
 
 

 

 

 
 

 

 
 

 

 
 

  

 
 

   
  

 
 

 
 

 
 

 
 

 

 
 

 

   
  

 
 

 

 

  
 

 
 

   

 
 

 
 

 

  
 

 
  

 
 

  

  

  
  

 
  

  
 

 

  
 

  
 

 
 

 
   

  
 

  

 
  

 
 

 
 

  

 

 

 
 

   

  

 

 

 

HIGHLIGHTS OF PRESCRIBING INFORMATION 
These highlights do not include all the information needed to use 
TREANDA safely and effectively. See full prescribing information for 
TREANDA. 

TREANDA® (bendamustine hydrochloride) injection, for intravenous use 
TREANDA® (bendamustine hydrochloride) for injection, for intravenous 
use 
Initial U.S. Approval: 2008 

-------------------------INDICATIONS AND USAGE-----------------------------­
TREANDA is an alkylating drug indicated for treatment of patients with: 

	 Chronic lymphocytic leukemia (CLL). Efficacy relative to first line 
therapies other than chlorambucil has not been established. (1.1) 

	 Indolent B-cell non-Hodgkin lymphoma (NHL) that has progressed during 
or within six months of treatment with rituximab or a rituximab-containing 
regimen. (1.2) 

--------------------DOSAGE AND ADMINISTRATION----------------------­
TREANDA is available in two formulations, a solution (TREANDA 
Injection) and a lyophilized powder (TREANDA for Injection). (2.1) 

Do not use TREANDA injection with devices that contain polycarbonate 
or acrylonitrile-butadiene-styrene (ABS), including most Closed System 
Transfer Devices (CSTDs). (2.1, 2.4) 

For CLL: 
	 100 mg/m2 infused intravenously over 30 minutes on Days 1 and 2 of a 28­

day cycle, up to 6 cycles (2.2) 
	 Dose modifications for hematologic toxicity: for Grade 3 or greater 

toxicity, reduce dose to 50 mg/m2 on Days 1 and 2; if Grade 3 or greater 
toxicity recurs, reduce dose to 25 mg/m2 on Days 1 and 2. (2.2) 

	 Dose modifications for non-hematologic toxicity: for clinically significant 
Grade 3 or greater toxicity, reduce the dose to 50 mg/m2 on Days 1 and 2 of 
each cycle. (2.2) 

 Dose re-escalation may be considered. (2.2) 

 For NHL: 

	 120 mg/m2 infused intravenously over 60 minutes on Days 1 and 2 of a 21­
day cycle, up to 8 cycles (2.3) 

	 Dose modifications for hematologic toxicity: for Grade 4 toxicity, reduce 
the dose to 90 mg/m2 on Days 1 and 2 of each cycle; if Grade 4 toxicity 
recurs, reduce the dose to 60 mg/m2 on Days 1 and 2 of each cycle. (2.3) 

  Dose modifications for non-hematologic toxicity: for Grade 3 or greater 
toxicity, reduce the dose to 90 mg/m2 on Days 1 and 2 of each cycle; if 
Grade 3 or greater toxicity recurs, reduce the dose to 60 mg/m2 on Days 1 
and 2 of each cycle. (2.3) 

General Dosing Considerations: 

	 Delay treatment for Grade 4 hematologic toxicity or clinically significant ≥ 
Grade 2 non-hematologic toxicity. (2.2, 2.3) 

---------------------DOSAGE FORMS AND STRENGTHS-------------------­
Injection: solution 45 mg/0.5 mL or 180 mg/2 mL in a single-dose vial. (3) 
For Injection: 25 mg or 100 mg lyophilized powder in a single-dose vial for 
reconstitution. (3) 

-----------------------------CONTRAINDICATIONS------------------------------ 
TREANDA is contraindicated in patients with a history of a hypersensitivity 
reaction to bendamustine. Reactions have included anaphylaxis and 
anaphylactoid reactions. (5.3) 

-------------------------WARNINGS AND PRECAUTIONS--------------------­
	 Myelosuppression: Delay or reduce dose. Restart treatment based on ANC 

and platelet count recovery. (2.2) Complications of myelosuppression may 
lead to death. (5.1) 

	 Infections: Monitor for fever and other signs of infection or reactivation of 
infections and treat promptly. (5.2) 

	 Anaphylaxis and Infusion Reactions: Severe and anaphylactic reactions 
have occurred; monitor clinically and discontinue TREANDA. Pre­
medicate in subsequent cycles for milder reactions. (5.3) 

 Tumor Lysis Syndrome: Acute renal failure and death; anticipate and use 
supportive measures. (5.4) 

 Skin Reactions: Discontinue for severe skin reactions. Cases of SJS, 
DRESS and TEN, some fatal, have been reported. (5.5) 

 Hepatotoxicity: Monitor liver chemistry tests prior to and during treatment. 
(5.6) 

 Other Malignancies: Pre-malignant and malignant diseases have been 
reported. (5.7) 

 Extravasation Injury: Assure good venous access and monitor infusion site 
during and after administration. (5.8) 

	 Embryo-fetal toxicity: Fetal harm can occur when administered to a 
pregnant woman. Women should be advised to avoid becoming pregnant 
when receiving TREANDA. (5.9, 8.1) 

-------------------------------ADVERSE REACTIONS--------------------------­
	 Most common non-hematologic adverse reactions for CLL (frequency 
15%) are pyrexia, nausea, and vomiting. (6.1) 

	 Most common non-hematologic adverse reactions for NHL (frequency 
15%) are nausea, fatigue, vomiting, diarrhea, pyrexia, constipation, 
anorexia, cough, headache, weight decreased, dyspnea, rash, and stomatitis. 
(6.1)  

	 Most common hematologic abnormalities for both indications (frequency 
≥15%) are lymphopenia, anemia, leukopenia, thrombocytopenia, and 
neutropenia. (6.1) 

To report SUSPECTED ADVERSE REACTIONS, contact Teva 
Pharmaceuticals at 1-888-483-8279 or FDA at 1-800-FDA-1088 or 
www.fda.gov/medwatch. 

--------------------------------DRUG INTERACTIONS----------------------------­
Concomitant CYP1A2 inducers or inhibitors have the potential to affect the 
exposure of bendamustine. (7) 

-------------------------------USE IN SPECIFIC POPULATIONS---------------­
 Renal Impairment: Do not use if CrCL is <30 mL/min. (8.6)
 

 Hepatic Impairment: Do not use in moderate or severe hepatic impairment.
 
(8.7) 

See 17 for PATIENT COUNSELING INFORMATION 

Revised: 12/2017 
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FULL PRESCRIBING INFORMATION 

1 INDICATIONS AND USAGE 

1.1 Chronic Lymphocytic Leukemia (CLL) 

TREANDA® is indicated for the treatment of patients with chronic lymphocytic leukemia. Efficacy relative to first line 
therapies other than chlorambucil has not been established. 

1.2 Non-Hodgkin Lymphoma (NHL) 

TREANDA is indicated for the treatment of patients with indolent B-cell non-Hodgkin lymphoma that has progressed 
during or within six months of treatment with rituximab or a rituximab-containing regimen.  

2 DOSAGE AND ADMINISTRATION 

2.1 Selection of TREANDA Formulation to Administer 

TREANDA is available in two formulations, a solution (TREANDA Injection) and a lyophilized powder (TREANDA for 
Injection). 

Do not use TREANDA Injection if you intend to use closed system transfer devices (CSTDs), adapters and syringes 
containing polycarbonate or acrylonitrile-butadiene-styrene (ABS) prior to dilution in the infusion bag [see Dosage 
and Administration (2.4)]. 

If using a syringe to withdraw and transfer TREANDA Injection from the vial into the infusion bag, only use a 
polypropylene syringe with a metal needle and polypropylene hub to withdraw and transfer TREANDA Injection 
into the infusion bag. Polypropylene syringes are translucent in appearance. 

TREANDA Injection and the reconstituted TREANDA for Injection have different concentrations of bendamustine 
hydrochloride. The concentration of bendamustine hydrochloride in the solution is 90 mg/mL and the concentration of 
bendamustine hydrochloride in the reconstituted solution of lyophilized powder is 5 mg/mL. Do not mix or combine the 
two formulations. 

TREANDA Injection must be withdrawn and transferred for dilution in a biosafety cabinet (BSC) or containment isolator 
using a polypropylene syringe with a metal needle and a polypropylene hub. 

If a CSTD or adapter that contains polycarbonate or ABS is used as supplemental protection prior to dilution1, only use 
TREANDA for Injection, the lyophilized powder formulation [see How Supplied/Storage and Handling (16.1)]. 

2.2 Dosing Instructions for CLL  

Recommended Dosage: 

The recommended dose is 100 mg/m2 administered intravenously over 30 minutes on Days 1 and 2 of a 28-day cycle, up 
to 6 cycles. 

Dose Delays, Dose Modifications and Reinitiation of Therapy for CLL:  

TREANDA administration should be delayed in the event of Grade 4 hematologic toxicity or clinically significant ≥ 
Grade 2 non-hematologic toxicity.  Once non-hematologic toxicity has recovered to ≤ Grade 1 and/or the blood counts 
have improved [Absolute Neutrophil Count (ANC) ≥ 1 x 109/L, platelets ≥ 75 x 109/L], TREANDA can be reinitiated at 
the discretion of the treating physician. In addition, dose reduction may be warranted. [see Warnings and Precautions 
(5.1)] 

Dose modifications for hematologic toxicity: for Grade 3 or greater toxicity, reduce the dose to 50 mg/m2 on Days 1 and 2 
of each cycle; if Grade 3 or greater toxicity recurs, reduce the dose to 25 mg/m2 on Days 1 and 2 of each cycle. 
Dose modifications for non-hematologic toxicity: for clinically significant Grade 3 or greater toxicity, reduce the dose to 
50 mg/m2 on Days 1 and 2 of each cycle. 
Dose re-escalation in subsequent cycles may be considered at the discretion of the treating physician. 
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2.3 	Dosing Instructions for NHL 

Recommended Dosage:  

The recommended dose is 120 mg/m2 administered intravenously over 60 minutes on Days 1 and 2 of a 21-day cycle, up 
to 8 cycles.  

Dose Delays, Dose Modifications and Reinitiation of Therapy for NHL:  
TREANDA administration should be delayed in the event of a Grade 4 hematologic toxicity or clinically significant ≥ 
Grade 2 non-hematologic toxicity.  Once non-hematologic toxicity has recovered to ≤ Grade 1 and/or the blood counts 
have improved [Absolute Neutrophil Count (ANC) ≥ 1 x 109/L, platelets ≥ 75 x 109/L], TREANDA can be reinitiated at 
the discretion of the treating physician. In addition, dose reduction may be warranted. [see Warnings and Precautions 
(5.1)] 

Dose modifications for hematologic toxicity: for Grade 4 toxicity, reduce the dose to 90 mg/m2 on Days 1 and 2 of each 
cycle; if Grade 4 toxicity recurs, reduce the dose to 60 mg/m2 on Days 1 and 2 of each cycle.   

Dose modifications for non-hematologic toxicity: for Grade 3 or greater toxicity, reduce the dose to 90 mg/m2 on Days 1 
and 2 of each cycle; if Grade 3 or greater toxicity recurs, reduce the dose to 60 mg/m2 on Days 1 and 2 of each cycle. 

2.4 	Preparation for Intravenous Administration 

TREANDA is a cytotoxic drug. Follow applicable special handling and disposal procedures.1 

TREANDA Injection (45 mg/0.5 mL or 180 mg/2 mL solution) 

TREANDA Injection must be diluted in a biosafety cabinet (BSC) or containment isolator. 

	 When preparing and transferring the concentrated TREANDA Injection solution into the infusion bag, do not 
use devices that contain polycarbonate or ABS. However, after dilution of TREANDA Injection into the 
infusion bag, devices that contain polycarbonate or ABS, including infusion sets, may be used. 

TREANDA Injection contains N,N-dimethylacetamide (DMA), which is incompatible with devices that contain 
polycarbonate or ABS. Devices, including CSTDs, adapters, and syringes that contain polycarbonate or ABS have 
been shown to dissolve when they come in contact with DMA which is present in the product. This incompatibility 
leads to device failure (e.g., leaking, breaking, or operational failure of CSTD components), possible product 
contamination, and potential serious adverse health consequences to the practitioner, including skin reactions; or to 
the patient, including but not limited to, the risk of small blood vessel blockage if they receive product contaminated 
with dissolved ABS or polycarbonate. Devices that are compatible for use in dilution of TREANDA Injection are 
available. 

	 If using a syringe to withdraw and transfer TREANDA Injection from the vial into the infusion bag, only use a 
polypropylene syringe with a metal needle and a polypropylene hub to withdraw and transfer TREANDA 
Injection into the infusion bag. 

	 Each vial of TREANDA Injection is intended for single dose only. 

	 Aseptically withdraw the volume needed for the required dose from the 90 mg/mL solution using a polypropylene 
syringe with a metal needle and a polypropylene hub. 

	 Immediately transfer the solution to a 500 mL infusion bag of 0.9% Sodium Chloride Injection, USP (normal saline). 
As an alternative to 0.9% Sodium Chloride Injection, USP (normal saline), a 500 mL infusion bag of 2.5% 
Dextrose/0.45% Sodium Chloride Injection, USP, may be considered. The resulting final concentration of 
bendamustine HCl in the infusion bag should be within 0.2 – 0.7 mg/mL. 

	 After dilution of TREANDA Injection into the infusion bag, devices that contain polycarbonate or ABS, 
including infusion sets, may be used. 

	 Visually inspect the filled syringe and the prepared infusion bag to ensure the lack of visible particulate matter prior to 
administration.  The admixture should be a clear colorless to yellow solution. 
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Use either 0.9% Sodium Chloride Injection, USP, or 2.5% Dextrose/0.45% Sodium Chloride Injection, USP, for dilution, 
as outlined above. No other diluents have been shown to be compatible. 

TREANDA for Injection (25 mg/vial or 100 mg/vial lyophilized powder) 

If a closed system transfer device or adapter that contains polycarbonate or ABS is to be used as supplemental 
protection during preparation1, only use TREANDA for Injection, the lyophilized formulation.  

	 Each vial of TREANDA for Injection is intended for single dose only. 

	 Aseptically reconstitute each TREANDA for Injection vial as follows: 
o 25 mg TREANDA for Injection vial: Add 5 mL of only Sterile Water for Injection, USP. 
o 100 mg TREANDA for Injection vial: Add 20 mL of only Sterile Water for Injection, USP. 

	 Shake well to yield a clear, colorless to a pale yellow solution with a bendamustine HCl concentration of 5 mg/mL.  
The lyophilized powder should completely dissolve in 5 minutes. The reconstituted solution must be transferred to the 
infusion bag within 30 minutes of reconstitution. If particulate matter is observed, the reconstituted product should not 
be used. 

	 Aseptically withdraw the volume needed for the required dose (based on 5 mg/mL concentration) and immediately 
transfer to a 500 mL infusion bag of 0.9% Sodium Chloride Injection, USP (normal saline). As an alternative to 0.9% 
Sodium Chloride Injection, USP (normal saline), a 500 mL infusion bag of 2.5% Dextrose/0.45% Sodium Chloride 
Injection, USP, may be considered. The resulting final concentration of bendamustine HCl in the infusion bag should 
be within 0.2 – 0.6 mg/mL. After transferring, thoroughly mix the contents of the infusion bag. 

	 Visually inspect the filled syringe and the prepared infusion bag to ensure the lack of visible particulate matter prior to 
administration. The admixture should be a clear and colorless to slightly yellow solution. 

Use Sterile Water for Injection, USP, for reconstitution and then either 0.9% Sodium Chloride Injection, USP, or 2.5% 
Dextrose/0.45% Sodium Chloride Injection, USP, for dilution, as outlined above. No other diluents have been shown to be 
compatible. 

General Information 
Parenteral drug products should be inspected visually for particulate matter and discoloration prior to administration 
whenever solution and container permit. Any unused solution should be discarded according to institutional procedures 
for antineoplastics. 

2.5 Admixture Stability 

TREANDA Injection and TREANDA for Injection contain no antimicrobial preservative.  The admixture should be 
prepared as close as possible to the time of patient administration.  

TREANDA Injection (45 mg/0.5 mL or 180 mg/2 mL solution) 

Once diluted with either 0.9% Sodium Chloride Injection, USP, or 2.5% Dextrose/0.45% Sodium Chloride Injection, 
USP, the final admixture is stable for 24 hours when stored under refrigerated conditions at 2-8°C (36-46°F) or for 

2 hours when stored at room temperature (15-30°C or 59-86°F) and room light. Administration of diluted TREANDA 
Injection must be completed within this period. 

TREANDA for Injection (25 mg/vial or 100 mg/vial lyophilized powder) 

Once diluted with either 0.9% Sodium Chloride Injection, USP, or 2.5% Dextrose/0.45% Sodium Chloride Injection, 
USP, the final admixture is stable for 24 hours when stored under refrigerated conditions at 2-8°C (36-46°F) or for 

3 hours when stored at room temperature (15-30°C or 59-86°F) and room light. Administration of reconstituted and 
diluted TREANDA for Injection must be completed within this period. 

3 DOSAGE FORMS AND STRENGTHS 
	 TREANDA Injection: 45 mg/0.5 mL or 180 mg/2 mL in a single-dose vial. 

Reference ID: 4196300 
f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

http:Dextrose/0.45
http:Dextrose/0.45
http:Dextrose/0.45
http:Dextrose/0.45
http:Dextrose/0.45
https://www.docketalarm.com/


Real-Time Litigation Alerts
	� Keep your litigation team up-to-date with real-time  

alerts and advanced team management tools built for  
the enterprise, all while greatly reducing PACER spend.

	� Our comprehensive service means we can handle Federal, 
State, and Administrative courts across the country.

Advanced Docket Research
	� With over 230 million records, Docket Alarm’s cloud-native 

docket research platform finds what other services can’t. 
Coverage includes Federal, State, plus PTAB, TTAB, ITC  
and NLRB decisions, all in one place.

	� Identify arguments that have been successful in the past 
with full text, pinpoint searching. Link to case law cited  
within any court document via Fastcase.

Analytics At Your Fingertips
	� Learn what happened the last time a particular judge,  

opposing counsel or company faced cases similar to yours.

	� Advanced out-of-the-box PTAB and TTAB analytics are  
always at your fingertips.

Docket Alarm provides insights to develop a more  

informed litigation strategy and the peace of mind of 

knowing you’re on top of things.

Explore Litigation 
Insights

®

WHAT WILL YOU BUILD?  |  sales@docketalarm.com  |  1-866-77-FASTCASE

API
Docket Alarm offers a powerful API 
(application programming inter-
face) to developers that want to 
integrate case filings into their apps.

LAW FIRMS
Build custom dashboards for your 
attorneys and clients with live data 
direct from the court.

Automate many repetitive legal  
tasks like conflict checks, document 
management, and marketing.

FINANCIAL INSTITUTIONS
Litigation and bankruptcy checks 
for companies and debtors.

E-DISCOVERY AND  
LEGAL VENDORS
Sync your system to PACER to  
automate legal marketing.


