
 

  

 

 

 

  

  

 

 

 

 

 

 

NDA 21-775 ENTEREG® (alvimopan)
REMS October 6, 2008

Adolor Corporation

NDA 21-775 Entereg (alvimopan) 

RISK EVALUATION AND MITIGATION STRATEGY (REMS) 


I. GOAL 


To reduce the risk of myocardial infarction observed with longer use, Entereg (alvimopan) 
will be used only for short-term use (not to exceed 15 doses) in inpatient settings.  

II. REMS ELEMENTS 

A. Communication Plan 

Adolor will implement a communication plan to healthcare providers to support 
implementation of this REMS.  

Adolor will provide educational materials for distribution to healthcare professionals 
involved in the prescribing, dispensing, or administration of Entereg. This includes surgeons 
who perform bowel resection surgery, hospitalists, anesthesiologists, nurse anesthetists, 
pharmacists, nurses, and physicians assistants.  

Healthcare Professional Education 

• Dear Hospital Pharmacist Letter 

The Dear Hospital Pharmacist Letter, to be distributed on product launch, will state that 
Entereg can be used for no more than 15 doses in inpatients, and that Entereg is not 
available for outpatient use. Additionally, the letter will provide a description of and 
directions on how to enroll in the E.A.S.E. program, the program that incorporates 
elements for safe use as shown in the appended Dear Hospital Pharmacist Letter. 

• Entereg Access Support and Education (E.A.S.E.) educational materials 

Adolor will use the E.A.S.E. educational materials (available in printed form as part of 
the E.A.S.E. Program Kit Folder [a print-based registration package], and on-line as part 
of the web-based registration system), to educate all hospital-based healthcare 
professionals that are involved in the prescribing, dispensing, or administration of 
Entereg. 

The E.A.S.E. printed materials include:  

• E.A.S.E. Program Overview  

• E.A.S.E. Hospital Brochure  

• E.A.S.E. Kit Folder  

• Program Overview  
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•	 Registration Form 

•	 Hospital Brochure 

• Prescribing Information Brochure  


Additional educational materials include:  


•	 Dear Hospital Pharmacist Letter  

•	 Professional Labeling 

The educational materials will prominently feature the safety-related message that 
because of the risk of myocardial infarction observed with longer use, Entereg can be 
used for no more than 15 doses in inpatients, and Entereg cannot be prescribed for 
outpatients as shown in the appended printed material and web shots. 

B. Elements to Assure Safe Use 

1. 	 Drug Dispensed Only in Hospitals 

Entereg will be dispensed to patients only in hospitals. The hospital will not dispense 
Entereg for outpatient use. 

2. 	 Drug Dispensed in Specially Certified Hospitals 

Entereg will be dispensed only in hospitals that perform bowel resection surgery and that 
are specially certified by enrollment in the E.A.S.E. program. The specially certified 
hospital will not transfer Entereg to any hospital not registered with the E.A.S.E. 
Program. To register in the E.A.S.E. program, responsible hospital personnel must attest 
that: 

•	 E.A.S.E. educational materials have been received by the hospital and distributed 
to healthcare professionals who are responsible for the ordering, prescribing, 
dispensing, or administering of Entereg; 

•	 The hospital has systems, order sets, protocols, or other measures in place to 
ensure that Entereg is dispensed only to patients with evidence of safe use 
conditions. Please see Hospital Registration form. 

Entereg will be distributed to registered hospitals via a drop-ship program through which 
Adolor retains direct control over who purchases Entereg. Hospitals that are registered in 
the E.A.S.E. Program may purchase Entereg utilizing the drop-ship program. The 
registered hospitals may order Entereg through their usual wholesalers; the wholesalers 
transmit the order through Adolor’s distributor. This distributor sends Entereg only to 
registered hospitals. Please see the appended Drop Shipment Procedure. 
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3. 	 Drug Dispensed Only to Patients with Evidence of Safe-Use Conditions  

Entereg will be dispensed only to patients in hospitals performing bowel resections; each 
patient will receive no more than 15 doses of the drug. 

C. 	Implementation System 

The Implementation System includes the following:  

•	 Adolor will maintain a database of all specially certified hospitals;  

•	 Adolor will monitor distribution to determine whether the drug is only drop-
shipped to certified hospitals and will conduct audits to verify;  

•	 Adolor will monitor dispensing of Entereg to ensure that it is dispensed only for 
inpatient use; 

•	 Adolor will monitor the duration of therapy to determine whether Entereg is being 
dispensed to patients with evidence that the patient is hospitalized for bowel 
resection surgery and has received no more than 15 doses;  

•	 Based on monitoring and evaluation of the elements to assure safe use, Adolor 
will take reasonable steps to work to improve implementation of these elements.  

D. Timetable for Submissions of Assessments 

REMS Assessments (see III below for content) will be submitted to FDA quarterly for the 
first 18 months following approval, then annually (from approval date) thereafter. 

III. INFORMATION NEEDED FOR ASSESSMENTS 

REMS Assessments will include the following:  

•	 An assessment of use data establishing the circumstances of use of Entereg:  

− the extent of outpatient use; 

− the extent of inpatient use; 

− the extent of use > 15 doses within hospitals; 

− the extent of use in bowel resection procedures; 

− the extent of use in non-bowel resection procedures; 

− the extent of use for other (not associated with bowel resection or non-bowel 
resection procedures) reasons; 

− the extent of use by specially certified hospitals; and  

− the extent of use by hospitals that are not specially certified. 

• A description of the investigation of use deviations and corrective actions taken.  
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•	 An assessment of healthcare professional understanding regarding the safe use of 
Entereg; i.e., the results of surveys administered to hospital pharmacists and 
surgeons 12 and 18 months following the launch of Entereg, and every 12 months 
thereafter if sufficient understanding is not displayed.  Please see the appended 
Survey Program. 

•	 A narrative summary and analysis of myocardial infarctions reported with use of 
Entereg. 

•	 Based on the information provided, an assessment and conclusion of whether the 
REMS is meeting its goals, and whether modifications to the REMS are needed. 
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Dear Hospital Pharmacist Letter  
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E.A.S.E. Program Kit Folder 
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E.A.S.E. Program Overview 
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Hospital Registration Form 
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Approved for hospital use only~ENTEREG~
~ (alvimopan)

E.Ä.S.ET:
ENTEREG Access Support & Education Program

VA MEDICAL CENTER REGISTRATION FORM
Enrollment in the E.A.S.E. Program permits hospitals performing bowel resection surgeries to receive
ENTEREG for short-term, in-hospital use.
In one long-term (12-month) clinical study of alvimopan in patients treated with opioids for chronic
pain, a numeric imbalance was seen in the incidence of ischemic cardiovascular events. As a result,
the E.A.S.E. Program was developed to ensure that ENTEREG is administered only short-term in
inpatient hospital settings and for no more than 15 doses. See Important Safety Information, including
Boxed Warning on the reverse side.
This hospital acknowledges that:

1. The E.A.S.E. Program Educational Materials have been received by the hospital and
provided to the healthcare practitioners who are responsible for the ordering, dispensing,
or administration of ENTEREG

2. The hospital has systems, order sets, protocols, or other measures in place to limit the use
of ENTEREG to no more than 15 doses per patient for administration in the hospital only

3. The hospital will not dispense ENTEREG for outpatient use and will not transfer ENTEREG to
any hospital not registered with the E.A.S.E. Program

* Hospital Name

* Hospital DEA Number

* Authorized Signatory: First Name * Last Name

*Title 0 Hospital Pharmacist 0 Representative of P&T Committee
(must check one) (insert tie)

* E-mail Address

* Pharmacy Phone

* Hospital Ship-to Address

* City

*Pharmacy Fax

* State *ZIP Code

*Oenotes mandatory fields to complete.

i confirm that the information above is correct
I understand that this information will be used to enable Adolor to identify hospitals at which bowel
resections are performed that are eligible to receive shipments of ENTEREG. i also understand that
this information may be shared with others working with Adolor, other hospitals enrolled in the
E.A.S.E. Program, and may be shared with government agencies.

Signature Date

To submit via fax: Sign and fax to 1-800-278-1365
After verification of eligibility, a confirmation will be provided to you, via fax and e-mail.
If you have any questions, please contact Adolor Corporation at 1-866-4ADOLOR (1-866-423-6567)
or visit ww.entereg.com.
NOTE: If you have multiple shipping sites. please complete a separate E.A.S.E. registration
for each ship site with an accompanying Hospital DEA Number.(



(

Important Safety Information

WARNING: FOR SHORT-TERM HOSPITAL USE ONLY

ENTEREG is available only for short-term (15 doses) use in hospitalized patients.
Only hospitals that have registered in and met all of the requirements for the

ENTEREG Access Support and Education (E.A.S.E. TM) Program may use ENTEREG.

(

ENTERE~ (alvimopan) Capsules are contraindicated in patients who have taken therapeutic
doses of opioids for greater than 7 consecutive days immediately prior to taking ENTEREG.

There were more reports of myocardial infarctions in patients treated with alvimopan 0.5 mg
twice daily compared with placebo- treated patients in a 1 2-month study of patients treat-
ed with opioids for chronic pain. In this study, the majority of myocardial infarctions
occurred between 1 and 4 months after initiation of treatment. This imbalance has not
been observed in other studies of alvimopan, including studies of patients undergoing
bowel resection surgery who received alvimopan 12 mg twice daily for up to 7 days. A
causal relationship with alvimopan has not been established.

ENTEREG should be administered with caution to patients receiving more than 3 doses of
an opioid within the week prior to surgery. These patients may be more sensitive to ENTEREG
and may experience Gl side effects (eg, abdominal pain, nausea and vomiting, diarrhea).

ENTEREG is not recommended for use in patients with severe hepatic impairment, endstage
renal disease or undergoing surgery for correction of complete bowel obstruction.
Overall, the incidence of adverse reactions in short-term surgical clinical trials was similar
between patients receiving either ENTEREG or placebo. Most common adverse reactions
(incidence ;;3% and ;;1 % placebo) in patients undergoing bowel resection were anemia,
dyspepsia, hypokalemia, back pain, and urinary retention.

Please see the complete Prescribing Information, including Boxed Warning.

(\
~Adoior I §~8..e..~~

OGlaXoSmithKline
E,A,S,E, is a trademark of Adolor Corporation,

~2008 Adolor Corporation, All rights reserved, Printed in USA. ETG190RO November 2008
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Hospital Brochure 
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Prescribing Information Brochure 
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Web Site Sample Screens 

Page 16



 

 

NDA 21-775 ENTEREG® (alvimopan)
REMS October 6, 2008

Adolor Corporation

Page 17



 

 

 

NDA 21-775 ENTEREG® (alvimopan)
REMS October 6, 2008

Adolor Corporation

Page 18



 

 

NDA 21-775 ENTEREG® (alvimopan)
REMS October 6, 2008

Adolor Corporation

Page 19



 

 

NDA 21-775 ENTEREG® (alvimopan)
REMS October 6, 2008

Adolor Corporation

Page 20



 

 

NDA 21-775 ENTEREG® (alvimopan)
REMS October 6, 2008

Adolor Corporation

Page 21



 
  

 

 
 

 
 

 
 

 

 

 
 

 

 

 
 

 

  

  

 

 

 

NDA 21-775 ENTEREG® (alvimopan)
REMS October 6, 2008

Adolor Corporation

Drop Shipment Procedure 

ENTEREG® (alvimopan) 

RiskMAP 


PROCEDURE FOR DIRECT SHIPMENT TO REGISTERED HOSPITALS 


1.0 Objective 
To describe the procedure utilized to restrict distribution of Entereg® (alvimopan) to 
hospitals that are registered with Adolor in accordance with the hospital registration 
procedure as set forth in the Procedure for Registration of Hospitals (Registered 
Hospital). 

2.0	 Action 
2.1	 Adolor maintains and updates a list of Registered Hospitals eligible to receive 

and dispense Entereg® based on the registration of these hospitals in 
accordance with the Procedure for Registration of Hospitals. 

2.2	 The Adolor’s Contracted Distribution Designee (Distributor) updates their 
order management system to block shipments of Entereg® to wholesalers and 
any other customer. 

2.3	 Adolor provides the list of Registered Hospitals to the Distributor.   
2.4	 Hospitals place orders for Entereg® through their normal procurement 

channels (i.e. Wholesalers).   
2.5	 Wholesalers transmit the hospital orders to the Distributor either electronically 

or manually.  Wholesalers are not eligible to carry inventory of or distribute 
Entereg®. 

2.6	 The Distributor receives the order and verifies ordering hospital against the 
current list of Registered Hospitals. 
2.6.1	 Orders from Registered Hospitals are transferred to the distributor’s 

warehouse for fulfillment pursuant to section 2.7. 
2.6.2	 Orders from ineligible hospitals are rejected and reported to Adolor for 

notification of rejection to the wholesaler and the hospital. 
2.7	 Orders from Registered Hospitals that are transmitted to the Distributor’s 

warehouse for fulfillment are prepared for direct shipment to the eligible 
recipient as follows: 
2.7.1	 The number of units ordered are picked from the Distributor’s 

inventory of Entereg®. 
2.7.2	 The units are packaged in an appropriate shipping container addressed 

to the Registered Hospital’s name and address (and pharmacy as 
appropriate). 

2.7.3	 The shipping container is sealed and staged to the outbound staging 
area for pick up by an authorized delivery service for delivery per 
customer request. 

2.8	 Via the invoice, the Distributor notifies the Wholesaler through which, the 
order was placed, that the shipment to the Registered Hospital has been made. 
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