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Central and Peripheral Actions of Opioids

Opioids act on both CNS and GI tract

Central 
(inside of BBB)

Peripheral 
(outside of BBB)

CTZ

μ, δ, (κ) 

Opioids

Analgesic Effect

μ, δ 

Emesis
(vomiting &

nausea)

Constipation

CTZ: Chemoreceptor Trigger Zone
BBB: Blood Brain Barrier

只要持續使⽤類鴉⽚藥物，便祕的情況便會持續的發⽣
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Opioid -induced Constipation (OIC) - Definition

a change in baseline bowel habit or defecatory patterns following initiation, 
alteration, or increase of opioid therapy

Lancet Gastroenterol Hepatol. 2018 Mar;3(3):203-212

Straining: ⽤⼒解便>=2/6

塊狀或硬的糞便
Incomplete: 排便不完全的感覺

肛門直腸堵塞的感覺

⼈⼯⽅式協助排便

每週少於3 次的⾃發排便頻率

在不使⽤緩瀉劑下很難出現稍軟的糞便

201605
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MoA Differentiation among Current Treatments

Source: Global OIC market research December 2012

PAMORA with a new MoA for OIC is an additional treatment op tion 
for the current therapies

μ, δ, (κ) 

Opioids

PAMORA

Current treatment
- Laxatives緩瀉劑
- Stool Softeners軟便劑

Direct Action

Indirect Action

Constipation

PAMORA: Peripherally-Acting Mu-Opioid Receptor Antagonists 
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COMPOSE Program (Phase III) of Naldemedine 

I

II

III

IVV

VI

VII

� Target patients 
• US/EU: Chronic non-cancer pain patients
• JP: Cancer patients and chronic non-cancer pain patients

Efficacy study

Long-term safety study

Chronic non-cancer pain patients

Cancer patients

Global study

Japanese study

FPI: Sep. 2013

FPI: Nov. 2013

FPI:  Oct. 2013

FPI: Nov. 2013FPI: Dec. 2013

FPI: Feb. 2014

FPI: Jul. 2014

FPI: First Patient In

Completed

Completed

Completed

Completed

Completed

Completed

Completed



COMPOSE-4 & COMPOSE-5 Studies

COMPOSE-4: Randomized, double-blind, parallel-group, placebo-
controlled, phase III trial

COMPOSE-5: Open-label, single-arm, 12-week extension study

No limitation of laxatives usage during study perio d
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Definition of OIC in COMPOSE-4 & COMPOSE-5

Five or fewer spontaneous bowel movements 

Katakami N et al. J Clin Oncol. 2017 Dec 1;35(34):3859-3866.

Experience with straining, incomplete evacuation, and/or hard stools in 
25% or more of all bowel movements

and

During the 2 weeks before random assignment, 
<=5

>=25%
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Study Objective of COMPOSE -4

Evaluated the efficacy and safety of once-daily oral naldemedine 0.2 mg 
for 2 weeks in patients with opioid-induced constipation and cancer

Study Objective

Katakami N et al. J Clin Oncol. 2017 Dec 1;35(34):3859-3866.

Randomized, double-blind, parallel-group, placebo-controlled, phase III trial
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1

1

2-week screening 2-week intervention

� Primary endpoint - chi-square test; 95% CI with the Clopper - Pearson method
� Secondary endpoint - evaluated with analysis of covariance
� Safety - Fisher’s exact test (AE); Welch’s test (COWS & NRS)

Katakami N et al. J Clin Oncol. 2017 Dec 1;35(34):3859-3866.

Study Design of COMPOSE -4

Naldemedine
0.2 mg

Placebo

Recruitment

Statistical Analysis 

once daily with or without food 

AE = Adverse event; COWS = Clinical opiate withdrawal scale; NRS = Numeric Rating Scale
* Only for patients who did not continue to enter the COMPOSE-5 study 

4-week follow-up* 

援救緩瀉劑(rescue laxative)
第一次服⽤試驗藥品前後的24
⼩時內不得使⽤外，其他時間
病患若有需要皆可使⽤。
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Study Endpoints in COMPOSE -4

Primary Endpoint – Proportion of SBM responders during the 2-week treatment period

Secondary Endpoint

≥ 3 SBMs/week and increase of ≥ 1 SBM/week from baseline

� Change from baseline in the frequency of SBMs/week 
� Change from baseline in the frequency of CSBMs/week
� Change from baseline in the frequency of SBMs without straining/week

� treatment-emergent AEs (TEAEs**)
� Opioid withdrawal syndrome at baseline (pre-dose on day 1), at 60 minutes after the first 

dose, and on days 8 and 15
���� Pain intensity (daily)

* All randomly assigned patients who had at least one dose of study drug and an evaluation of OIC at baseline and post-dose
** TEAEs were assessed daily during study drug administration and the follow-up period. The severity of a TEAE was graded as 
mild (grade 1), moderate (grade 2), or severe (grade 3) on the basis of Common Terminology Criteria for Adverse Events (version 
4.0) or the impact of the TEAE on the daily activities and clinical status of the patient

Katakami N et al. J Clin Oncol. 2017 Dec 1;35(34):3859-3866.

Efficacy – Full Analysis Set* ( FAS) 

Safety - Patients received at least one dose of study drug 

⾃發排便反應率
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Patient Disposition in COMPOSE -4

Katakami N et al. J Clin Oncol. 2017 Dec 1;35(34):3859-3866.

Assessed for Eligibility 
(n = 290)

Excluded
(n = 97)

Discontinued
Adverse events
Ineligibility
Patient choice
Poor response
Other reason

(n = 8)
(n = 1)
(n = 1)
(n = 1)
(n = 1)
(n = 4)

Discontinued
Adverse events
Patient choice
Other reason

(n = 14)
(n = 10)
(n = 1)
(n = 3)

FAS (n=97) FAS (n=96)

Safety (n=97) Safety (n=96)

Naldemedine 0.2 mg 
(n = 97)

Completed study
(n = 83)

Placebo
(n = 96)

Completed study
(n = 88)

Randomly assigned to COMPOSE-4 
(n = 193)
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Patient Demographic and Baseline Characteristics in  
COMPOSE-4

Katakami N et al. J Clin Oncol. 2017 Dec 1;35(34):3859-3866.

*Before random assignment, the mean SBM frequency/week at baseline was assessed during the 2-week screening period.; 
†Oral morphine equivalent.; ‡Patients were routinely using laxatives at the start of the screening period.
§Patients received rescue laxatives only when needed
Rescue laxative was prohibited in 24 hours before and after the first dose of the study drug
ECOG PS, Eastern Oncology Cooperative Group performance status; SBM, spontaneous bowel movement; SD, standard deviation
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Proportion of SBM Responders was Significantly 
Greater with Naldemedine in COMPOSE-4

Proportion of SBM responders during 2-week treatment period

SBMs = spontaneous bowel movements; SBM responder = patients with >=3 SBMs/week who had an increase of >=1  SBM/week from 
baseline . Baseline was the average number of SBMs/week during the 2 weeks before random assignment. 

Katakami N et al. J Clin Oncol. 2017 Dec 1;35(34):3859-3866.

(n=69)

(n=33)

Primary Endpoint ⾃發排便反應率
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Significantly Greater Change from Baseline with Naldemedine 
in the Mean Frequency of SBMs/week in COMPOSE-4

Change from baseline in least squares (LS) mean of frequency of SBMs/week

SBMs=spontaneous bowel movements 

Katakami N et al. J Clin Oncol. 2017 Dec 1;35(34):3859-3866.

*P<0.0001

Difference, 3.62
(95% CI, 2.13 to 5.12)

LS mean � standard error

Secondary Endpoint

BL= Baseline, the average number of SBMs/week during the 2 weeks before random assignment
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CSBMs=complete spontaneous bowel movements

Katakami N et al. J Clin Oncol. 2017 Dec 1;35(34):3859-3866.

*P<0.0001 Difference, 2.05
(95% CI, 1.29 to 2.81)

LS mean � standard error

Change from baseline in least squares (LS) mean of the frequency of CSBMs/week

Significantly Greater Change from Baseline with Naldemedine 
in Mean Frequency of CSBMs/week in COMPOSE-4

Secondary Endpoint

排便完全感



22
SBMs=spontaneous bowel movements 

Katakami N et al. J Clin Oncol. 2017 Dec 1;35(34):3859-3866.

†P=0.0005

Difference, 2.67
(95% CI, 1.20 to 4.15)

LS mean � standard error

Change from baseline in least squares (LS) mean of the frequency of 
SBMs without straining /week

Significantly Greater Change from Baseline with Nal demedine in 
Mean Frequency of SBMs without Straining /week in COMPOSE-4

Secondary Endpoint
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Study Objective of COMPOSE -5

Katakami N et al. J Clin Oncol. 2017 Dec 1;35(34):3859-3866.

Evaluated the safety of naldemedine in patients with cancer and opioid-induced 
constipation

Study Objective

Open-label, single arm,12-week extension study following COMPOSE-4 
study
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once daily with or without food 

Fisher’s exact test (AE); Welch’s test (COWS)

Discontinue 
treatment

Katakami N et al. J Clin Oncol. 2017 Dec 1;35(34):3859-3866.

Study Design of COMPOSE -5 

Statistical Analysis 

AE = Adverse event; COWS = Clinical opiate withdrawal scale

2-week 12-week extension study 4-week follow-up 

Naldemedine
0.2 mg

Enrollment

Naldemedine
0.2 mg

Placebo

COMPOSE-4 Study

⽤更久有無副作⽤?
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Study Endpoints in COMPOSE -5

Primary Endpoint

� treatment-emergent AEs (TEAEs*)

� Opioid withdrawal syndrome assessed pre- and post-dose on day 1 (last day of treatment 
of COMPOSE-4) and post-dose on days 15, 29, 57, and 85

Katakami N et al. J Clin Oncol. 2017 Dec 1;35(34):3859-3866.

Safety - Patients received at least one dose of stud y drug 

*TEAEs were assessed daily during study drug administration and the follow-up period. The severity of a TEAE was graded as mild 
(grade 1), moderate (grade 2), or severe (grade 3) on the basis of Common Terminology Criteria for Adverse Events (version 4.0) 
or the impact of the TEAE on the daily activities and clinical status of the patient



28

Patient Disposition in COMPOSE -5

Katakami N et al. J Clin Oncol. 2017 Dec 1;35(34):3859-3866.

Entered COMPOSE-5
(n = 62)

Entered COMPOSE-5
(n = 69)

Did not continue to 
COMPOSE-5

(n = 21)

Discontinued
Adverse events
Patient choice
Other reason

(n = 24)
(n = 12)
(n = 1)
(n = 11)

Completed study
(n = 107)

Did not continue to 
COMPOSE-5

(n = 19)

Safety (n=131)

Placebo group
Completed COMPOSE-4

(n = 88)

Naldemedine group
Completed COMPOSE-4 

(n = 83)

Naldemedine 0.2 mg
(n = 131)

共131病患
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Patient Demographic and Baseline Characteristics 
in COMPOSE-5

Katakami N et al. J Clin Oncol. 2017 Dec 1;35(34):3859-3866.

*Before random assignment, the mean SBM frequency/week at baseline was assessed during the 2-week screening period.; 
†Oral morphine equivalent.; ‡Patients were routinely using laxatives at the start of the screening period.
§Patients received rescue laxatives only when needed

Rescue laxative was prohibited in 24 hours before and after the first dose of the study drug
ECOG PS, Eastern Oncology Cooperative Group performance status; SBM, spontaneous bowel movement; SD, standard deviation
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Mean COWS Scores were Generally Low and Relatively 
Stable in COMPOSE-5  

Although four occurrences of elevated COWS scores were reported, there were no TEAEs of opioid withdrawal

Katakami N et al. J Clin Oncol. 2017 Dec 1;35(34):3859-3866.

Clinical Opiate Withdrawal Scale (COWS) score by ti me point assessed

Mean � standard deviation

Safety Endpoint 臨床類鴉⽚藥物戒斷症狀評估表

COMPOSE-5 
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Conclusion

• COMPOSE-4 and COMPOSE-5 the first phase III clinical trials, 
efficacy and safety of an oral Peripherally acting mu-opioid receptor 
antagonists for OIC specifically in cancer. 

• the utility of once-daily oral naldemedine 0.2 mg taken with or 
without food as an effective treatment option for patients with OIC 
and cancer. 

• the concomitant use of naldemedine with opioids, well tolerated and 
did not impede the analgesic benefits of opioids or precipitate 
opioid-withdrawal syndrome .

Katakami N et al. J Clin Oncol. 2017 Dec 1;35(34):3859-3866.



33Katakami et al. Ann Oncol. 2018 Jun;29(6):1461-1467.

Prespecified secondary efficacy endpoint - evaluate the efficacy, onset of action, 
and impact on the QOL of naldemedine treatment in su bjects with OIC and cancer. 
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Significantly Greater Proportion of CSBM Responders  
with Naldemedine during 2-week Treatment Period

Katakami et al. Ann Oncol. 2018 Jun;29(6):1461-1467.

Proportion of CSBM responders over the 2-week treatment period

40.2%

12.5%

Proportion � 95% CI

Efficacy Endpoint

*P<0.0001
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Significantly Greater Proportions of SBM and CSBM 
Responders by Week with Naldemedine

Katakami et al. Ann Oncol. 2018 Jun;29(6):1461-1467.

Proportion of SBM/CSBM responders by week

Proportion � 95% CI

Efficacy Endpoint

*P<0.0001
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Significantly Greater Proportion of Subjects had ≥ 1 
SBM/CSBM within 24 h after the Initial Dose of Nald emedine

Katakami et al. Ann Oncol. 2018 Jun;29(6):1461-1467.

Proportion of subjects with ≥ 1 SBM/CSBM at specific time points 
within 24 h after the initial dose of the study dru g

*P<0.0001

Proportion � 95% CI

Efficacy Endpoint



37



38



39



40



41



42



43



44



45



46



47



48



49



50



51



52



53



54



55



56



57



58



59



60



61



62



63

Thanks for your attention

Double heart stone (empathy)HOPE therapy

20220701 出版



Case sharing: case 1:M/60

• *. Adenoid cystic carcinoma of hard palate pT2Nx, status post 
excision of palate tumor(20200110), status post wide excision of 
adenoid cystic carcinoma of hard palate, left(20200205), status post 
radiotherapy (2020/02/05)

• bilateral lung metastasis, status post uniportal non-intubated video-
assisted thoracic surgery with wedge resection of right middle lobe 
of lung and pleura biopsy (20200922), under weekly PF (cisplatin + 
5-FU) (20200924 - 20201222, 7 courses), s/p SD, shift to keytruda + 
Lenvima (20201104 - 20220112, 19 courses), shift to keytruda + 
triweekly PF(20220218), cisplatin+Lipo-dox+endoxan+bavencio
(20220310, 20220408, 20220429, 20220623, 20220720).

• *. History of Coronary artery disease status post percutaneous 
coronary intervention (PCI) with stenting to LMCA-LAD and LMCA-
LCx, middle LCx (201812, DESx3) with recurrent non-ST elevation 
myocardial infartion status post PCI with stenting to LMCA and DEB 
to LMCA-LCx (20190713)



20220525 PET



20230824 CHEST CT



OXYCONTIN 20 MG Q12H

FENTANYL 25 MCG/HR Q3D
MORPHINE 75 MG
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Conclusion

• once-daily, oral naldemedine 0.2 mg significantly improves bowel 
movement function in a timely manner, and positively impacts the 
QOL of subjects with OIC and cancer.

Katakami et al. Ann Oncol. 2018 Jun;29(6):1461-1467.



69

Definition of Terminology in COMPOSE Studies

1. Rescue laxative 
• In COMPOSE-1 to COMPOSE-3, rescue laxative was used if a patient had not have a 

bowel movement for a period of 72 hours
• In COMPOSE-4 to COMPOSE-7, patients were allowed to receive rescue laxative as-

needed , however, their use was prohibited 24 hours before and after the first dose of 
the study drug

2. Spontaneous bowel movement (SBM) – No rescue laxative use within 24 hours prior 
to the bowel movement (BM)

3. SBM responder – ≥ 3 SBMs/week and increase of ≥ 1 SBM/week from baseline (14-
consecutive-day qualifying period during the Screening Period)

4. Complete spontaneous bowel movement (CSBM) – SBM with a feeling of complete 
evacuation

5. Treatment-emergent adverse event (TEAE) – Adverse events occurring after the first 
dose of study drug administration were considered treatment emergent

6. TEAE of opioid withdrawal – Defined by Medical Dictionary for Regulatory Activities 
standardized Query “drug withdrawal”

7. TEAE of possible opioid withdrawal syndrome – ≥ 3 events possibly related to opioid 
withdrawal occurred within the same day (or the next day)

8. Death not considered TEAE – Patient died >14 days after their last visit and the bottles 
of pills were never returned for accountability

Hale M et al. Lancet Gastroenterol Hepatol. 2017 Aug;2(8):555-564; Webster L.R. et al. Pain. 2018 May;159(5):987-994; 
Katakami N et al. J Clin Oncol. 2017 Dec 1;35(34):3859-3866; Saito Y et al. J Pain Res. 2018 Dec 24;12:127-138.
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Correspondence to Comments - 1

What kinds and amount of drugs were used for a rout ine laxative regimen 
and for rescue laxatives? Whether the frequency of rescue laxative use was 
decreased after naldemedine treatment?

Naldemedine Placebo

Magnesium oxide 64.9% 69.8%

Sennoside A+B 17.5% 18.8%

Pantethine 4.1% 3.1%

The top three concomitant routine laxative*
Naldemedine Placebo

Sennoside A+B 18.6% 39.6%

Sodium picosulfate 17.5% 17.7%

Magnesium oxide 17.5% 34.4%

Mean change from baseline in the frequency of using rescue laxative/week
Naldemedine Placebo

Mean Change - 2.98 - 1.13

P < 0.001

stimulant

stimulant stimulant

stimulant

osmotic

osmotic

The top three rescue laxative*

*A routine laxative regimen was maintained throughout the study, and a bowel movement within 24 hours of using 
a rescue laxative was not counted as a spontaneous bowel movement (SBM); therefore, the impact of routine or 
rescue laxatives on SBMs was limited

Katakami N et al. J Clin Oncol. 2018 Apr 1;36(10):pp1049-1050.






