetorials
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• Blocks NHE3 

• FDA-approved for IBS-C

• Minimally absorbed

• Blocks dietary sodium absorption, 
decreases intestinal permeability and 
visceral hypersensitivity (animal studies)

• 50mg po bid before breakfast and dinner



Key Study Definitions Key Study Endpoints
👉Weekly combined response :
    ⬇ in average weekly worst abdominal    
     pain of ≥30.0% from baseline 

                                   +
    ⬆ of ≥1 weekly complete spontaneous 
    bowel movements (CSBM) from baseline 

👉6/12-week combined responder rate:
 % of pts who had a weekly combined response 
for at least 6/12 weeks. 

🥇Primary Endpoint:
- The 6/12-week combined 

rate.

🥈Key Secondary Endpoint:
- 6/12-week CSBM and 

abdominal pain responder

Adapted from:
Chey, W; Lembo, A. J.; Yang, Y; Rosenbaum, D.P. Efficacy of Tenapanor 
in Treating Patients With Irritable Bowel Syndrome With Constipation: A 26-
Week, Placebo-Controlled Phase 3 Trial (T3MPO-2), The American Journal 
of Gastroenterology: June 2021 - Volume 116 - Issue 6 - p 1294-1303 
doi:10.14309/ajg.0000000000001056 



Adapted from:
Chey, W; Lembo, A. J.; Yang, Y; Rosenbaum, D.P. Efficacy of 
Tenapanor in Treating Patients With Irritable Bowel Syndrome With 
Constipation: A 26-Week, Placebo-Controlled Phase 3 Trial (T3MPO-
2), The American Journal of Gastroenterology: June 2021 - Volume 
116 - Issue 6 - p 1294-1303 doi: 10.14309/ajg.0000000000001056 



My Practice
Inadequate relief w/ initial course of a guanylate cyclase-C agonist 

(linaclotide or plecanatide)

Tenapanor 50 mg po bid (with breakfast and dinner)

Tips:
- Combine Tenapanor + peppermint oil capsules PRN for cramping 
- Combine with neuromodulator: prefer duloxetine 30-60mg daily in IBS-C
- Refer to dietician for instruction in low-FODMAP diets
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v Risk Factors for colonic dysmotility and inadequate 
bowel preparation despite compliance

Ø Obesity
Ø Current opioid use
Ø Diabetes mellitus
Ø History of using constipation treatments
Ø Current use of anticholinergics (including TCA)

v In non-compliant patient
Ø Additional patient education is more helpful than 

prescribing supratherapeutic regimen.
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Prior Trials with Bowel Preparations
Gimeno-Garcia et al. Am J Gastroenterol 2017; 112: 951-58.
• 10 mg bisacodyl on the day before the procedure + a 

low-residue diet for 3 days pre-procedure.
• 4L PEG-3350 as split-prep vs 2L PEG + ascorbic acid 

as split-prep
• 4L PEG-3350-superior for adequate bowel cleansing 

(81.1% vs 67.4%, P< 0.01, ITT analysis)

à Does not answer if supratherapeutic purgative regimens 
are more effective!



• No prior RCT assessing patients who successfully completed 4L PEG split-prep but 
still had inadequate cleansing.

• Multi-center, single-blind RCT

• Intervention: 4L PEG split prep + 15mg bisacodyl (taken at 2pm on day before scope) 
vs 6L PEG split prep + 15mg bisacodyl

• Outcome: Adequate bowel prep based on BBPS >6 with >2 in each segment

• Patient Demographics: 37% obese, 41% with IBS-C or CIC, 10% on opioids. Prior 
bowel prep: 35% used 4L PEG; 38% used 2L PEG; 12% used sodium picosulfate



Adapted from Sey MSL et al. Clin Gastroenterol Hepatol 2022. 



My Practice-Before This Trial

Reactive prescription: 
prior inadequate bowel cleansing

Proactive Prescription:
any patient with 2 or more risk 

factors for inadequate cleansing

6L PEG-3350 split-prep with 4L PEG consumed between 6 and 10 PM on 
the night before the procedure and 2L taken 4-6 hours before colonoscopy.

Adequate cleansing Successes per BBPS

87.7% 91.5%
Remember, patient education is the preferred intervention in non-

compliant patients.



My Practice-Before This Trial

Reactive prescription: 
prior inadequate bowel cleansing

Proactive Prescription:
any patient with 2 or more risk 
factors for inadequate bowel 

cleansing
6L PEG-3350 split-prep with 4L PEG consumed between 6 and 10 PM on 

the night before the procedure and 2L taken 4-6 hours before colonoscopy.

Adequate cleansing Successes per BBPS

87.7% 91.5%
Remember, patient education is the preferred intervention in non-

compliant patients.

Switched to 4L 
PEG split-prep + 
15 mg bisacodyl 
at 2pm on day 
before scope
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Importance

“Vibrating Capsules for Chronic Constipation: The New 
Non-Pharmacologic Approach”

Summary of Rao et al. Gastroenterology 2023

11 mm 
(diameter)

Latex-free 
plastic shell

Motor for 
inducing 

vibrations

Shell with two attached 
segments, but move 

independently

24 mm 
(length)

§ 2 vibration cycles/2 d period
§ Each cycle lasts 2 hr
§ Cycle: 3 sec stim + 16 sec rest
§ ie, approx. 3 cycles/min
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Secretagogues

Enemas 

Suppositories

Osmotic laxatives

Stimulant laxatives

Fiber 



2⃣ of the following:
§<3 💩 per wk
§Straining >25%
§Hard 💩 >25%
§👉 maneuver >25%
§Blockage sensa@on >25%
§ Incomplete sensa@on >25%

§🚫 IBS
§Rare loose 💩 

without laxatives

Chronic Idiopathic Constipation (CIC)

Definitions & Endpoints

Spontaneous BM (SBM)
§BM w/o use of rescue medicine in preceding 

48 hrs & w/o use of digital maneuvers

Complete Spontaneous BM (CSBM)
§SBM plus subject report of feeling complete 

evacuation

§ 📈 1+ CSBM (CSBM1) per week

or

§ 📈 2+ CSBM (CSBM2) per week

during ≥6 of 8 wks of treatment
(compared with baseline)

Primary Endpoints

“VibraEng Capsules for Chronic ConsEpaEon: The New 
Non-Pharmacologic Approach”

Summary of Rao et al. Gastroenterology 2023



Study Design

“Vibrating Capsules for Chronic Constipation: The New 
Non-Pharmacologic Approach”

Summary of Rao et al. Gastroenterology 2023

FIRST PHASE SECOND PHASE

placebo

VC Mode 1

VC Mode 2
VC Mode 1 superior, 
VC Mode 2 eliminated

8 weeks

VC Mode 1

placebo 8 weeks

to identify which of the 2 
activation modes was superior, 
for use in remainder of study

CSBM1
CSBM2

Mode 1: starts vibrating from 12PM next day
Mode 2: starts vibrating from 6AM next day
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Effect of Vibrating Capsule on CSBM, Primary Outcomes

Placebo Vibrating Capsule

P-value <0.0001

Results

Incremental CSBM (Complete Spontaneous Bowel Movement)

P-value <0.0008

“Vibrating Capsules for Chronic Constipation: The New 
Non-Pharmacologic Approach”

Summary of Rao et al. Gastroenterology 2023



“Vibrating Capsules for Chronic Constipation: The New 
Non-Pharmacologic Approach”

Summary of Rao et al. Gastroenterology 2023

Limited capsule supply in 2023

Available at motility centers of 
excellence

Only one vibration cycle was evaluated

Need longer trials (i.e., >8 weeks)

Need to find CIC subgroups that 
respond 

Not evaluated in IBS-C

Unclear insurance reimbursement

$89 per month (out-of-pocket)



Linaclotide for Pediatric Functional Constipation-
First prescription treatment for pediatic FC!

• Double-blind, placebo-controlled, Phase 3 RCT

• 328 pediatric patients (6-17 years old) with modified ROME 
III criteria for functional constipation (mean SBM/week: 1.2)

• Intervention: 72 ucg linaclotide vs placebo X 12 weeks

• Primary Outcome: Increase in SBMs/week
Di Lorenzo C, Nurko S, et al. Gastro 2023; P145



Linaclotide for Pediatric Functional Constipation

-Increase in 12-week SBM frequency 
significantly greater with linaclotide: 
2.22 vs 1.05, p = 0.0001

-Significant improvement in stool 
consistency, based on Bristol stool 
scale, with linaclotide vs placebo

Adverse events: diarrhea < 5% and < 
2% discontinued drug due to diarrhea

Di Lorenzo C, Nurko S, et al. Gastro 2023; P145



Trend for Larger Increase in SBM/week in linaclotide-treated 6-11 year olds 
vs linaclotide-treated 12-17 year olds 

My Practice: Use 145 ucg dose for selected 12-17 year olds with functional constipation. 
Most likely approved for use in summer 2023. Probably will be approved for long-term use.


