
 
 

  
  

  
  

 
 

   
 

 
 
  

 
   

    
  

  
 

   
 

       
      
   
     

      

     
   

     
  

    
  

    
    

   
        

  

       
     

       
    

      
    

   
   

     
    

    
    

     
    

  
    

    
  

   
  

  

         
    

   

       
    
   

       
    

  
   

   
    

  
  

      
  

    
 

  
   

 
   

  
   

   
    

   
 

       

       
     

    
    

  
  

     
   

  
     

   
    

   
 

   
 

 

      
   

        
 

  
  

 
    

 
 
 

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

ABRAXANE® for Injectable Suspension (paclitaxel protein-bound 
particles for injectable suspension) (albumin-bound) 
Initial U.S. Approv al: 2005 

WARNING: NEUTROPENIA 
See full prescribing information for complete boxed warning. 

• Do not administer ABRAXANE therapy to patients with 
baseline neutrophil counts of less than 1,500 cells/mm3. (4) 
• It is recommended that frequent peripheral blood cell counts 

be performed to monitor the occurrence of bone marrow 
suppression. (4, 5.1, 6.1, 6.2, 6.3) 

DO NOT SUBSTIT UTE FOR OR WITH OTHER PACLITAXEL 
FORM ULATIONS. 

-------------------------- RECENT MAJOR CHANGES -------------------------
• Indic ations and Us age (1.3)	 09/2013 
• Dos age and Administration (2.3, 2.5)	 09/2013 
•	 W arnings and Prec autions, Hematologic Effects (5.1), Nervous 

System (5.2), Sepsis (5.3), Pneumonitis (5.4) 09/2013 

-------------------------- INDICATIONS AND USAGE ---------------------------
ABRAXANE is a microtubule inhibitor indic ated f or the treatment of: 
•	 Metastatic breast canc er, after failure of c ombination chemotherapy 

for metastatic dis eas e or relapse within 6 months of adjuvant 
chemotherapy. Prior therapy should have included an anthrac yc line 
unless clinic ally c ontraindic ated. (1.1) 
•	 Loc ally advanc ed or metas tatic non-small c ell lung c anc er (NSCLC), 

as first-line treatment in c ombination with c arboplatin, in patients who 
are not c andidates f or curative s urgery or radiation therapy. (1.2) 
•	 Metastatic adenocarcinoma of the pancreas as first-line treatment, in 

combination with gemcitabine. (1.3) 

----------------------- DOSAGE AND ADM INISTRATION ---------------------
•	 Metastatic Breast Canc er: Rec ommended dos age of ABRAXANE is 

260 mg/m2 intravenous ly over 30 minutes every 3 weeks. (2.1) 
•	 Non-Small Cell Lung Canc er: Rec ommended dos age of ABRAXANE 

is 100 mg/m2 intravenously over 30 minutes on Days 1, 8, and 15 of 
each 21-day c ycle; administer c arboplatin on Day 1 of each 21-day 
cycle immediately after ABRAXANE. (2.2) 
•	 Adenoc arcinoma of the Pancreas: Rec ommended dos age of 

ABRAXANE is 125 mg/m2 intravenous ly over 30-40 minutes on Days 
1, 8 and 15 of each 28-day cycle; administer gemcitabine on Days 1, 
8 and 15 of each 28-day c ycle immediately after ABR AXANE. (2.3) 
•	 No adjustment is nec ess ary for patients with mild hepatic 

impairment. W ithhold ABRAXANE if AST > 10 x ULN or 
bilirubin > 5 x ULN. Reduc e starting dos e in patients with moderate 
to s evere hepatic impairment. (2.4) 
•	 Dos e Reductions: Dos e reductions or disc ontinuation may be 

needed bas ed on severe hematologic, neurologic, cutaneous , or 
gastrointestinal toxicities. (2.5) 
•	 Use caution when handling c ytotoxic drugs. Clos ely monitor the 

infusion site f or extravas ation and infiltration. No premedic ation is 
required prior to administration. (2.6) 

--------------------- DOSAGE FORMS AND STRENGTHS -------------------
•	 For injectable s uspension: lyophilized powder c ontaining 100 mg of 

paclitaxel in single-use vial f or rec onstitution. (3) 

------------------------------ CONTRAINDICATIONS ----------------------------
• Neutrophil counts of < 1,500 cells/mm3. (4) 
• Severe hypers ensitivity reaction to ABRAXANE. (4) 

----------------------- WARNINGS AND PRECAUTIONS ---------------------
•	 ABRAXANE caus es myelos uppression. Monitor CBC and withhold 

and/or reduc e the dos e as needed. (5.1) 
•	 Sens ory neuropathy occurs frequently and may require dos e 

reduction or treatment interruption. (5.2) 
•	 Sepsis occurred in patients with or without neutropenia who received 

ABRAXANE in combination with gemcitabine; interrupt ABRAXANE 
and gemcitabine until sepsis res olves, and if neutropenic, until 
neutrophils are at least 1500 cells/mm3, then resume treatment at 
reduced dose levels . (5.3) 
•	 Pneumonitis occurred with the us e of ABRAXANE in c ombination 

with gemcitabine; permanently disc ontinue treatment with 
ABRAXANE and gemc itabine. (5.4) 
•	 Severe hypers ensitivity reactions with f atal outc ome have been 

reported.  Do not re-challenge with this drug. (5.5) 
•	 Exposure and toxic ity of paclitaxel c an be increas ed in patients with 

hepatic impairment; theref ore administer with c aution. (5.6) 
•	 ABRAXANE c ontains albumin derived from human blood, which has 

a theoretic al ris k of viral transmission. (5.7) 
•	 Fetal harm may occur when administered to a pregnant woman. 

Advise women of childbearing potential to avoid bec oming pregnant 
while rec eiving ABRAXANE. (5.8) 
• Advise men not to father a child while on ABRAXANE. (5.9) 

------------------------------ ADVERSE REACTIONS ----------------------------
•	 The most common adverse reactions (≥ 20%) in metastatic breast 

cancer are alopecia, neutropenia, s ens ory neuropathy, abnormal 
ECG, f atigue/asthenia, myalgia/arthralgia, AST elevation, alkaline 
phosphatase elevation, anemia, naus ea, infections, and 
diarrhea. (6.1) 
•	 The most common adverse reactions (≥ 20%) in NSCLC are anemia, 

neutropenia, thrombocytopenia, alopecia, peripheral neuropathy, 
nausea, and f atigue. (6.2) 
•	 The most common (≥ 20%) advers e reactions of ABRAXANE in 

adenoc arcinoma of the pancreas are neutropenia, fatigue, peripheral 
neuropathy, naus ea, alopecia, peripheral edema, diarrhea, pyrexia, 
vomiting, decreased appetite, rash, and dehydration. (6.3) 

To report SUSPECTED ADVERSE REACTIONS, contact Celgene 
Corporation at 1-888-423-5436 or FDA at 1-800-FDA-1088 or 
www.fda.gov/medwatch. 

------------------------------ DRUG INTERACTIONS -----------------------------
•	 Use c aution when c onc omitantly administering ABRAXANE with 

inhibitors or induc ers of either CYP2C8 or CYP3A4. (7) 

See 17 for PATIENT COUNSELING INFORM ATION and 
FDA-approved patient labeling. 

Revised: October 2013 

Reference ID: 3399014 
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FULL PRESCRIBING INFORMATION: CONTENTS* 

WARNING: NEUTROPENIA 
1 INDICATIONS AND USAGE 

1.1	 Metastatic Breast Canc er
 
1.2	 Non-Small Cell Lung Canc er
 
1.3	 Adenoc arcinoma of the Pancreas
 

2 DOSAGE AND ADMINISTRATION 
2.1	 Metastatic Breast Canc er
 
2.2	 Non-Small Cell Lung Canc er
 
2.3	 Adenoc arcinoma of the Pancreas
 
2.4	 Dos age in Patients with Hepatic Impairment
 
2.5	 Dos e Reduction/Disc ontinuation Rec ommendations
 
2.6	 Preparation and Administration Prec autions
 
2.7	 Preparation for Intravenous Administration
 
2.8	 Stability
 

3 DOSAGE FORMS AND STRENGTHS 
4 CONTRAINDICATIONS 
5 WARNINGS AND PRECAUTIONS 

5.1	 Hematologic Effects
 
5.2	 Nervous System
 
5.3	 Sepsis
 
5.4	 Pneumonitis
 
5.5	 Hypers ensitivity
 
5.6	 Hepatic Impairment
 
5.7	 Albumin (Human)
 
5.8	 Use in Pregnanc y
 
5.9	 Use in Men
 

6 ADVERSE REACTIONS 
6.1	 Clinical Trials Experience in Metastatic Breast C ancer
 
6.2	 Clinical Trials Experience in Non-Small Cell Lung Cancer
 
6.3	 Clinical Trials Experience in Adenocarcinoma of the
 

Pancreas
 

6.4	 Post-Marketing Experience with ABRAXANE and other
 
Paclitaxel Formulations
 

6.5	 Accidental Exposure
 
7 DRUG INTERACTIONS 
8 USE IN SPECIFIC POPULATIONS 

8.1	 Pregnancy
 
8.3	 Nursing Mothers
 
8.4	 Pediatric Use
 
8.5	 Geriatric Us e
 
8.6	 Patients with Hepatic Impairment
 
8.7	 Patients with Renal Impairment
 

10 OVERDOSAGE 
11 DESCRIPTION 
12 CLINICAL PHARMACOLOGY 

12.1	 Mechanism of Action
 
12.3	 Pharmacokinetics
 

13 NONCLINICAL TOXICOLOGY 
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
 

14 CLINICAL STUDIES 
14.1	 Metastatic Breast C ancer
 
14.2	 N on-Small Cell Lung Cancer
 
14.3	 Adenoc arcinoma of the Pancreas
 

15 REFERENCES 
16 HOW SUPPLIED/STORAGE AND HANDLING 

16.1	 How Supplied
 
16.2	 Storage
 
16.3	 Handling and Dispos al
 

17 PATIENT COUNSELING INFORM ATION 

* Sections or subs ections omitted from the Full Prescribing Inf ormation 
are not listed. 
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FULL PRESCRIBING INFORM ATION
 
ABRAXANE® for Injectable Suspension (paclitaxel protein-bound particles for injectable suspension) (albumin-bound)
 

WARNING: NEUTROPENIA 

•	 Do not administer ABRAXANE therapy to patients who have baseline neutrophil counts of less than 1,500 
cells/mm3 . In order to monitor the occurrence of bone marrow suppression, primarily neutropenia, which 
may be severe and result in infection, it is recommended that frequent peripheral blood cell counts be 
performed on all patients receiving ABRAXANE [see Contraindications (4), Warnings and Precautions (5.1) 
and Adverse Reactions (6.1, 6.2, 6.3)]. 

•	 Note: An albumin form of paclitaxel may substantially affect a drug’s functional properties relative to those 
of drug in solution. DO NOT SUBSTIT UTE FOR OR WITH OTHER PACLIT AXEL FORMULATIONS. 

1 INDICATIONS AND USAGE 

1.1 M etastatic Breast Cancer 
ABRAXANE is indic ated f or the treatment of breast c anc er after f ailure of c ombination chemotherapy f or metastatic dis eas e or 
relaps e within 6 months of adjuvant chemotherapy. Prior therapy should have included an anthrac ycline unless clinically 
contraindic ated. 

1.2 Non-Small Cell Lung Cancer 
ABRAXANE is indicated f or the first-line treatment of loc ally advanc ed or metas tatic non-small c ell lung c anc er, in combination with 
carboplatin, in patients who are not c andidates for curative s urgery or radiation therapy. 

1.3 Adenocarcinoma of the Pancreas 
ABRAXANE is indicated f or the first-line treatment of patients with metastatic adenocarcinoma of the pancreas, in c ombination with 
gemcitabine. 

2 DOSAGE AND ADMINISTRATION 

2.1 M etastatic Breast Cancer 
After failure of c ombination chemotherapy f or metastatic breast c ancer or relapse within 6 months of adjuvant c hemotherapy, the 
rec ommended regimen f or ABRAXANE is 260 mg/m2 administered intravenous ly over 30 minutes every 3 weeks. 

2.2 Non-Small Cell Lung Cancer 
The rec ommended dos e of ABRAXANE is 100 mg/m2 administered as an intravenous infusion over 30 minutes on D ays 1, 8, and 
15 of eac h 21-day cycle. Administer c arboplatin on Day 1 of eac h 21 day c ycle immediately after ABRAXANE [see Clinical Studies 
(14.2)]. 

2.3 Adenocarcinoma of the Pancreas 
The rec ommended dos e of ABRAXANE is 125 mg/m2 administered as an intravenous infusion over 30-40 minutes on Days 1, 8 and 
15 of eac h 28-day c ycle. Administer gemcitabine immediately after ABRAXANE on Days 1, 8 and 15 of each 28-day cycle [see 
Clinic al Studies (14.3)]. 

2.4 Dosage in Patients with Hepatic Impairment 
No dos e adjustment is nec ess ary f or patients with mild hepatic impairment. Patients with moderate and s evere hepatic impairment 
treated with ABRAXANE may be at increas ed ris k of toxic ities known to paclitaxel. W ithhold ABRAXANE if AST >10 x ULN or 
bilirubin > 5 x ULN.  Rec ommendations f or dos age adjustment f or the first course of therapy are shown in T able 1. 

For metastatic breast c anc er, the dos e of ABRAXANE c an be increas ed from 130 mg/m2 up to 200 mg/m2 in patients with s evere 
hepatic impairment in subs equent c ycles bas ed on individual tolerance. 

For non-small c ell lung c anc er, reduc e the dose of ABRAXANE to 50 mg/m2 in patients with s evere hepatic impairment. In 
subs equent c ycles, the dose of ABRAXANE may be increas ed to 75 mg/m2 as tolerated. 

Monitor patients clos ely [see Warnings and Precautions (5.6), Use in Spec ific Populations (8.6) and Clinical Pharmac ology (12.3)]. 

Reference ID: 3399014 
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Table 1: Recommendations for Starting Dose in Patients with Hepatic Impairment 

SGOT (AST) 
Levels 

Bilirubin 
Levels ABRAXANE Dosea 

M BC NSCLC c Pancreatic c 

Adenocarcinoma 
Mild < 10 x ULN AND > ULN to ≤ 1.25 x ULN 260 mg/m2 100 mg/m2 125 mg/m2 

Moderate < 10 x ULN AND 1.26 to 2 x ULN 200 mg/m2 75 mg/m2 not rec ommended 

Severe < 10 x ULN AND 2.01 to 5 x ULN 130 mg/m2 b 50 mg/m2 not rec ommended 

> 10 x ULN OR > 5 x ULN not rec ommended not rec ommended not rec ommended 
MBC = Metastatic Breas t Canc er; NSCLC = Non-Small Cell Lung Canc er.
 
a Dos age rec ommendations are for the first c ours e of therapy. The need f or further dos e adjustments in subs equent c ours es
 

should be bas ed on individual toleranc e. 
b A dos e increas e to 200 mg/m2 in s ubs equent c ours es should be c onsidered bas ed on individual tolerance. 
c Patients with bilirubin levels above the upper limit of normal were excluded from clinical trials f or pancreatic or lung c anc er. 

2.5 Dose Reduction/Discontinuation Recommendations 

Metastatic Breast Cancer 
Patients who experienc e s evere neutropenia (neutrophil <500 c ells/mm3 for a week or longer) or s evere s ens ory neuropathy during 
ABRAXANE therapy should have dos age reduc ed to 220 mg/m2 for subs equent c ours es of ABRAXANE. For recurrenc e of s evere 
neutropenia or s evere s ens ory neuropathy, additional dose reduction should be made to 180 mg/m2 . For Grade 3 s ens ory 
neuropathy hold treatment until res olution to Grade 1 or 2, f ollowed by a dos e reduction for all s ubs equent c ours es of ABRAXANE 
[see Contraindications (4), Warnings and Precautions (5.1, 5.2) and Adverse Reactions (6.1)]. 

Non-Small Cell Lung Cancer 
• Do not administer ABRAXANE on Day 1 of a c ycle until abs olute neutrophil c ount (ANC) is at least 1500 c ells/mm3 and platelet 

count is at leas t 100,000 cells/mm3 [see Contraindications (4), Warnings and Precautions (5.1) and Adverse Reactions (6.2)]. 
•	 In patients who develop s evere neutropenia or thromboc ytopenia withhold treatment until c ounts rec over to an abs olute neutrophil 

count of at least 1500 c ells/mm3 and platelet c ount of at least 100,000 c ells/mm3 on Day 1 or to an abs olute neutrophil c ount of at 
least 500 cells/mm3 and platelet c ount of at leas t 50,000 c ells/mm3 on Days 8 or 15 of the c ycle. Upon resumption of dos ing, 
permanently reduc e ABRAXANE and c arboplatin dos es as outlined in T able 2. 
•	 W ithhold ABRAXANE for Grade 3-4 peripheral neuropathy.  Resume ABRAXANE and c arboplatin at reduc ed dos es (s ee T able 2) 

when peripheral neuropathy improves to Grade 1 or c ompletely res olves [s ee Warnings and Precautions (5.2) and Adverse 
Reactions (6.2)]. 

Table 2: Permanent Dose Reductions for Hematologic and Neurologic Adverse Drug Reactions in NSCLC 

Adverse Drug Reaction Occurrence 
Weekly 

ABRAXANE Dose 
(mg/m2) 

Every 3-Week 
Carboplatin Dose 
(AUC mg•min/mL) 

Neutropenic Fever (ANC less than 500/mm3 with fever 
>38°C) 

OR 
Delay of next cycle by more than 7 days for ANC less than 
1500/mm3 

OR 
ANC less than 500/mm3 for more than 7 days 

First 75 4.5 

Sec ond 50 3 

Third Discontinue Treatment 

Platelet c ount less than 50,000/mm3 
First 75 4.5 

Sec ond Discontinue Treatment 

First 75 4.5 

Severe s ens ory Neuropathy – Grade 3 or 4 Sec ond 50 3 

Third Discontinue Treatment 

Reference ID: 3399014 
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Adenoc arc inoma of the Pancreas 
Dos e level reductions for patients with adenoc arcinoma of the pancreas, as ref erenc ed in T ables 4 and 5, are provided in Table 3. 

Table 3: Dose Level Reductions for Patients with Adenocarcinoma of the Pancreas 

Dose Level ABRAXANE (mg/m2) Gemcitabine (mg/m2) 

Full dos e 125 1000 

1st dos e reduction 100 800 

2nd dos e reduction 75 600 

If additional dos e reduction required Discontinue Discontinue 

Rec ommended dos e modific ations for neutropenia and thromboc ytopenia f or patients with adenoc arcinoma of the pancreas are 
provided in T able 4. 

Table 4: Dose Recommendation and M odifications for Neutropenia and/or Thrombocytopenia at the Start of a Cycle or 
within a Cycle for Patients with Adenocarcinoma of the Pancreas 

Cycle 
Day ANC (cells/mm3) Platelet count (cells/mm3) ABRAXANE / Gemcitabine 

Day 1 < 1500 OR < 100,000 Delay doses until recovery 

Day 8 500 to < 1000 OR 50,000 to < 75,000 Reduc e 1 dos e level 

< 500 OR < 50,000 W ithhold dos es 

Day 15:  IF Day 8 doses were reduced or given without modification: 

500 to < 1000 OR 50,000 to < 75,000 Reduc e 1 dos e level from Day 8 

< 500 OR < 50,000 W ithhold dos es 

Day 15:  IF Day 8 doses were withheld: 

≥ 1000 OR ≥ 75,000 Reduc e 1 dos e level from Day 1 

500 to < 1000 OR 50,000 to < 75,000 Reduc e 2 dos e levels from Day 1 

< 500 OR < 50,000 W ithhold dos es 
Abbreviations: ANC = Abs olute Neutrophil Count 

Rec ommended dos e modific ations for other advers e drug reactions in patients with adenoc arcinoma of the pancreas are provided in 
Table 5. 

Table 5: Dose M odifications for Other Adverse Drug Reactions in Patients with Adenocarcinoma of the Pancreas 

Adverse Drug Reaction ABRAXANE Gemcitabine 

Febrile Neutropenia: 
Grade 3 or 4 

W ithhold until f ever res olves and ANC ≥ 1500; res ume at next lower dos e level 

Peripheral Neuropathy: 
Grade 3 or 4 

W ithhold until improves to ≤ Grade 1; 
resume at next lower dos e level 

No dos e reduction 

Cutaneous Toxicity: 
Grade 2 or 3 

Reduc e to next lower dos e level; discontinue treatment if toxic ity persists 

Gastrointestinal Toxicity: 
Grade 3 mucositis or diarrhea 

W ithhold until improves to ≤ Grade 1; 
resume at next lower dos e level 

2.6 Preparation and Administration Precautions 
ABRAXANE is a c ytotoxic drug and, as with other potentially toxic paclitaxel c ompounds, c aution should be exercised in handling 
ABRAXANE. The us e of gloves is rec ommended. If ABRAXANE (lyophilized c ake or reconstituted suspension) contacts the skin, 
was h the skin immediately and thoroughly with s oap and water. Following topic al exposure to paclitaxel, events may include 
tingling, burning and redness. If ABRAXANE c ontacts muc ous mem branes, the membranes should be flushed thoroughly with 
water. 

Reference ID: 3399014 
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Given the possibility of extravas ation, it is advis able to closely monitor the infusion site f or possible infiltration during drug
 
administration. Limiting the infusion of ABRAXANE to 30 minutes, as directed, reduces the likelihood of infusion-related reactions
 
[see Advers e Reactions (6.4)].
 

Premedic ation to prevent hypers ensitivity reactions is generally not needed prior to the administration of ABRAXANE.
 
Premedic ation may be need ed in patients who have had prior hypersensitivity reactions to ABRAXANE. Patients who experienc e a 

severe hypers ensitivity reaction to ABRAXANE should not be re-challenged with this drug [see Warnings and Precautions (5.5)].
 

2.7 Preparation for Intravenous Administration 
ABRAXANE is supplied as a sterile lyophilized powder f or rec onstitution bef ore us e. AVOID ERRORS, READ ENTIRE 
PREPARATION INSTRUCTIONS PRIOR TO RECONSTITUTION. 

1.	 Aseptic ally, rec onstitute eac h vial by injecting 20 mL of 0.9% Sodium Chloride Injection, USP. 

2.	 Slowly inject the 20 mL of 0.9% Sodium Chloride Injec tion, USP, over a minimum of 1 minute, using the 
sterile s yringe to direct the s olution flow onto the INSIDE W ALL OF THE VIAL. 

3.	 DO NOT INJECT the 0.9% Sodium Chloride Injection, USP, directly onto the lyophilized cake as this will 
result in f oaming. 

4.	 Onc e the injection is c omplete, allow the vial to sit f or a minimum of 5 minutes to ens ure proper wetting of 
the lyophilized c ake/powder. 

5.	 Gently swirl and/or invert the vial slowly f or at least 2 minutes until complete dissolution of any c ake/powder 
occurs. Avoid generation of f oam. 

6.	 If foaming or clumping occ urs, stand s olution f or at least 15 minutes until f oam subs ides . 

Each mL of the rec onstituted formulation will c ontain 5 mg/mL paclitaxel. 

Calculate the exact total dosing volume of 5 mg/mL suspension required f or the patient: Dosing volume (mL) = T otal dos e (mg)/5 
(mg/mL). 

The rec onstituted suspension should be milky and homogenous without visible particulates. If particulates or s ettling are visible, the 
vial should be gently inverted again to ensure c omplete res uspension prior to use. Disc ard the rec onstituted sus pension if 
precipitates are obs erved. Disc ard any unus ed portion. 

Injec t the appropriate amount of rec onstituted ABRAXANE into an empty, sterile intravenous bag [plasticized polyvinyl chloride 
(PVC) containers, PVC or non-PVC type intravenous bag]. The us e of spec ialized DEHP-free s olution c ontainers or administration 
sets is not nec ess ary to prepare or administer ABRAXANE infusions. The us e of an in-line filter is not rec ommended. 

Parenteral drug products should be inspected visually f or partic ulate matter and discoloration prior to administration whenever 
solution and c ontainer permit. 

2.8 Stability 
Unopened vials of ABRAXANE are stable until the date indic ated on the pac kage when stored between 20ºC to 25ºC (68ºF to 77ºF) 
in the original package. Neither freezing nor refrigeration advers ely affects the stability of the product. 

Stability of Reconstituted Suspens ion in the Vial 
Rec onstituted ABRAXANE in the vial should be us ed immediately, but may be refrigerated at 2ºC to 8ºC (36ºF to 46ºF) f or a 
maximum of 8 hours if nec ess ary. If not us ed immediately, each vial of rec onstituted suspension should be replac ed in the original 
carton to protect it from bright light. Disc ard any unus ed portion. 

Stability of Reconstituted Suspens ion in the Infus ion Bag 
The suspension for infusion when prepared as rec ommended in an infusion bag should be used immediately but may be stored at 
ambient temperature (approximately 25ºC) and lighting c onditions f or up to 4 hours. Disc ard any unus ed portion. 

3 DOSAGE FORMS AND STRENGTHS 
For injectable s uspension: lyophilized powder containing 100 mg of paclitaxel in single-us e vial f or rec onstitution. 

4 CONTRAINDICATIONS 
• ABRAXANE should not be us ed in patients who have bas eline neutrophil c ounts of < 1,500 c ells/mm3 . 
• Patients who experienc e a s evere hypers ensitivity reac tion to ABRAXANE should not be rechallenged with the drug. 

Reference ID: 3399014 
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5 WARNINGS AND PRECAUTIONS 

5.1 Hematologic Effects 
Bone marrow s uppression (primarily neutropenia) is dos e-dependent and a dose-limiting toxicity of ABRAXANE.  In clinical studies, 
Grade 3-4 neutropenia occurred in 34% of patients with metastatic breast cancer (MBC), 47% of patients with non-small cell lung 
canc er (NSCLC), and 38% of patients with pancreatic c anc er. 

Monitor f or myelotoxicity by perf orming c omplete blood c ell c ounts frequently, including prior to dosing on Day 1 (f or MBC) and 
Days 1, 8, and 15 (for NSCLC and f or pancreatic c anc er). Do not administer ABRAXANE to patients with bas eline abs olute 
neutrophil c ounts (ANC) of less than 1,500 c ells/mm3 . In the c as e of severe neutropenia (<500 c ells/mm3 f or s even days or more) 
during a c ours e of ABRAXANE therapy, reduc e the dose of ABRAXANE in subs equent c ours es in patients with either MBC or 
NSCLC. 

In patients with MBC, res ume treatment with every-3-week c yc les of ABRAXANE after ANC rec overs to a level >1,500 c ells/mm3 

and platelets rec over to a level >100,000 c ells/mm3 . 

In patients with NSCLC, res ume treatment if rec ommended (s ee Dos age and Administration, T able 2) at permanently reduc ed 
dos es f or both weekly ABRAXANE and every-3-week c arboplatin after ANC rec overs to at least 1500 cells/mm3 and platelet c ount 
of at leas t 100,000 cells/mm3 on Day 1 or to an ANC of at least 500 c ells/mm3 and platelet c ount of at leas t 50,000 c ells/mm3 on 
Days 8 or 15 of the c ycle [s ee Dosage and Administration (2.5)]. 

In patients with adenoc arcinoma of the pancreas, withhold ABRAXANE and gemcitabine if the ANC is less than 500 c ells/mm3 or 
platelets are less than 50,000 c ells/mm3 and delay initiation of the next cycle if the ANC is less than 1500 c ells/mm3 or platelet c ount 
is less than 100,000 cells/mm3 on Day 1 of the c yc le. Res ume treatment with appropriate dos e reduction if rec ommended [see 
Dosage and Administration (2.5)]. 

5.2 Nervous System
Sens ory neuropathy is dos e- and schedule-dependent [see Adverse Reactions (6.1, 6.2, 6.3)]. The occurrenc e of Grade 1 or 2 
sens ory neuropathy does not generally require dos e modific ation. If ≥ Grade 3 s ens ory neuropathy develops, withhold ABRAXANE 
treatment until res olution to Grade 1 or 2 for metastatic breas t c anc er or until res olution to ≤ Grade 1 for NSCLC and pancreatic 
canc er f ollowed by a dos e reduction f or all subsequent courses of ABRAXANE [see Dosage and Administration (2.5)]. 

5.3 Sepsis 
Sepsis occ urred in 5% of patients with or without neutropenia who received ABRAXANE in c ombination with gemcitabine. Biliary 
obstruction or pres enc e of biliary stent were ris k f actors f or s evere or fatal s epsis. If a patient bec omes f ebrile (regardless of ANC) 
initiate treatment with broad spectrum antibiotics. For f ebrile neutropenia, interrupt ABRAXANE and gemc itabine until f ever res olves 
and ANC ≥ 1500, then res ume treatment at reduc ed dos e levels [see Dosage and Administration (2.5)]. 

5.4 Pneumonitis 
Pneumonitis, including s ome c as es that were f atal, occurred in 4% of patients rec eiving ABRAXANE in combination with 
gemcitabine. Monitor patients f or signs and s ymptoms of pneumonitis and interrupt ABRAXANE and gemcitabine during evaluation 
of suspected pneumonitis. After ruling out infectious etiology and upon making a diagnosis of pneumonitis, permanently discontinue 
treatment with ABRAXANE and gemcitabine. 

5.5 Hypersensitivity 
Severe and s ometimes f atal hypers ens itivity reac tions, including anaphylactic reactions, have been reported. Patients who 
experienc e a s evere hypers ens itivity reac tion to ABRAXANE should not be re-challenged with this drug. 

5. 6 Hepatic Impairment 
Bec aus e the expos ure and toxic ity of paclitaxel c an be increased with hepatic impairment, administration of ABRAXANE in patients 
with hepatic impairment s hould be perf ormed with c aution. The starting dos e should be reduc ed f or patients with moderate or 
severe hepatic impairment [s ee Dosage and Administration (2.4), Us e in Spec ific Populations (8.6) and Clinical Pharmac ology 
(12.3)]. 

5.7 Albumin (Human) 
ABRAXANE c ontains albumin (human), a derivative of human blood. Bas ed on eff ective donor screening and product manuf acturing 
proc ess es, it c arries a remote risk f or transmission of viral dis eases. A theoretic al risk for trans mission of Creutzf eldt-J akob Dis eas e 
(CJD) als o is c onsidered extremely remote. No c as es of trans mission of viral dis eas es or CJD have ever been identified for 
albumin. 

5.8 Use in Pregnancy 
ABRAXANE c an c aus e f etal harm when administered to a pregnant woman. Administration of paclitaxel protein-bound particles to 
rats during pregnanc y at dos es lower than the maximum rec ommended human dose, based on body surface area, caus ed embryo-
fetal toxicities, including intrauterine mortality, increased resorptions, reduced numbers of live f etus es, and malf ormations. 

There are no adequate and well-c ontrolled studies in pregnant women rec eiving ABRAXANE. If this drug is us ed during pregnanc y, 
or if the patient bec omes pregnant while rec eiving this drug, the patient should be apprised of the potential hazard to the fetus. 
W omen of childbearing potential s hould be advis ed to avoid bec oming pregnant while rec eiving ABRAXANE [see Use in Specific 
Populations (8.1)]. 
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5.9 Use in M en 
Men should be advis ed not to father a child while rec eiving ABRAXANE [see Nonclinical Toxicology (13.1)]. 

6 ADVERSE REACTIONS 
Bec aus e clinic al trials are c onducted under widely varying conditions, advers e reaction rates obs erved in the clinic al trials of a drug 
cannot be directly c ompared to rates in the clinic al trials of another drug and may not reflect the rates observed in prac tic e. 

The most c ommon advers e reactions (≥ 20%) with single-agent us e of ABRAXANE in metastatic breast c anc er are alopecia, 
neutropenia, s ens ory neuropathy, abnormal ECG, f atigue/as thenia, myalgia/arthralgia, AST elevation, alkaline phos phatas e 
elevation, anemia, naus ea, infections, and diarrhea [see Adv erse Reactions (6.1)]. 

The most c ommon advers e reactions (≥ 20%) of ABRAXANE in c ombination with carboplatin f or non-small c ell lung c anc er are 
anemia, neutropenia, thromboc ytopenia, alopecia, peripheral neuropathy, nausea, and f atigue [see Adverse Reactions (6.2)] The 
most common s erious advers e reactions of ABRAXANE in c ombination with c arboplatin f or non-small c ell lung c anc er are anemia 
(4%) and pneumonia (3%). The mos t c ommon advers e reactions res ulting in permanent disc ontinuation of ABRAXANE are 
neutropenia (3%), thrombocytopenia (3%), and peripheral neuropathy (1%). The most c ommon advers e reactions resulting in dos e 
reduction of ABRAXANE are neutropenia (24%), thromboc ytopenia (13%), and anemia (6%). The most c ommon advers e reactions 
leading to withholding or delay in ABRAXANE dosing are neutropenia (41%), thromboc ytopenia (30%), and anemia (16%). 

In a randomized open-label trial of ABRAXANE in combination with gemcitabine f or pancreatic adenoc arcinoma [see Clinical 
Studies (14.3)], the most c ommon (≥ 20%) s elected (with a ≥ 5% higher incidenc e) advers e reac tions of ABRAXANE are 
neutropenia, fatigue, peripheral neuropathy, naus ea, alopecia, peripheral edema, diarrhea, pyrexia, vomiting, decreased appetite, 
rash, and dehydration. The most c ommon s erious advers e reactions of ABRAXANE (with a ≥ 1% higher incidenc e) are pyrexia 
(6%), dehydration (5%), pneumonia (4%) and vomiting (4%). The most c ommon advers e reac tions res ulting in permanent 
discontinuation of ABRAXANE are peripheral neuropathy (8%), fatigue (4%) and thrombocytopenia (2%). The mos t c ommon 
advers e reactions resulting in dos e reduction of ABRAXANE are neutropenia (10%) and peripheral neuropathy (6%). The most 
common advers e reactions leading to withholding or delay in ABRAXANE dosing are neutropenia (16%), thromboc ytopenia (12%), 
fatigue (8%), peripheral neuropathy (15%), anemia (5%) and diarrhea (5%). 

6.1 Clinical Trials Experience in M etastatic Breast Cancer 
Table 6 s hows the frequenc y of important advers e events in the randomized c omparative trial f or the patients who rec eived either 
single-agent ABRAXANE or paclitaxel injec tion f or the treatment of metastatic breast c anc er. 

Table 6: Frequencya of Important Treatment Emergent Adverse Events in the Randomiz ed M etastatic Breast
 
Cancer Study on an Ev ery-3-Weeks Schedule
 

Percent of Patients 
ABRAXANE 

260 mg/m2 over 30 min 
(n=229) 

Paclitaxel Injection 
175 mg/m2 over 3 hb 

(n=225) 
Bone Marrow 
Neutropenia 

< 2.0 x 109/L 
< 0.5 x 109/L 

80 
9 

82 
22 

Thromboc ytopenia 
< 100 x 109/L 
< 50 x 109/L 

2 
<1 

3 
<1 

Anemia 
< 11 g/dL 
< 8 g/dL 

33 
1 

25 
<1 

Inf ections 24 20 
Febrile Neutropenia 2 1 
Neutropenic Sepsis <1 <1 
Bleeding 2 2 

Hypersensitivity Reactionc 

All 4 12 
Severed 0 2 

Cardiovascular 
Vital Sign Changes During Administration 

Bradycardia <1 <1 
Hypotens ion 5 5 

Severe Cardiovascular Eventsd 3 4 
Abnormal ECG 
All Patients 60 52 
Patients with Normal Bas eline 35 30 

Reference ID: 3399014 
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Table 6: Frequencya of Important Treatment Emergent Adverse Events in the Randomiz ed M etastatic Breast
 
Cancer Study on an Ev ery-3-Weeks Schedule (continued)
 

Percent of Patients 
ABRAXANE 

260 mg/m2 over 30 min 
(n=229) 

Paclitaxel Injection 
175 mg/m2 over 3 hb 

(n=225) 
Respiratory 
Cough 7 6 
Dyspnea  12 9 

Sensory Neuropathy 
Any Symptoms 71 56 
Severe Symptomsd 10 2 

Myalgia / Arthralgia 
Any Symptoms 44 49 
Severe Symptomsd 8 4 

Asthenia 
Any Symptoms 47 39 
Severe Symptomsd 8 3 

Fluid Retention/Edema 
Any Symptoms 10 8 
Severe Symptomsd 0 <1 

Gastrointestinal 
Naus ea 

Any Symptoms 30 22 
Severe Symptoms d 3 <1 

Vomiting 
Any Symptoms 18 10 
Severe Symptomsd 4 1 

Diarrhea 
Any Symptoms 27 15 
Severe Symptomsd <1 1 

Muc ositis 
Any Symptoms 7 6 
Severe Symptomsd <1 0 

Alopecia 90 94 
Hepatic (Patients with Normal Bas eline) 
Bilirubin Elevations 7 7 
Alkaline Phosphatase Elevations 36 31 
AST (SGOT) Elevations 39 32 

Injection Site Reaction <1 1 
a Bas ed on worst grade by NCI Common T erminology Criteria f or Advers e Events (CTCAE) version 2. 
b Paclitaxel injection patients rec eived premedic ation. 
c Includes treatment-related events related to hypers ensitivity (e.g., flushing, dyspnea, chest pain, hypotension) that began 

on a day of dosing. 
d Severe events are defined as at least grade 3 toxic ity. 

Adverse Event Experiences by Body System 

Hematologic Disorders 
Neutropenia was dos e dependent and revers ible. Among patients with metastatic breast c anc er in the randomized trial, neutrophil 
counts dec lined below 500 c ells/mm3 (Grade 4) in 9% of the patients treated with a dos e of 260 mg/m2 c ompared to 22% in patients 
receiving paclitaxel injection at a dose of 175 mg/m2 . Panc ytopenia has been obs erved in clinic al trials. 

Infections 
Inf ectious epis odes were reported in 24% of the patients treated with ABRAXANE. Oral candidiasis, res piratory tract infections and 
pneumonia were the most frequently reported infectious c omplications. 

Hypersensitivity Reactions (HSRs) 
Grade 1 or 2 HSRs occurred on the day of ABRAXANE administration and c onsisted of dyspnea (1%) and flushing, hypotens ion, 
chest pain, and arrhythmia (all <1%). The us e of ABRAXANE in patients previous ly exhibiting hypers ensitivity to paclitaxel injection 
or human albumin has not been studied. 

Cardiovascular 
Hypotension, during the 30-minute infusion, occ urred in 5% of patients. Bradyc ardia, during the 30-minute infusion, occurred in <1% 
of patients.  Thes e vital sign c hanges most often c aus ed no symptoms and required neither specific therapy nor treatment 
discontinuation. 

Reference ID: 3399014 
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Severe c ardiovasc ular events possibly related to single-agent ABRAXANE occurred in approximately 3% of patients. Thes e events 
included c ardiac ischemia/inf arction, chest pain, c ardiac arrest, s upraventric ular tac hyc ardia, edema, thrombosis, pulmonary 
thromboembolis m, pulmonary emboli, and hypertens ion. Cas es of c erebrovascular attac ks (strokes) and transient ischemic attacks 
have been reported. 

Electroc ardiogram (ECG) abnormalities were c ommon among patients at baseline.  ECG abnormalities on study did not usually 
result in s ymptoms, were not dos e-limiting, and required no intervention. ECG abnormalities were noted in 60% of patients. Among 
patients with a normal ECG prior to study entry, 35% of all patients developed an abnormal tracing while on study. The most 
frequently reported ECG modific ations were non-s pecific repolarization abnormalities, sinus bradyc ardia, and sinus tac hyc ardia. 

Respiratory 
Dyspnea (12%), c ough (7%), and pneumothorax (<1%) were reported after treatment with ABRAXANE. 

Neurologic 
The frequenc y and s everity of s ens ory neuropathy increas ed with cumulative dose. Sens ory neuropathy was the c aus e of 
ABRAXANE disc ontinuation in 7/229 (3%) patients. T wenty-f our patients (10%) treated with ABRAXANE developed Grade 3 
peripheral neuropathy; of thes e patients, 14 had documented improvement after a median of 22 days; 10 patients resumed 
treatment at a reduc ed dos e of ABRAXANE and 2 discontinued due to peripheral neuropathy. Of the 10 patients without 
documented improvement, 4 discontinued the study due to peripheral neuropathy. 

No Grade 4 s ens ory neuropathies were reported. Only one inc ident of motor neuropathy (Grade 2) was obs erved in either arm of 
the c ontrolled trial. 

Vis ion Dis orders 
Ocular/vis ual disturbanc es occ urred in 13% of all patients (n=366) treated with ABRAXANE and 1% were severe. The s evere c as es 
(keratitis and blurred vision) were reported in patients who rec eived higher dos es than thos e rec ommended (300 or 375 mg/m2). 
Thes e effects generally have been reversible. 

Arthralgia/Myalgia 
The s ymptoms were usually transient, occurred two or three days af ter ABRAXANE administration, and resolved within a f ew days. 

Hepatic 
Grade 3 or 4 elevations in GGT were reported f or 14% of patients treated with ABRAXANE and 10% of patients treated with 
paclitaxel injection in the randomized trial. 

Renal 
Overall 11% of patients experienc ed creatinine elevation, 1% s evere. No disc ontinuations, dos e reductions, or dos e delays were 
caused by renal toxicities. 

Other Clinic al Events 
Nail changes (changes in pigmentation or disc oloration of nail bed) have been reported. Edema occ urred in 10% of patients; no 
patients had s evere edema. Dehydration and pyrexia were als o reported. 

6.2 Clinical Trials Experience in Non-Small Cell Lung Cancer 
Advers e reac tions were ass ess ed in 514 ABRAXANE/c arboplatin-treated patients and 524 paclitaxel injection/carboplatin-treated 
patients receiving first-line systemic treatment f or loc ally advanc ed (s tage IIIB) or metastatic (IV) non-small cell lung c anc er 
(NSCLC) in a multic enter, randomized, open-label trial. ABRAXANE was administered as an intravenous infusion over 30 minutes 
at a dos e of 100 mg/m2 on Days 1, 8, and 15 of eac h 21-day cycle. Paclitaxel injection was administered as an intravenous infusion 
over 3 hours at a dos e of 200 mg/m2, following premedic ation. In both treatment arms c arboplatin at a dos e of AUC = 6 mg• min/mL 
was administered intravenously on Day 1 of each 21-day c ycle after completion of ABRAXANE/paclitaxel infusion. 
The differenc es in paclitaxel dos e and schedule between the two arms limit direct comparison of dose- and schedule-dependent 
advers e reactions. Among patients evaluable for advers e reac tions, the median age was 60 years, 75% were men, 81% were 
W hite, 49% had adenoc arcinoma, 43% had s quamous c ell lung cancer, 76% were ECOG PS 1. Patients in both treatment arms 
rec eived a median of 6 c yc les of treatment. 

The following c ommon (≥ 10% incidenc e) advers e reactions were observed at a similar incidence in ABRAXANE plus c arboplatin
treated and paclitaxel injection plus c arboplatin-treated patients: alopecia 56%, naus ea 27%, f atigue 25%, decreas ed appetite 17%, 
asthenia 16%, c onstipation 16%, diarrhea 15%, vomiting 12%, dys pnea 12%, and rash 10% (incidenc e rates are f or the 
ABRAXANE plus c arboplatin treatment group). 

Table 7 provides the frequenc y and s everity laboratory-detected abnormalities which occurred with a differenc e of ≥ 5% f or all 
grades (1-4) or ≥ 2% for Grade 3-4 toxicity between ABRAXANE plus carboplatin-treated patients or paclitaxel injection plus 
carboplatin-treated patients. 
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Table 7: Selected Hematologic Laboratory-Detected Abnormalities With a Difference of ≥ 5% for grades (1-4) 
or ≥ 2 % for Grade 3-4 Toxicity Between Treatment Groups 

ABRAXANE (100 mg/m2 weekly) 
plus carboplatin 

Paclitaxel Injection (200 mg/m2 every 3 weeks) 
plus carboplatin 

Grades 1-4 ( %) Grade 3-4 ( %) Grades 1-4 ( %) Grade 3-4 ( %) 

Anemia1,2 98 28 91 7 

Neutropenia1,3 85 47 83 58 

Thromboc ytopenia1,3 68 18 55 9 
1 508 patients ass ess ed in ABRAXANE/c arboplatin-treated group 
2 514 patients ass ess ed in paclitaxel injection/c arboplatin-treated group 
3 513 patients ass ess ed in paclitaxel injection/c arboplatin-treated group 

Table 8 provides the frequenc y and s everity of advers e reactions, which occurred with a differenc e of ≥ 5% f or all grades (1-4) or 
≥ 2% f or Grade 3-4 between either treatment group f or the 514 ABRAXANE plus carboplatin-treated patients c ompared with the 524 
patients who received paclitaxel injec tion plus c arboplatin. 

Table 8: Selected Adverse Reactions with a Difference of ≥5 % for All Grade Toxicity or ≥2 % for Grade 3-4 Toxicity 
Between Treatment Groups 

System Organ 
Class 

M edDRA v 12.1 
Preferred Term 

ABRAXANE (100 mg/m2 weekly) 
+ carboplatin 

(N=514) 

Paclitaxel Injection (200 mg/m2 

every 3 weeks) + carboplatin 
(N=524) 

Grade 1-4 
Toxicity 

( %) 

Grade 3-4 
Toxicity 

( %) 

Grades 1-4 
Toxicity 

( %) 

Grade 3-4 
Toxicity 

( %) 
Nervous s ys tem 
dis orders 

Peripheral neuropathya 48 3 64 12 

General dis orders 
and administration 
site c onditions 

Edema peripheral 10 0 4 <1 

Respiratory 
thoracic and 
medias tinal 
dis orders 

Epistaxis 7 0 2 0 

Musculoskeletal 
and c onnec tive 

Arthralgia 13 <1 25 2 

tissue dis orders Myalgia 10 <1 19 2 
a Peripheral neuropathy is defined by the MedDRA Vers ion 14.0 SMQ neuropathy (broad sc ope). 

For the ABRAXANE plus c arboplatin treated group, 17/514 (3%) patients developed Grade 3 peripheral neuropathy and no patients 
developed Grade 4 peripheral neuropathy.  Grade 3 neuropathy improved to Grade 1 or res olved in 10/17 patients (59%) f ollowing 
interruption or disc ontinuation of ABRAXANE. 

6.3 Clinical Trials Experience in Adenocarcinoma of the Pancreas 
Advers e reac tions were ass ess ed in 421 patients who received ABRAXANE plus gemc itabine and 402 patients who received 
gemcitabine f or the first-line s ystemic treatment of metas tatic adenoc arcinoma of the pancreas in a multic enter, multinational, 
randomized, c ontrolled, open-label trial. Patients received a median treatment duration of 3.9 months in the 
ABRAXANE/gemcitabine group and 2.8 months in the gemcitabine group. For the treated population, the median relative dos e 
intensity for gemc itabine was 75% in the ABRAXANE/gemc itabine group and 85% in the gemcitabine group. The median relative 
dose intensity of ABRAXANE was 81%. 

Table 9 provides the frequenc y and s everity of laboratory-detected abnormalities which occurred at a higher incidenc e f or Grades 1
4 (≥ 5%) or f or Grade 3-4 (≥ 2%) toxicity in ABRAXANE plus gemcitabine-treated patients. 
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Table 9: Selected Hematologic Laboratory-Detected Abnormalities with a Higher Incidence (≥ 5% for Grades 1-4 or 
≥ 2 % for Grades 3-4 Ev ents) in the ABRAXANE/G emcitabine Arm 

ABRAXANE(125 mg/m2)/ 
Gemcitabined Gemcitabine 

Grades 1-4 
( %) 

Grade 3-4 
( %) 

Grades 1-4 
( %) 

Grade 3-4 
( %) 

Neutropeniaa, b 73 38 58 27 

Thromboc ytopeniab,c 74 13 70 9 
a 405 patients ass ess ed in ABRAXANE/gemc itabine-treated group 
b 388 patients ass ess ed in gemcitabine-treated group 
c 404 patients ass ess ed in ABRAXANE/gemc itabine-treated group 
d Neutrophil growth f actors were administered to 26% of patients in the ABRAXANE/gemcitabine group. 

Table 10 provides the frequenc y and s everity of advers e reactions which occurred with a differenc e of ≥ 5% f or all grades or 
≥ 2% f or Grade 3 or higher in the ABRAXANE plus gemcitabine-treated group c ompared to the gemc itabine group. 

Table 10: Selected Adverse Reactions with a Higher Incidence (≥5 % for All Grade Toxicity or ≥2 % for Grade 3 or 
Higher Toxicity) in the ABRAXANE/Gemcitabine Arm 

System Organ Class Adverse Reaction 

ABRAXANE (125 mg/m2) and 
gemcitabine (N=421) 

Gemcitabine (N=402) 

All Grades 
Grade 3 or 

Higher All Grades 
Grade 3 or 

Higher 

General dis orders and 
administration site c onditions 

Fatigue 248 (59%) 77 (18%) 183 (46%) 37 (9%) 

Peripheral edema 194 (46%) 13 (3%) 122 (30%) 12 (3%) 

Pyrexia 171 (41%) 12 (3%) 114 (28%) 4 (1%) 

Asthenia 79 (19%) 29 (7%) 54 (13%) 17 (4%) 

Muc os itis 42 (10%) 6 (1%) 16 (4%) 1 (<1%) 

Gastrointestinal disorders Naus ea 228 (54%) 27 (6%) 192 (48%) 14 (3%) 

Diarrhea 184 (44%) 26 (6%) 95 (24%) 6 (1%) 

Vomiting 151 (36%) 25 (6%) 113 (28%) 15 (4%) 

Skin and subcutaneous 
tissue dis orders 

Alopecia 212 (50%) 6 (1%) 21 (5%) 0 

Rash 128 (30%) 8 (2%) 45 (11%) 2 (<1%) 

Nervous s ys tem dis orders Peripheral neuropathya 227 (54%) 70 (17%) 51 (13%) 3 (1%) 

Dysgeusia 68 (16%) 0 33 (8%) 0 

Headache 60 (14%) 1 (<1%) 38 (9%) 1 (<1%) 

Metabolism and nutrition 
dis orders 

Decreas ed appetite 152 (36%) 23 (5%) 104 (26%) 8 (2%) 

Dehydration 87 (21%) 31 (7%) 45 (11%) 10 (2%) 

Hypokalemia 52 (12%) 18 (4%) 28 (7%) 6 (1%) 

Respiratory, thoracic and 
mediastinal disorders 

Cough 72 (17%) 0 30 (7%) 0 

Epistaxis 64 (15%) 1 (<1%) 14 (3%) 1 (<1%) 

Inf ections and inf estations Urinary tract infections b 47 (11%) 10 (2%) 20 (5%) 1 (<1%) 

Musculoskeletal and 
connective tissue disorders 

Pain in extremity 48 (11%) 3 (1%) 24 (6%) 3 (1%) 

Arthralgia 47 (11%) 3 (1%) 13 (3%) 1 (<1%) 

Myalgia 44 (10%) 4 (1%) 15 (4%) 0 
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Table 10: Selected Adverse Reactions with a Higher Incidence (≥5 % for All Grade Toxicity or ≥2 % for Grade 3 or 
Higher Toxicity) in the ABRAXANE/Gemcitabine Arm (continued) 

System Organ Class Adverse Reaction 

ABRAXANE (125 mg/m2) and 
gemcitabine (N=421) 

Gemcitabine (N=402) 

All Grades 
Grade 3 or 

Higher All Grades 
Grade 3 or 

Higher 

Ps ychiatric dis orders Depress ion 51 (12%) 1 (<1%) 24 (6%) 0 
a Peripheral neuropathy is defined by the MedDRA Version 15.0 Standard MedDRA Query neuropathy (broad scope).
 
b Urinary tract inf ections inc ludes the pref erred terms of: urinary tract inf ection, c ystitis, uros epsis, urinary trac t inf ection bacterial,
 

and urinary tract inf ection enteroc occc al. 

Additional clinic ally relevant advers e reac tions that were reported in < 10% of the patients with adenocarcinoma of the pancr eas 
who rec eived ABRAXANE/gemcitabine included: 

Inf ections & inf estations: oral c andidias is, pneumonia 
Vascular dis orders: hypertension 
Cardiac dis orders: tachycardia, congestive c ardiac f ailure 
Eye dis orders: c ys toid mac ular edema 

Peripheral Neuropathy 
Grade 3 peripheral neuropathy occ urred in 17% of patients who rec eived ABRAXANE/gemcitibine c ompared to 1% of patients who 
received gemcitabine only; no patients developed grade 4 peripheral neuropathy.  The median time to first occurrenc e of Grade 3 
peripheral neuropathy in the ABRAXANE arm was 140 days.  Upon s uspension of ABRAXANE dosing, the median time to 
improvement from Grade 3 peripheral neuropathy to ≤ Grade 1 was 29 days. Of ABRAXANE-treated patients with Grade 3 
peripheral neuropathy, 44% res umed ABRAXANE at a reduc ed dos e. 

Seps is 
Sepsis occ urred in 5% of patients who rec eived ABRAXANE/gemcitabine c ompared to 2% of patients who rec eived gemc itabine 
alone.  Sepsis occurred both in patients with and without neutropenia.  Ris k f actors f or s epsis included biliary obstruction or 
pres enc e of biliary stent. 

Pneumonitis 
Pneumonitis occurred in 4% of patients who rec eived ABRAXANE/gemcitabine c ompared to 1% of patients who rec eived 
gemcitabine alone.  T wo of 17 patients in the ABRAXANE arm with pneumonitis died. 

6.4 Post-Marketing Experience with ABRAXANE and other Paclitaxel Formulations 
Unless otherwis e noted, the following discussion ref ers to the adverse reactions that have been identified during post-approval us e 
of ABRAXANE. Becaus e thes e reactions are reported voluntarily from a population of unc ertain size, it is not always possible to 
reliably estimate their frequenc y or establish a c aus al relationship to drug exposure. In some instanc es, s evere events obs erved 
with paclitaxel injection may be expected to occur with ABRAXANE. 

Hypersensitivity Reactions 
Severe and sometimes f atal hypersensitivity reac tions have been reported with ABRAXANE. The use of ABRAXANE in patients 
previously exhibiting hypers ens itivity to pac litaxel injec tion or human albumin has not been studied. 

Cardiovascular 
There have been reports of c ongestive heart f ailure, left ventricular dysfunction, and atrioventricular bloc k with ABRAXANE. Most of 
the individuals were previously exp os ed to c ardiotoxic drugs, such as anthrac yclines , or had underlying cardiac history. 

Respiratory 
There have been reports of pneumonitis, interstitial pneumonia and pulmonary embolism in patients rec eiving ABRAXANE and 
reports of radiation pneumonitis in patients rec eiving c oncurrent radiotherapy. Reports of lung fibrosis have been received as part of 
the continuing surveillanc e of paclitaxel injection s af ety and may als o be obs erved with ABRAXANE. 

Neurologic 
Cranial nerve palsies and vocal c ord paresis have been reported, as well as autonomic neuropathy resulting in paralytic ileus. 

Vision Disorders 
Reports in the literature of abnormal visual evoked potentials in patients treated with paclitaxel injection sugges t persistent optic 
nerve damage. These may als o be obs erved with ABRAXANE. 

Reduced visual acuity due to cystoid mac ular edema (CME) has been reported during treatment with ABRAXANE as well as with 
other taxanes. After cessation of treatment, CME improves and visual acuity may return to bas eline. 

Hepatic 
Reports of hepatic necrosis and hepatic encephalopathy leading to death have been rec eived as part of the c ontinuing surveillanc e 
of paclitaxel injection s af ety and may occur f ollowing ABRAXANE treatment. 
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Gastrointestinal (G I) 
There have been reports of intestinal obstruction, intestinal perforation, pancreatitis, and ischemic c olitis f ollowing ABRAXANE 
treatment. There have been reports of neutropenic enteroc olitis (typhlitis), des pite the c oadministration of G-CSF, occurring in 
patients treated with pac litaxel injec tion alone and in combination with other chemotherapeutic agents. 

Injection Site Reaction 
There have been reports of extravas ation of ABRAXANE. Given the possibility of extravas ation, it is advis able to monitor closely the 
ABRAXANE infusion site f or possible infiltration during drug administration. 

Severe events s uch as phlebitis, c ellulitis, induration, necrosis, and fibrosis have been reported as part of the c ontinuing s urveillanc e 
of paclitaxel injection saf ety. In s ome c as es the ons et of the injection site reaction in paclitaxel injection patients either occurred 
during a prolonged infusion or was delayed by a week to ten days. Rec urrenc e of skin reactions at a site of previous extravasation 
following administration of pac litaxel injection at a different site, i.e., “recall”, has been reported. 

Other Clinic al Events 
Skin reactions including generalized or maculopapular rash, erythema, and pruritus have been obs erved with ABRAXANE.  There 
have been c as e reports of photos ensitivity reactions, radiation rec all phenomenon, and in some patients previously expos ed to 
capecitabine, reports of palmar-plantar erythrodys esthesia. Stevens-Johns on s yndrome and toxic epidermal necrolys is have been 
reported. 

There have been reports of c onjunctivitis, c ellulitis, and increas ed lacrimation with paclitaxel injection. 

6.5 Accidental Exposure 
No reports of accidental exp os ure to ABRAXANE have been rec eived. However, upon inhalation of pac litaxel, dys pnea, chest pain, 
burning eyes, s ore throat, and naus ea have been reported. Following topic al expos ure, events have included tingling, burning, and 
redness. 

7 DRUG INTERACTIONS 
The metabolism of pac litaxel is c atalyzed by C YP2C8 and CYP3A4. In the abs enc e of f ormal clinic al drug interaction studies, 
caution should be exercis ed when administering ABRAXANE concomitantly with medicines known to inhibit (e.g., ketoc onazole and 
other imidazole antifungals, erythromycin, fluoxetine, gemfibrozil, cimetidine, ritonavir, s aquinavir, indinavir, and nelfinavir) or induc e 
(e.g., rif ampicin, c arbamazepine, phenytoin, ef avirenz, and nevirapine) either C YP2C8 or CYP3A4. 

8 USE IN SPECIFIC POPULATIONS 

8.1 Pregnancy 
Pregnanc y Category D [see Warnings and Prec autions (5.9)]. 

There are no adequate and well-c ontrolled studies in pregnant women using ABRAXANE. Bas ed on its mechanism of action and 
findings in animals, ABRAXANE c an c aus e fetal harm when administered to a pregnant woman. If this drug is us ed during 
pregnanc y, or if the patient bec omes pregnant while rec eiving this drug, the patient should be appris ed of the potential hazard to the 
fetus. W omen of childbearing potential s hould be advised to avoid becoming pregnant while rec eiving ABRAXANE. 

Administration of pac litaxel protein-bound partic les to rats during pregnancy, on gestation days 7 to 17 at dos es of 6 mg/m2 

(approximately 2% of the daily maximum recommended human dose on a mg/m2 bas is) c aus ed embryof etal toxic ities, as indicated 
by intrauterine mortality, increas ed res orptions (up to 5-f old), reduced numbers of litters and live f etus es, reduction in f etal body 
weight and increas e in f etal anomalies. Fetal anomalies included s oft tissue and skeletal malformations, such as eye bulge, f olded 
retina, microphthalmia, and dilation of brain ventricles . A lower incidenc e of s oft tissue and s keletal malf ormations were also 
exhibited at 3 mg/m2 (approximately 1% of the daily maximum rec om mended human dos e on a mg/m2 bas is). 

8.3 Nursing Mothers 
It is not known whether paclitaxel is excreted in human milk. Pac litaxel and/or its metabolites were excreted into the milk of lactating 
rats. Bec aus e many drugs are excreted in human milk and because of the potential f or s erious advers e reac tions in nurs ing inf ants, 
a decision s hould be made to disc ontinue nursing or to discontinue the drug, taking into acc ount the importanc e of the drug to the 
mother. 

8.4 Pediatric Use 
The s af ety and effectiveness of ABRAXANE in pediatric patients have not been evaluated. 

8.5 Geriatric Use 
Of the 229 patients in the randomized study who rec eived ABRAXANE for the treatment of metastatic breast c anc er, 13% were at 
least 65 years of age and < 2% were 75 years or older. No toxic ities occurred notably more frequently among patients who rec eived 
ABRAXANE. 

Of the 514 patients in the randomized study who rec eived ABRAXANE and c arboplatin for the first-line treatment of non-s mall c ell 
lung c anc er, 31% were 65 years or older and 3.5% were 75 years or older.  Myelosuppression, peripheral neuropathy, and 
arthralgia were more frequent in patients 65 years or older c ompared to patients younger than 65 years old. No overall differenc e in 
eff ectiveness, as meas ured by respons e rates, was obs erved between patients 65 years or older c ompared to patients younger than 
65 years old. 
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Of the 431 patients in the randomized study who rec eived ABRAXANE and gemcitabine f or the first-line treatment of pancreatic 
adenoc arcinoma, 41% were 65 years or older and 10% were 75 years or older. No overall differenc es in eff ectiveness were 
obs erved between patients who were 65 years of age or older and younger patients.  Diarrhea, decreased appetite, dehydration and 
epistaxis were more frequent in patients 65 years or older c ompared with patients younger than 65 years old. Clinical studies of 
ABRAXANE did not include sufficient number of patients with pancreatic c anc er who were 75 years and older to determine whether 
they respond differently from younger patients. 

8.6 Patients with Hepatic Impairment 
Bec aus e the expos ure and toxic ity of paclitaxel c an be increased in patients with hepatic impairment, the administration of 
ABRAXANE should be perf ormed with c aution in patients with hepatic impairment [see Dosage and Administration (2.4), Warnings 
and Precautions (5.6) and Clinical Pharmacology (12.3)]. Abraxan e has not been studied in c ombination with gemcitabine f or the 
treatment of pancreatic c anc er in patients with a bilirubin greater than the upper limit of normal. 

8.7 Patients with Renal Impairment 
The us e of ABRAXANE has not been studied in patients with renal impairment. 

10 OVERDOSAGE 
There is no known antidote f or ABRAXANE overdosage. The primary anticipated c omplic ations of overdosage would consist of 
bone marrow suppression, s ens ory neurotoxicity, and muc ositis. 

11 DESCRIPTION 
ABRAXANE f or Injec table Suspension (pac litaxel protein-bound particles for injectable suspension) (albumin-bound) is an albumin-
bound f orm of paclitaxel with a mean particle size of approximately 130 nanometers. Paclitaxel exis ts in the particles in a non
crystalline, amorphous state. ABRAXANE is supplied as a white to yellow, sterile, lyophilized powder f or rec onstitution with 20 mL 
of 0.9% Sodium Chloride Injec tion, USP prior to intravenous infusion. Each single-us e vial c ontains 100 mg of paclitaxel (bound to 
human albumin) and approximately 900 mg of human albumin (containing s odium c aprylate and s odium ac etyltryptophanate). Each 
milliliter (mL) of rec onstituted sus pension contains 5 mg paclitaxel.  ABRAXANE is free of s olvents. 

The active agent in ABRAXANE is paclitaxel, a microtubule inhibitor. The chemical name for paclitaxel is 5β,20-Epoxy
1,2α,4,7β,10β,13α-hexahydroxytax-11-en-9-one 4,10-diac etate 2-benzoate 13-ester with (2R,3S)-N-benzoyl-3-phenylisoserine. 

Paclitaxel has the f ollowing structural f ormula: 

Paclitaxel is a white to off-white crys talline powder with the empirical formula C47H51NO14 and a molecular weight of 853.91. It is 
highly lipophilic, ins oluble in water, and melts at approximately 216°C to 217°C. 

12 CLINICAL PHARMACOLOGY 

12.1 M echanism of Action 
ABRAXANE is a microtubule inhibitor that promotes the ass embly of microtubules from tubulin dimers and stabilizes microtubules 
by preventing depolymerization. This stability res ults in the inhibition of the normal dynamic reorganization of the microtubule 
network that is ess ential f or vital interphas e and mitotic c ellular functions. Paclitaxel induces abnormal arrays or “bundles” of 
microtubules throughout the c ell c ycle and multiple asters of microtubules during mitosis. 

12.3 Pharmacokinetics 

Absorption 
The pharmacokinetics of total paclitaxel f ollowing 30 and 180-minute infusions of ABRAXANE at dos e levels of 80 to 375 mg/m2 

were determined in clinic al studies. Dos e levels of mg/m2 ref er to mg of paclitaxel in ABRAXANE. Following intravenous 
administration of ABRAXANE, paclitaxel plas ma c onc entrations declined in a biphasic manner, the initial rapid decline representing 
distribution to the peripheral c ompartment and the slower second phase representing drug elimination. The terminal half-lif e was 
approximately 27 hours. 

The drug exposure (AUCs) was dos e proportional over 80 to 375 mg/m2 and the pharmac okinetics of pac litaxel were independent of 
the duration of ABRAXANE administration. At the dose of 260 mg/m2 for metastatic breas t c anc er, the mean maximum 
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conc entration of pac litaxel, which occurred at the end of the infusion, was 18,741 ng/mL. The mean total clearanc e was 15 L/hr/m2 . 
The mean volume of distribution was 632 L/m2 indic ating extensive extravasc ular distribution and/or tissue binding of paclitaxel. 

The pharmac okinetic data of 260 mg/m2 ABRAXANE administered over a 30-minute infusion was c ompared to the 
pharmac okinetics of 175 mg/m2 paclitaxel injection over a 3-hour infusion.  The clearanc e was larger (43%) and the volume of 
distribution was als o higher (53%) f or ABRAXANE than f or pac litaxel injection.  Differenc es in the maximum c onc entration (Cmax) 
and dos e-c orrected Cma x reflected differenc es in total dos e and rate of infusion.  There were no differences in terminal half-lives. 

Distribution 
In vitro studies of binding to human s erum proteins, using paclitaxel c onc entrations ranging from 0.1 to 50 µg/mL, indicated that 
between 89% to 98% of drug is bound; the pres enc e of cimetidine, ranitidine, dexam ethas one, or diphenhydramine did not aff ect 
protein binding of paclitaxel. 

Metabolism 
In vitro studies with human liver microsomes and tissue slices showed that paclitaxel was metabolized primarily to 6α
hydroxypac litaxel by CYP2C8; and to two minor metabolites, 3’-p-hyd roxypaclitaxel and 6α, 3’-p-dihydroxypaclitaxel, by CYP3A4. In 
vitro, the metabolism of paclitaxel to 6α-hydroxypac litaxel was inhibited by a number of agents (ketoc onazole, verapamil, diazepam, 
quinidine, dexam ethas one, c yclos porin, tenipos ide, etopos ide, and vincristine), but the concentrations used exc eeded thos e f ound 
in v ivo following normal therapeutic doses. T estosterone, 17α-ethinyl estradiol, retinoic acid, and querc etin, a s pecific inhibitor of 
CYP2C8, als o inhibited the formation of 6α-hydroxypac litaxel in v itro. The pharmacokinetics of paclitaxel may also be altered in v ivo 
as a result of interactions with c ompounds that are substrates, inducers, or inhibitors of CYP2C8 and/or CYP3A4 [see Drug 
Interactions (7)]. 

Excretion 
After a 30-minute infusion of 260 mg/m2 doses of ABRAXANE, the mean values for cumulative urinary rec overy of unc hanged drug 
(4%) indic ated extens ive non-renal clearanc e. Less than 1% of the total administered dos e was excreted in urine as the metabolites 
6α-hydroxypaclitaxel and 3’-p-hydroxypaclitaxel. 

Fec al excretion was approximately 20% of the total dos e administered. 

Effect of Hepatic Impairment 
The pharmac okinetic profile of ABRAXANE administered as a 30-minute infusion was evaluated in 15 out of 30 s olid tumor patients 
with mild to s evere hepatic impairment defined by s erum bilirubin levels and AST levels. Patients with AST > 10 x ULN or 
bilirubin > 5 x ULN were not enrolled. ABRAXANE dos es were assigned bas ed on the degree of hepatic impairment as described: 

 Mild (bilirubin > ULN to ≤ 1.25 x ULN and AST > ULN and < 10 x ULN): 260 mg/m2 

 Moderate (bilirubin 1.26 to 2 x ULN and AST > ULN and < 10 x ULN): 200 mg/m2 

 Severe (bilirubin 2.01 to 5 x ULN and AST > ULN and < 10 x ULN): 130 mg/m2 

The 260 mg/m2 dos e f or mild hepatic impairment and the 200 mg/m2 dos e for moderate hepatic impairment resulted in paclitaxel 
exposures within the range s een in patients with normal hepatic func tion (mean AUC0-∞ = 14,789 ± 6,703 hr*ng/mL).  The 
130 mg/m2 dos e in patients with s evere hepatic impairment resulted in lower pac litaxel exposures than thos e seen in normal 
subjec ts.  In addition, patients with s evere hepatic impairment had higher mean cycle 1 abs olute neutrophil c ount (ANC) nadir 
values than thos e with mild and moderate hepatic impairment. Table 11 summarizes the AUC values obs erved in the study. The 
200 mg/m2 dos e has not been evaluated in patients with s evere hepatic impairment, but it is predicted to adjust the paclitaxel AUC 
to the range obs erved in patients with normal hepatic function. There are no data f or patients with AST >10 x ULN or bilirubin >5 x 
ULN [see Dosage and Administration (2.4) and Us e in Spec ific Populations (8.6)]. 

Table 11: Exposure (AUC0-∞) of ABRAXANE Administered Intravenously over 30 Minutes 
in Patients with Hepatic Impairment 

Mild 
(n=5) 

M oderate 
(n=5) 

Severea 

(n=5) 

Dose 260 mg/m2 200 mg/m2 130 mg/m2 

AUCinf (hr*ng/mL) 
Mean ± SD 
Median (range) 

17434 ± 11454 

13755 (7618, 35262) 

14159 ± 13346 

7866 (5919, 37613) 

9187 ± 6475 

6134 (5627, 20684) 
a bilirubin 2.01 to 5 x ULN and AST > ULN and < 10 x ULN 

Effect of Renal Impairment
 
The effect of renal impairment on the disposition of ABRAXANE has not been studied [see Use in Spec ific Populations (8.7)].
 

Pharmacok inetic Interactions between and ABRAXANE and Carboplatin 
Administration of c arboplatin immediately after the c ompletion of the ABRAXANE infusion to patients with NSCLC did not c aus e 
clinic ally meaningful changes in paclitaxel exposure. The obs erved mean AUCinf of free c arboplatin was approximately 23% higher 
than the targeted value (6 min*mg/mL), but its mean half-life and clearanc e were c onsistent with thos e reported in the absenc e of 
paclitaxel. 
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Pharmacok inetic Interactions between and ABRAXANE and Gemcitabine 
Pharmac okinetic interactions between ABRAXANE and gemcitabine have not been studied in humans. 

13 NONCLINICAL TOXICOLOGY 

13.1 Carcinogenesis, M utagenesis, Impairment of Fertility 
The c arcinogenic potential of ABRAXANE has not been studied. 

Paclitaxel was clastogenic in v itro (chromos ome aberrations in human lymphoc ytes) and in v iv o (micronucleus test in mic e). 
ABRAXANE was not mutagenic in the Ames test or the CHO/HGPRT gene mutation ass ay. 

Administration of pac litaxel protein-bound partic les to male rats at 42 mg/m2 on a weekly bas is (approximately 16% of the daily 
maximum rec ommended human exposure on a body surf ace area basis) for 11 weeks prior to mating with untreated f emale rats 
resulted in significantly reduc ed f ertility accompanied by decreased pregnancy rates and increas ed loss of embryos in mated 
females. A low incidenc e of s keletal and s oft tissue f etal anomalies was als o obs erved at dos es of 3 and 12 mg/m2/week in this 
study (approximately 1 to 5% of the daily maximum rec ommended human exposure on a mg/m2 bas is). T esticular 
atrophy/degeneration was obs erved in single-dos e toxicology studies in rodents administered paclitaxel protein-bound particles at 
dos es lower than the rec ommended human dos e; doses were 54 mg/m2 in rodents and 175 mg/m2 in dogs. 

14 CLINICAL STUDIES 

14.1 M etastatic Breast Cancer 
Data from 106 patients accrued in two single arm open label studies and from 460 patients enrolled in a randomized c omparative 
study were available to support the us e of ABRAXANE in metastatic breas t c anc er. 

Single Arm Open Label Studies 
In one study, ABRAXANE was administered as a 30-minute infusion at a dos e of 175 mg/m2 to 43 patients with metastatic breast 
canc er. The s ec ond trial utilized a dos e of 300 mg/m2 as a 30-minute infusion in 63 patients with metastatic breast c anc er. Cycles 
were administered at 3-week intervals . Objec tive respons es were observed in both studies. 

Randomiz ed Comparative Study 
This multic enter trial was c onducted in 460 patients with metastatic breast cancer. Patients were randomized to rec eive 
ABRAXANE at a dos e of 260 mg/m2 given as a 30-minute infusion, or paclitaxel injection at 175 mg/m2 given as a 3-hour infusion. 
Sixty-f our perc ent of patients had impaired performance status (ECOG 1 or 2) at study entry; 79% had visceral metastas es; and 
76% had > 3 sites of metastas es. Fourteen perc ent of the patients had not rec eived prior chemotherapy; 27% had received 
chemotherapy in the adjuvant s etting, 40% in the metastatic s etting and 19% in both metas tatic and adjuvant settings. Fifty-nine 
perc ent rec eived study drug as s ec ond or greater than s ec ond-line therapy. Seventy-s even perc ent of the patients had been 
previously expos ed to anthrac yc lines. 

In this trial, patients in the ABRAXANE treatment arm had a statistic ally signific antly higher reconciled target les ion res pons e rate 
(the trial primary endpoint) of 21.5% (95% CI: 16.2% to 26.7%), c ompared to 11.1% (95% CI: 6.9% to 15.1%) f or patients in the 
paclitaxel injection treatment arm. See T able 12.  There was no statistically significant differenc e in overall survival between the two 
study arms. 

Table 12: Efficacy Results from Randomiz ed M etastatic Breast Cancer Trial 

ABRAXANE 
260 mg/m2 

Paclitaxel Injection 
175 mg/m2 

Reconciled Target Lesion Response Rate (primary endpoint)a 

All randomized patients 

Respons e Rate 
[95% CI] 

50/233 (21.5%) 
[16.19% – 26.73%] 

25/227 (11.1%) 
[6.94% – 15.09%] 

p-valueb 0.003 

Patients who had f ailed 
combination chemotherapy or 
relaps ed within 6 months of 
adjuvant chemotherapyc 

Respons e Rate 
[95% CI] 

20/129 (15.5%) 
[9.26% – 21.75%] 

12/143 (8.4%) 
[3.85% – 12.94%] 

a Rec onciled T arget Les ion Res pons e Rate (TLRR) was the prospectively defined protocol specific endpoint, bas ed on
 
independent radiologic ass essment of tumor responses reconciled with investigator res pons es (which als o included 

clinic al inf ormation) for the first 6 c ycles of therapy. The rec onciled T LRR was lower than the investigator Reported 

Respons e Rates , which are bas ed on all c ycles of therapy.

b From Coc hran-Mantel-Haenszel test stratified by 1st line vs . > 1st line therapy.
 
c Prior therapy included an anthrac ycline unless clinic ally c ontraindicated.
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14.2 Non-Small Cell Lung Cancer 
A multic enter, randomized, open-label study was c onducted in 1052 chemonaive patients with Stage IIIb/IV non-small c ell lung 
canc er to c ompare ABRAXANE in c ombination with c arboplatin to paclitaxel injection in combination with carboplatin as first-line 
treatment in patients with advanc ed non-s mall c ell lung cancer. ABRAXANE was administered as an intravenous infusion over 30 
minutes at a dos e of 100 mg/m2 on Days 1, 8, and 15 of eac h 21-day cycle. Paclitaxel injection was administered as an intravenous 
infusion over 3 hours at a dos e of 200 mg/m2, f ollowing premedic ation. In both treatment arms c arboplatin at a dos e of AUC = 
6 mg• min/mL was administered intravenous ly on D ay 1 of each 21-day cycle after c ompletion of ABRAXANE/paclitaxel infusion. 
Treatment was administered until dis eas e progression or development of an unacceptable toxicity. The major effic ac y outc ome 
meas ure was overall res pons e rate as determined by a c entral independent review c ommittee using RECIST guidelines (Version 
1.0). 

In the intent-to-treat (all-randomized) population, the median age was 60 years, 75% were men, 81% were W hite, 49% had 
adenocarcinoma, 43% had squamous cell lung cancer, 76% were ECOG PS 1, and 73% were current or f ormer smokers. 
Patients rec eived a median of 6 c yc les of treatment in both study arms. 

Patients in the ABRAXANE/carboplatin arm had a statistically significantly higher overall res pons e rate c ompared to patients in the 
paclitaxel injection/c arboplatin arm [(33% vers us 25%) see Table 13].  There was no statistic ally significant diff erenc e in overall 
survival between the two study arms. 

Table 13: Efficacy Results from Randomized Non-Small Cell Lung Cancer Trial (Intent-to-Treat Population) 

ABRAXANE (100 mg/m2 

weekly) 
+ carboplatin 

(N=521) 

Paclitaxel Injection 
(200 mg/m2 every 3 weeks) 

+ carboplatin 
(N=531) 

Overall Response Rate (ORR ) 
Confirmed c omplete or partial overall res pons e, n (%) 170 (33%) 132 (25%) 

95% CI 28.6, 36.7 21.2, 28.5 
P-value (Chi-Square test) 0.005 

Median DoR in months (95% CI) 6.9 (5.6, 8.0) 6.0 (5.6, 7.1) 

Overall Response Rate by Histology 
Carcinoma/Adenoc arcinoma 66/254 (26%) 71/264 (27%) 
Squamous Cell Carcinoma 94/229 (41%) 54/221 (24%) 
Large Cell Carcinoma 3/9 (33%) 2/13 (15%) 
Other 7/29 (24%) 5/33 (15%) 
CI = c onfidenc e interval; DoR= Duration of respons e 

14.3 Adenocarcinoma of the Pancreas 
A multic enter, multinational, randomized, open-label study was c onducted in 861 patients c omparing ABRAXANE plus gemc itabine 
versus gemcitabine monotherapy as first-line treatment of metas tatic adenoc arcinoma of the pancreas . Key eligibility criteria were 
Karnofs ky Perf ormanc e Status (KPS) ≥70, normal bilirubin level, transaminase levels ≤ 2.5 times the upper limit of normal (ULN) or 
≤ 5 times the ULN f or patients with liver metastasis, no prior c ytotoxic chemotherapy in the adjuvant s etting or f or metastatic 
dis eas e, no ongoing active inf ection requiring s ys temic therapy, and no history of interstitial lung disease. Patients with rapid 
decline in KPS (≥10%) or serum albumin (≥20%) during the 14 day s creening period prior to study randomization were ineligible. 

A total of 861 patients were randomized (1:1) to the ABRAXANE/gemcitabine arm (N=431) or to the gemc itabine arm (N=430). 
Randomization was stratified by geographic region (Australia, W estern Europe, Eastern Europe, or North America), KPS (70 to 80 
versus 90 to 100), and pres enc e of liver metas tasis (yes versus no). Patients randomized to ABRAXANE/gemc itabine rec eived 
ABRAXANE 125 mg/m2 as an intravenous infusion over 30-40 minutes followed by gemc itabine 1000 mg/m2 as an intravenous 
infusion over 30-40 minutes on Days 1, 8, and 15 of eac h 28-day c yc le. Patients randomized to gemcitabine rec eived 1000 mg/m2 

as an intravenous infusion over 30-40 minutes weekly f or 7 weeks f ollowed by a 1-week rest period in Cycle 1 then as 1000 mg/m2 

on Days 1, 8 and 15 of eac h subs equent 28-day cycle. Patients in both arms rec eived treatment until dis eas e progression or 
unacc eptable toxicity. The major effic ac y outc ome meas ure was overall survival (OS). Additional outc ome meas ures were 
progression-free survival (PFS) and overall res pons e rate (ORR), both ass ess ed by independent, c entral, blinded radiologic al 
review using RECIST (version 1.0). 

In the intent to treat (all randomized) population, the median age was 63 years (range 27-88 years) with 42% ≥ 65 years of age; 
58% were men; 93% were W hite and KPS was 90-100 in 60%.  Diseas e characteristics included 46% of patients with 3 or more 
metastatic sites; 84% of patients had liver metastasis; and the loc ation of the primary pancreatic les ion was in the head of pancreas 
(43%), body (31%), or tail (25%). 

Results f or overall survival, progress ion-free s urvival, and overall response rate are shown in T able 14. 

Reference ID: 3399014 
18 



 
 

     

 

  

 

 

 

 

 
     

    
   

    
  

 
    

   
   

    
  

 
     

   
  

     
     
     

      
      
    

 
    

    
 

Table 14: Efficacy Results from Randomized Study in Patients with Adenocarcinoma of the Pancreas (ITT Population) 

ABRAXANE(125 mg/m2) 

and gemcitabine 

(N = 431) 

Gemcitabine 

(N = 430) 

Overall Survival 
Number of deaths, n (%) 333 (77) 359 (83) 

Median Overall Survival (months) 8.5 6.7 
95% CI 7.9, 9.5 6.0, 7.2 
HR (95% CI) a 0.72 (0.62, 0.83) 
P-valueb <0.0001 

Progression-free Survivalc 

Death or progression, n (%) 277 (64) 265 (62) 
Median Progression-free Survival (months) 5.5 3.7 
95% CI 4.5, 5.9 3.6, 4.0 
HR (95% CI) a 0.69 (0.58, 0.82) 
P-valueb <0.0001 

Overall Response Ratec 

Confirmed c omplete or partial overall res pons e, n (%) 99 (23) 31 (7) 
95% CI 19.1, 27.2 5.0, 10.1 
P-value d <0.0001 

CI = c onfidenc e interval, HR = hazard ratio of ABRAXANE plus gemcitabine / gemcitabine, ITT = intent-to-treat population.
 
a Stratified Cox proportional hazard model.
 
b Stratified log-rank test stratified by geographic region (North America versus Others), Karnofsky perf ormance score (70 to 80 


versus 90 to 100), and pres enc e of liver metas tasis (yes versus no). 
c Bas ed on Independent Radiologic al Reviewer Ass essment. 
d Chi-square test.  

In exploratory analys es c onducted in clinic ally relevant subgroups with a sufficient number of subjects, the treatment eff ects on 
overall s urvival were similar to that obs erved in the overall study population. 
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Figure 1: Kaplan-Meier Curve of Overall Survival (Intent-to-treat Population) 
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16 HOW SUPPLIED/STORAGE AND HANDLING 

16.1 How Supplied 
Product No.: 103450
 
NDC No.: 68817-134-50 100 mg of paclitaxel in a single-use vial, individually packaged in a carton.
 

16.2 Storage 
Store the vials in original c artons at 20ºC to 25ºC (68ºF to 77ºF). Retain in the original pac kage to protec t from bright light. 

16.3 Handling and Disposal 
Proc edures for proper handling and disposal of antic anc er drugs should be c onsidered. Several guidelines on this subjec t have 
been published [see References (15)]. There is no general agreem ent that all of the proc edures rec ommended in the guidelines are 
nec ess ary or appropriate. 
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17 PATIENT COUNSELING INFORMATION 

See FDA-approved patient labeling 
•	 ABRAXANE injec tion may c aus e f etal harm. Advis e patients to avoid bec oming pregnant while rec eiving this drug.  W omen 

of childbearing potential s hould us e effective c ontrac eptives while rec eiving ABRAXANE [s ee Warnings and Precautions 
(5.8) and Use in Spec ific Populations (8.1)]. 

• Advis e men not to f ather a c hild while rec eiving ABRAXANE [see Warnings and Precautions (5.9)]. 
•	 Patients must be inf ormed of the risk of low blood c ell c ounts and s evere and lif e-threatening inf ections and instructed to 

contact their phys ician immediately f or f ever or evidence of inf ection. [see Warnings and Precautions (5.1), (5.3)]. 
• Patients should be instructed to c ontac t their phys ician f or persistent vomiting, diarrhea, or signs of dehydration. 
•	 Patients must be inf ormed that s ens ory neuropathy occ urs frequently with ABRAXANE and patients s hould advis e their 

physicians of numbness, tingling, pain or weakness involving the extremities [see Warnings and Precautions (5.2)]. 
• Explain to patients that alopecia, f atigue/asthenia, and myalgia/arthralgia occ ur frequently with ABRAXANE 
•	 Instruct patients to c ontact their physician for signs of an allergic reac tion, which c ould be s evere and s ometimes fatal. [s ee 

Warnings and Precautions (5.5)]. 
•	 Instruct patients to c ontact their physician immediately for sudden onset of dry persistent cough, or shortness of breath [see 

Warnings and Precautions (5.4)]. 

Manuf actured f or:	 Celgene Corporation 
Summit, NJ 07901 

ABRAXANE® is a registered trademark of Abraxis BioScienc e, LLC.
 
©2005-2013 Abraxis BioScienc e, LLC.
 
All Rights Res erved.
 
Abraxis BioScienc e, LLC is a wholly owned subsidiary of C elgene Corporation.
 

U.S. Patent Numbers: See www.c elgene.c om. 

ABRPI.007/PPI.007 10/13 
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Patient Information
 

ABRAXANE® (ah-BRAKS-ane)
 
(paclitaxel protein-bound particles for injectable suspension)
 

(albumin-bound)
 

Read this Patient Information before you start receiving ABRAXANE and before each 
infusion. This information does not take the place of talking with your doctor about 
your medical condition or your treatment. 

What is ABRAXANE? 

ABRAXANE is a prescription medicine used to treat: 

•	 advanced breast cancer in people who have already received certain other
 
medicines for their cancer.
 

•	 advanced non-small cell lung cancer, in combination with carboplatin in people 
who cannot be treated with surgery or radiation. 

•	 and advanced pancreatic cancer, when used in combination with gemcitabine 
as the first medicine for advanced pancreatic cancer. 

It is not known if ABRAXANE is safe or effective in children. 

Who should not receive ABRAXANE? 

Do not receive ABRAXANE if: 

•	 your white blood cell count is below 1,500 cells/ mm3 . 
•	 you have had a severe allergic reaction to ABRAXANE. 

What should I tell my doctor before receiving ABRAXANE? 
Before you receive ABRAXANE, tell your doctor if you: 

•	 have liver or kidney problems. 
•	 have any other medical conditions. 
•	 are a man planning to father a child. You should not father a child during your 

treatment with ABRAXANE. ABRAXANE can harm the unborn baby of your 
partner. Talk to your doctor if this is a concern to you. 

•	 are pregnant or plan to become pregnant. ABRAXANE can harm your unborn 
baby. You should not become pregnant while receiving ABRAXANE. Women 
who may become pregnant should use effective birth control (contraception). 
Talk to your doctor about the best way to prevent pregnancy while receiving 
ABRAXANE. 

•	 are breastfeeding or plan to breastfeed. It is not known if ABRAXANE passes 
into your breast milk. You and your doctor should decide if you will receive 
ABRAXANE or breastfeed. 
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Tell your doctor about all the medicines you take, including prescription and 
over-the-counter medicines, vitamins, and herbal supplements. 

Know the medicines you take. Keep a list to show your doctor and pharmacist when 
you get a new medicine. 

How will I receive ABRAXANE? 
•	 Your doctor will prescribe ABRAXANE in an amount that is right for you. 
•	 Premedication to prevent allergic reactions is generally not needed to receive 


ABRAXANE. Premedication may be needed if you have had an allergic reaction
 
to ABRAXANE. In case of severe allergic reaction, ABRAXANE should not be 

used again.
 

•	 ABRAXANE will be given to you by intravenous infusion into your vein. 
•	 Your doctor should do regular blood tests while you receive ABRAXANE. 

What are the possible side effects of ABRAXANE? 

ABRAXANE may cause serious side effects, including: 
•	 decreased blood cell counts. ABRAXANE can cause a severe decrease in
 

neutrophils (a type of white blood cells important in fighting against bacterial
 
infections) and platelets (important for clotting and to control bleeding). Your
 
doctor will check your blood cell count during your treatment with ABRAXANE 

and after you have stopped your treatment.
 

•	 numbness, tingling, pain, or weakness in your hands or feet (neuropathy). 
•	 severe infection (sepsis). If you receive ABRAXANE in combination with
 

gemcitabine, infections can be severe and lead to death. Tell your doctor right
 
away if you have a fever (temperature of greater than 100.4° F) or develop
 
signs of infection.
 

•	 lung or breathing problems. If you receive ABRAXANE in combination with
 
gemcitabine, lung or breathing problems may be severe and can lead to death.
 
Tell your doctor right away if you have a sudden onset of persistent dry cough
 
or shortness of breath.
 

•	 allergic reactions. Allergic reactions to ABRAXANE may be severe and can lead
 
to death.
 

The most common side effects of ABRAXANE include: 
•	 hair loss 
•	 numbness, tingling, pain, or weakness in the hands or feet 
•	 abnormal heart beat 
•	 tiredness 
•	 joint and muscle pain 
•	 changes in your liver function tests 
•	 rash 
•	 low red blood cell count (anemia). Red blood cells carry oxygen to your body
 

tissues. Tell your doctor if you feel weak, tired or short of breath.
 
•	 nausea and vomiting 
•	 infections. If you have a fever (temperature of greater than 100.4º F) or other 


signs of infection, tell your doctor right away.
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• Diarrhea 
• Loss of body fluid (dehydration) 
• Swelling in the hands or feet 

These are not all the possible side effects of ABRAXANE. For more information, ask 
your doctor or pharmacist. 

Call your doctor for medical advice about side effects. You may report side effects 
to FDA at 1-800-FDA-1088. 

General information about the safe and effective use of ABRAXANE. 

Medicines are sometimes prescribed for purposes other than those listed in a 
Patient Information leaflet. 

This Patient Information leaflet summarizes the important information about 
ABRAXANE. If you would like more information, talk to your doctor. You can ask 
your doctor or pharmacist for information about ABRAXANE that is written for 
health professionals. 

For more information, call 1-888-423-5436. 

What are the ingredients in ABRAXANE? 

Active ingredient: paclitaxel (bound to human albumin). 

Other ingredient: human albumin (containing sodium caprylate and sodium 
acetyltryptophanate). 

This Patient Information has been approved by the U.S. Food and Drug 
Administration. 

Revised: October 2013 

Manufactured for:	 Celgene Corporation 
Summit, NJ 07901 

ABRAXANE® is a registered trademark of Abraxis BioScience, LLC.
 
©2005-2013 Abraxis BioScience, LLC.
 
All Rights Reserved.
 
Abraxis BioScience, LLC is a wholly owned subsidiary of Celgene Corporation.
 

U.S. Patent Numbers: See www.celgene.com. 
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