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•   If TORISEL must be given to patients with mild hepatic impairment (bilirubin >1 - 1.5 x ULN 
or AST >ULN but bilirubin ≤ULN), they should receive a 15 mg dose1 

•   Assessment of AST and bilirubin levels is recommended before initiation of TORISEL 
and periodically thereafter1

•   TORISEL administration should be held if the patient experiences at least 1 of the 
following toxicities1:

 – Absolute neutrophil count (ANC) <1,000/mm3

 – Platelet count <75,000/mm3

 –  National Cancer Institute Common Toxicity Criteria for Adverse Events (NCI CTCAE) 
grade 3 or greater adverse reactions

•   Once toxicities have resolved to grade 2 or less, TORISEL may be restarted with 
the dose reduced by 5 mg/week to a dose no lower than 15 mg/week1

ULN=upper limit of normal.  AST=aspartate aminotransferase.

 Dosage Interruption and Adjustment

Dosing and Adm
inistration

 Dosing and Administration

•   The recommended dose of TORISEL for advanced renal cell carcinoma 
is 25 mg infused over a 30- to 60-minute period once a week1

•   Treatment should continue until disease progression or unacceptable 
toxicity occurs1

•   Patients should receive prophylactic intravenous diphenhydramine 
25 to 50 mg (or similar antihistamine) approximately 30 minutes 
before the start of each dose of TORISEL1

•   If a patient develops a hypersensitivity reaction, stop the infusion 
and observe for at least 30 to 60 minutes. At the physician’s 
discretion, treat with an H1 antagonist, if not previously administered, 
and/or an H2 antagonist. The infusion may then be resumed at 
a slower rate (up to 60 minutes)1

 –  Please see pages 18 and 19 for more information on hypersensitivity

4
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Selected Laboratory 
Abnormalities

All Grades* Grades 3&4*

TORISEL 
25 mg IV 

once weekly 
(n=208)

IFN� up to
18 MU 3x 
weekly

(n=200)

TORISEL 
25 mg IV 

once weekly 
(n=208)

IFN� up to 
18 MU 3x 
weekly 

(n=200)

Any 100% 98% 78% 72%

Hematology (checked weekly)
Hemoglobin decreased
Lymphocytes decreased¶

Neutrophils decreased¶

Platelets decreased 
Leukocytes decreased

94%
53%
19%
40%
32%

90%
53%
29%
26%
47%

20%
16%
5%
1%
1%

22%
24%
10%
0%
6%

Chemistry (checked every 2 weeks)
Alkaline phosphatase increased
AST increased
Creatinine increased
Glucose increased
Phosphorus decreased
Total bilirubin increased
Total cholesterol increased
Triglycerides increased 
Potassium decreased

68%
38%
57%
89%
49%
8%

87%
83%
21%

56%
52%
49%
64%
31%
13%
48%
72%
8%

3%
2%
3%
16%
18%
1%
2%

44%
5%

7%
7%
1%
3%
9%
2%
1%

35%
0%

Adverse Reaction
TORISEL (n=208)

All Grades Grades 3&4
Asthenia 51% 11%

Rash† 47% 5%

Mucositis‡ 41% 3%

Nausea 37% 2%

Edema§ 35% 3%

Anorexia 32% 3%

Grade 3 or 4 Laboratory Abnormality TORISEL 
(n=208)

Hypertriglyceridemia 44%

Anemia 20%

Hypophosphatemia 18%

Lymphopenia|| 16%

Hyperglycemia 16%

Grade 3 or 4 Adverse Reaction

Asthenia 11%

6 7

 Laboratory Abnormalities
The following selected laboratory abnormalities occurred in patients receiving TORISEL.1    

* CTCAE, version 3.0.
¶  Grade 1 toxicity may be under-reported for lymphocytes and neutrophils.

• In the phase 3 clinical trial
 – Complete blood counts were checked weekly1

 – Chemistry panels were checked every 2 weeks1

 –  Laboratory monitoring for patients receiving TORISEL may need 
to be performed more or less frequently at the physician’s discretion1

•  Serum glucose, serum cholesterol, and serum triglycerides 
should be tested before and during treatment with TORISEL1

•  Because there is a need for dosage adjustment based upon hepatic 
function, assessment of AST and bilirubin levels is recommended 
before initiation of TORISEL and periodically thereafter1

Adverse Events

* CTCAE, version 3.0.
†  Includes eczema, exfoliative dermatitis, maculopapular rash, pruritic rash, pustular rash, 

rash not otherwise specified (NOS), and vesiculobullous rash.
‡ Includes aphthous stomatitis, glossitis, mouth ulceration, mucositis, and stomatitis.
§ Includes edema, facial edema, and peripheral edema.

Adverse Event Overview

 The following adverse reactions and laboratory abnormalities were 
reported in patients receiving TORISEL in the phase 3 study versus 
interferon alpha (IFN�).

Common Adverse Reactions
The following common adverse reactions of all grades* occurred 
with an incidence ≥30% in patients receiving TORISEL.1

 * CTCAE, version 3.0.
|| Grade 1 toxicity may be under-reported for lymphocytes.

 Severe Adverse Reactions and Laboratory Abnormalities
The following severe (grade 3 or 4*) adverse reactions and 
laboratory abnormalities occurred with an incidence ≥10% in 
patients receiving TORISEL.1  

Adverse Events
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*  CTCAE, version 3.0.
†  Includes edema, facial edema, and peripheral edema.
‡  Includes aphthous stomatitis, glossitis, mouth ulceration, mucositis, and stomatitis.
§  Includes infections NOS and the following infections that occurred infrequently 

as distinct entities: abscess, bronchitis, cellulitis, herpes simplex, and herpes zoster.
II  Includes cystitis, dysuria, hematuria, urinary frequency, and urinary tract infection.
¶  Includes eczema, exfoliative dermatitis, maculopapular rash, pruritic rash, pustular rash, 

rash (NOS), and vesiculobullous rash.
# Includes taste loss and taste perversion.

 Adverse Reactions Reported in at Least 10% of Patients 
Who Received TORISEL or IFN� in the Phase 3  Randomized Trial1,2

 Adverse Reaction

All Grades* Grades 3&4*

TORISEL 25 mg
 IV once weekly

 n=208 (%)

    IFN� up to
18 MU 3x weekly
    n=200 (%)

         TORISEL 25 mg 
        IV once weekly 

        n=208 (%)

IFN� up to 
18 MU 3x weekly 

n=200 (%)

Any 100 100         67 78

General disorders
Asthenia
Edema†

Pain
Pyrexia
Weight loss
Headache
Chest pain
Chills

51
35
28
24
19
15
16
8

64
11
16
50
25
15
9

30

       11
       3
       5
       1
       1
       1
       1
       1

26
1
2
4
2
0
1
2

Gastrointestinal disorders
Mucositis‡

Anorexia
Nausea
Diarrhea
Abdominal pain
Constipation
Vomiting

41
32
37
27
21
20
19

10
44
41
20
17
18
29

       3
       3
       2
       1
       4
       0
       2

0
4
5
2
2
1
3

Infections
Infections§

Urinary tract infectionII

Pharyngitis
Rhinitis

20
15
12
10

10
12
2
2

       3
       1
       0
       0

2
2
0
0

Musculoskeletal and connective tissue disorders
Back pain
Arthralgia
Myalgia

20
18
8

14
15
15

       3
       1
       1

4
1
1

Respiratory, thoracic, and mediastinal disorders
Dyspnea
Cough
Epistaxis

28
26
12

24
15
4

       9
       1
       0

6
0
0

Skin and subcutaneous tissue disorders
Rash¶

Pruritus
Nail disorder
Dry skin
Acne

47
19
14
11
10

7
8
1
7
1

       5
       1
       0
       1
       0

0
0
0
0
0

Nervous system disorders
Dysgeusia#

Insomnia
Depression

20
12
4

9
15
14

       0
       1
       0

0
0
2
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 Asthenia

 In the phase 3 clinical study, the use of TORISEL 25 mg IV once weekly 
was associated with asthenia.1  

 Patients should be closely monitored for adverse events and 
treatment of these events should occur at the physician’s 
discretion based on the needs of each individual patient.

 Considerations for the Management of Asthenia
•  Considerations for managing asthenia may include5

 – Monitoring for anemia and treating accordingly 
 – Exercise
 – Cognitive behavior therapy
 – Activity and rest programs
 – Patient education

 * CTCAE, version 3.0. 

Asthenia Associated With TORISEL1

Grade* TORISEL (n=208) 

 Any grade   106 (51%)

Grades 3&4  23 (11%)

 Anorexia

In the phase 3 clinical study, the use of TORISEL 25 mg IV once weekly 
was associated with anorexia.1 

 Patients should be closely monitored for adverse events and 
treatment of these events should occur at the physician’s 
discretion based on the needs of each individual patient.

Considerations for the Management of Anorexia
•  Suggestions for appetite improvement from the National Cancer 

Institute include the following3:
 – Plan a daily menu in advance
 – Eat small, frequent, high-calorie meals 
 – Arrange for help in preparing meals
 – Add extra protein and calories to food
 – Prepare and store small portions of favorite foods
 – Snack between meals
 – Seek foods that appeal to the sense of smell

•  Educating patients and families plays an important role in managing 
cancer-related anorexia4

 * CTCAE, version 3.0. 

Anorexia Associated With TORISEL1

Grade* TORISEL (n=208) 

 Any grade   66 (32%)

Grades 3&4  6 (3%)
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 Mucositis

 In the phase 3 clinical study, the use of TORISEL 25 mg IV once weekly 
was associated with mucositis.1  

  Patients should be closely monitored for adverse events and treatment 
of these events should occur at the physician’s discretion based on the 
needs of each individual patient.

 Considerations for the Management of Mucositis
•   Patients experiencing mucositis should be kept well hydrated9

•   Basic oral care, including regular tooth brushing and flossing, is important 
to the maintenance of oral hygiene10

 * Includes aphthous stomatitis, glossitis, mouth ulceration, mucositis, and stomatitis. 
†  CTCAE, version 3.0. 

Mucositis* Associated With TORISEL1

Grade† TORISEL (n=208) 

 Any grade   86 (41%)

Grades 3&4 6 (3%)

 Edema

 In the phase 3 clinical study, the use of TORISEL 25 mg IV once weekly 
was associated with edema.1 

Angioneurotic edema-type reactions have been observed in some 
patients who received TORISEL and ACE inhibitors concomitantly.1

Patients should be closely monitored for adverse events 
and treatment of these events should occur at the physician’s 
discretion based on the needs of each individual patient.

 Considerations for the Management of Edema
•  P atients should immediately report facial swelling as it could 

be a sign of a hypersensitivity reaction1

•  During the phase 3 study, the use of diuretics occurred at the 
physician’s discretion2

•  General nonpharmacologic treatment of edema may include
 – Patient education6

 – Sodium restriction6-8

 – Fluid restriction7

 – Elevation of lower extremities8

 * Includes edema, facial edema, and peripheral edema. 
†  CTCAE, version 3.0. 

 ACE=angiotensin-converting enzyme. 

Edema* Associated With TORISEL1

Grade† TORISEL (n=208) 

 Any grade   73 (35%)

Grades 3&4  7 (3%)
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 Rash

 In the phase 3 clinical study, the use of TORISEL 25 mg IV once weekly 
was associated with rash.1 

 Pruritic Maculopapular Rash  Pruritic Rash

 Patients should be closely monitored for adverse events and treatment 
of these events should occur at the physician’s discretion based on the 
needs of each individual patient.

Considerations for the Management of Rash
•   Basic approaches to the alleviation of rash may include11

 – Applying moisturizers
 – Using mild soaps made for sensitive skin
 – Limiting bathing time as appropriate
 – Maintaining a humid environment with a humidifier
 – Avoiding temperature extremes
 – Avoiding irritating fabrics

Courtesy of the Cleveland Clinic Taussig Cancer Institute.

 *  Includes eczema, exfoliative dermatitis, maculopapular rash, pruritic rash, 
pustular rash, rash (NOS), and vesiculobullous rash.

† CTCAE, version 3.0. 

Rash* Associated With TORISEL1

Grade† TORISEL (n=208) 

 Any grade 97 (47%)

Grades 3&4 10 (5%)

 Nausea

 In the phase 3 clinical study, the use of TORISEL 25 mg IV once weekly 
was associated with nausea.1 

 Patients should be closely monitored for adverse events and 
treatment of these events should occur at the physician’s 
discretion based on the needs of each individual patient.

Considerations for the Management of Nausea
•   Dietary interventions to minimize nausea and vomiting may include10

 – Eating smaller, more frequent meals
 – Reducing strong food odors
 – Avoiding spicy, fatty, and salty foods

* CTCAE, version 3.0. 

Nausea Associated With TORISEL1

Grade* TORISEL (n=208) 

 Any grade   77 (37%)

Grades 3&4  5 (2%)
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Adverse Reactions in Patients With Advanced 
Malignancies and Varying Hepatic Function

Hepatic Function‡ TORISEL Dose Range 
(mg/mL)

Adverse Reactions 
≥Grade 3§ n (%)

Death†

n (%)

Normal 
(n=25)

25 - 175 20 (80.0) 2 (8.0)

Mild (n=39) 10 - 25 32 (82.1) 5 (12.8)

Moderate (n=20) 10 - 25 19 (95.0) 8 (40.0)

Severe (n=24) 7.5 - 15 23 (95.8) 13 (54.2)

Liver transplant 
(n=2)

10 1 (50.0) 0 (0)

16 17

W
arnings and Precautions

Phase 1 Study Results Regarding Hepatic Impairment
 TORISEL was evaluated in a dose escalation phase 1 study in 110 patients 
with normal or varying degrees of hepatic impairment* and patients with 
liver transplant.1

   Patients with baseline bilirubin >1.5 x ULN experienced greater toxicity 
than patients with baseline bilirubin ≤1.5 x ULN when treated with TORISEL. 
Concentrations of temsirolimus and its metabolite sirolimus were increased 
in patients with elevated AST or bilirubin levels.1

The overall frequency of ≥grade 3 adverse reactions and deaths† 
was greater in patients with baseline bilirubin >1.5 x ULN.1

Contraindication
 TORISEL is contraindicated in patients with bilirubin >1.5 x ULN due 
to increased risk of death.

TORISEL should be used with caution when treating patients with mild 
hepatic impairment, defined as1:

• Bilirubin >1 - 1.5 x ULN 
      or

• AST >ULN but bilirubin ≤ULN

Dose Adjustment for Mild Hepatic Impairment 
    If TORISEL must be given to patients with mild hepatic impairment, 
reduce the dose to 15 mg/week.1

Because there is a need for dosage adjustment based upon hepatic 
function, assessment of AST and bilirubin levels is recommended 
before initiation of TORISEL and periodically thereafter.1

*  As defined by AST and bilirubin levels.
†  Including deaths due to adverse reactions and progressive disease.
‡  Hepatic Function Groups: normal = bilirubin and AST ≤ULN; mild = bilirubin >1 - 1.5 x ULN or AST >ULN 

but bilirubin ≤ULN; moderate = bilirubin >1.5 - 3 x ULN; severe = bilirubin >3 x ULN; liver transplant = 
any bilirubin and AST.

§  CTCAE, version 3.0, including all causality.

Warnings and Precautions

Contraindication and Information 
Regarding Patients With Hepatic Impairment 
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 Precautions Regarding Hypersensitivity
 •   TORISEL should be used with caution in persons with known hypersensitivity to

temsirolimus or its metabolites (including sirolimus), polysorbate 80, or to any 
other component (including the excipients) of TORISEL1

 •   TORISEL should be used with caution in patients with known hypersensitivity 
to an antihistamine, or patients who cannot receive an antihistamine for other 
medical reasons1

 •   Pretreatment with an antihistamine is recommended with the administration 
of TORISEL1

 •   Patients should be informed of the possibility of serious allergic reactions, 
including anaphylaxis, despite premedication with antihistamines, and to 
immediately report any facial swelling or difficulty breathing1

If a Patient Develops a Hypersensitivity Reaction During the TORISEL Infusion1

1. Stop the infusion 

2.  Observe the patient for at least 30 to 60 minutes (depending on the severity of the reaction)

3.  At the discretion of the physician, treatment may be resumed with the administration of one 
or both of the following agents approximately 30 minutes before restarting the infusion:

 –  H1-receptor antagonist (such as diphenhydramine), if not previously administered
 –  H2-receptor antagonist (such as IV famotidine 20 mg or IV ranitidine 50 mg) 

4.  The infusion may then be resumed at a slower rate (up to 60 minutes)

Hypersensitivity Reactions

In the phase 3 clinical study, the use of TORISEL 25 mg IV once 
weekly was associated with hypersensitivity reactions manifested 
by symptoms including, but not limited to, anaphylaxis, dyspnea, 
flushing, and chest pain.1

•   In the phase 3 study, all hypersensitivity reactions experienced by 
patients receiving TORISEL alone were of grade 1 or 2 severity2

 –  5% of patients experienced a hypersensitivity reaction(s) on 
the same day as dosing, despite receiving premedication with 
an antihistamine2

 –  A total of 9% of patients experienced allergic or 
hypersensitivity reactions1

•  In post-marketing surveillance, hypersensitivity reactions include 
some life-threatening and rare fatal reactions, which can occur 
very early in the first infusion of TORISEL, but may also occur with 
subsequent infusions. Patients should be monitored early during 
the infusion and appropriate supportive care should be available2

Patients should be closely monitored for adverse events and 
treatment of these events should occur at the physician’s 
discretion based on the needs of each individual patient.

* CTCAE, version 3.0. 

Hypersensitivity Reactions Associated With TORISEL1,2

Grade* TORISEL (n=208) 

 Any grade 18 (9%)

Grades 3&4  0 (0%)
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 Patients should be closely monitored for adverse events and treatment 
of these events should occur at the physician’s discretion based on the 
needs of each individual patient.

Considerations for the Management of Hyperglycemia
 •    Treatment option for hyperglycemia may include 
 – Increased exercise12

•    Hyperglycemia may result in the need for an increase in the dose 
of, or initiation of, insulin and/or oral hypoglycemic agent therapy1

 Hyperglycemia/Glucose Intolerance

 In the phase 3 clinical study, the use of TORISEL 25 mg IV once weekly 
was associated with increases in serum glucose.1 

•    The use of TORISEL is likely to result in increases in serum glucose1 

•    Hyperglycemia may result in the need for an increase in the dose 
of, or initiation of, insulin and/or oral hypoglycemic agent therapy1

 –  During the phase 3 study, the use of insulin or oral hypoglycemic 
therapies occurred at the physician’s discretion2

•    Serum glucose should be measured before and during treatment 
with TORISEL1

•    Patients should be advised to report excessive thirst or any increase 
in the volume or frequency of urination1

* CTCAE, version 3.0. 

Glucose Increase Associated With TORISEL1

Grade* TORISEL (n=208) 

 Any grade 186 (89%)

Grades 3&4  33 (16%)
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 Patients should be closely monitored for adverse events and treatment of these events 
should occur at the physician’s discretion based on the needs of each individual patient.

Considerations for the Management of Infections
 •     Infection control should not rely exclusively on antimicrobial prophylaxis, but rather should 

continue to incorporate standard infection control measures13

 •     Vigilance for early signs/symptoms of infection and prompt treatment with an anti-infective 
agent at the discretion of the attending physician may reduce the complications of infection2

 •     The use of live vaccines and close contact with those who have received live vaccines should 
be avoided during treatment with TORISEL1

 –  Please see page 30 for more information about the use of vaccines during treatment 
with TORISEL

 Infections

 In the phase 3 clinical study, the use of TORISEL 25 mg IV once weekly 
was associated with increases in the occurrence of infections.1 

•     The use of TORISEL may result in immunosuppression1

 –  Patients should be carefully observed for the occurrence 
of infections, including opportunistic infections1

•     Patients should be informed that they may be more susceptible 
to infections while being treated with TORISEL1

 *  Includes infections NOS and the following infections that occurred infrequently as distinct entities: 
abscess, bronchitis, cellulitis, herpes simplex, and herpes zoster.

† CTCAE, version 3.0. 

Infections* Associated With TORISEL1

Grade† TORISEL (n=208) 

 Any grade   42 (20%)

Grades 3&4  6 (3%)
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 Patients should be closely monitored for adverse events and treatment 
of these events should occur at the physician’s discretion based on the 
needs of each individual patient.

Considerations for the Management of Hyperlipemia
 •     Serum cholesterol and triglycerides should be tested before and during treatment 

with TORISEL1

 •     Increased blood lipids may require initiation, or increase in the dose, 
of lipid-lowering agents1

 –  In the phase 3 study, the use of serum lipid-lowering agents occurred at the 
physician’s discretion2

 In the phase 3 clinical study, the use of TORISEL 25 mg IV once weekly 
was associated with hyperlipemia.1  

* CTCAE, version 3.0. 

 Hyperlipemia

Total Cholesterol Increase and Triglyceride Increase 
Associated With TORISEL1

Grade* TORISEL (n=208) 

Total Cholesterol Increased

 Any grade 181 (87%)

Grades 3&4  5 (2%)

Triglycerides Increased

 Any grade 173 (83%)

Grades 3&4 92 (44%)

 Interstitial Lung Disease

 In the phase 3 clinical study, the use of TORISEL 25 mg IV once weekly 
was associated with a 2% occurrence of interstitial lung disease (ILD), 
including rare fatalities.1  

•     Some patients were asymptomatic with infiltrates detected on 
computed tomography scan or chest radiograph. Others presented 
with symptoms such as dyspnea, cough, hypoxia, and fever1

Patients should be closely monitored for adverse events 
and treatment of these events should occur at the physician’s 
discretion based on the needs of each individual patient.

Considerations for the Management of ILD
•     Some patients required discontinuation of TORISEL and/or treatment 

with corticosteroids and/or antibiotics, while some patients continued 
treatment without additional intervention.1 Patients should be 
monitored closely for clinical respiratory symptoms

•     Patients should be warned of the possibility of developing 
ILD during treatment1

•     Patients should be directed to report promptly any new
or worsening respiratory symptoms1
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 Renal Failure

 In the phase 3 clinical study, the use of TORISEL 25 mg IV once weekly 
was associated with renal failure.1  

 •   Cases of rapidly progressive and sometimes fatal acute renal failure not 
clearly related to disease progression occurred in patients who received 
TORISEL; some of these cases were not responsive to dialysis1

•   Patients should be informed of the risk of renal failure1

  Patients should be closely monitored for adverse events and treatment 
of these events should occur at the physician’s discretion based on the 
needs of each individual patient.

 Considerations for the  Management of Renal Failure
•    Early diagnosis and treatment of renal failure may improve outcomes15

•    In the phase 3 study, chemistry panels were checked every 2 weeks and 
at baseline1

* CTCAE, version 3.0. 

Renal Failure Associated With TORISEL2

Grade* TORISEL (n=208) 

 Any grade 3 (1.4%)

Grades 3&4 2 (1.0%)

 Bowel Perforation

 In the phase 3 clinical study, the use of TORISEL 25 mg IV once weekly 
was associated with bowel perforation.1  

•   In the phase 3 study, fatal bowel perforation occurred in 1 patient1

•  Cases of fatal bowel perforation occurred in patients who 
received TORISEL1

 –  These patients presented with fever, abdominal pain, metabolic 
acidosis, bloody stools, diarrhea, and/or acute abdomen1

•  Patients should be warned of the possibility of bowel perforation 
and advised to report promptly any new or worsening abdominal 
pain or blood in their stools1

Patients should be closely monitored for adverse events 
and treatment of these events should occur at the physician’s 
discretion based on the needs of each individual patient.

 Considerations for the Management of Bowel Perforation
•   Watch for potential signs of bowel perforation, including, 

but not limited to, dehydration, oliguria, and shock14

•  If bowel perforation occurs, immediate medical or surgical 
intervention is indicated14

* CTCAE, version 3.0. 

Bowel Perforation Associated With TORISEL1

Grade* TORISEL (n=208) 

 Any grade   1 (1%)
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 Intracerebral Hemorrhage

 In the phase 3 clinical study, the use of TORISEL 25 mg IV once weekly 
was associated with intracerebral hemorrhage.1

 •    Patients with central nervous system tumors (primary CNS tumor or 
metastases) and/or receiving anticoagulation therapy may be at an increased 
risk of developing intracerebral bleeding (including fatal outcomes) while 
receiving TORISEL1

  Patients should be closely monitored for adverse events and treatment 
of these events should occur at the physician’s discretion based on the 
needs of each individual patient.

 Considerations for the Management of Intracerebral Hemorrhage
•    Patients with central nervous system tumors and/or receiving anticoagulants 

should be informed of the increased risk of developing intracerebral hemorrhage 
(including fatal outcomes) while on TORISEL1

* CTCAE, version 3.0. 

Intracerebral Hemorrhage Associated With TORISEL2

Grade* TORISEL (n=208) 

Any grade 1 (0.5%)

 Wound Healing Complications

 In the phase 3 clinical study, the use of TORISEL 25 mg IV once weekly 
was associated with abnormal wound healing.1 

Patients should be closely monitored for adverse events 
and treatment of these events should occur at the physician’s 
discretion based on the needs of each individual patient.

 Considerations for the Management
of Abnormal Wound Healing
•  Caution should be exercised with the use of TORISEL in the 

perioperative period1

•  Patients should be advised of the possibility of abnormal wound 
healing if they have surgery within a few weeks of initiating therapy 
or during therapy1

* CTCAE, version 3.0. 

Abnormal Wound Healing Associated With TORISEL1

Grade* TORISEL (n=208) 

Any grade  3 (1%)
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 Pregnancy

  TORISEL may cause fetal harm when administered to pregnant women 
(Pregnancy Category D).1 

 •    Women of childbearing potential should be advised to avoid becoming pregnant throughout 
treatment and for 3 months after TORISEL therapy has stopped1

 •    If TORISEL is used during pregnancy, or if the patient becomes pregnant while taking this 
drug, the patient should be apprised of the potential hazard to the fetus1

 •    Men should be counseled regarding the effects of TORISEL on the fetus and sperm prior 
to starting treatment with TORISEL1

 •    Men with partners of childbearing potential should use reliable contraception throughout 
treatment and are recommended to continue this for 3 months after the last dose 
of TORISEL1

Patients should be closely monitored for adverse events and treatment of these events 
should occur at the physician’s discretion based on the needs of each individual patient.

 Live Vaccinations

 The use of live vaccines and close contact with those who 
have received live vaccines should be avoided during treatment 
with TORISEL.1

 •    Examples of live vaccines are1

 – Intranasal influenza
 –  Measles
 –  Mumps
 –  Rubella
 –  Oral polio
 –  BCG
 –  Yellow fever
 –  Varicella
 –  TY21a typhoid

 Consideration for the Use of Live Vaccinations
•  Patients should be advised that vaccinations may be less 

effective while being treated with TORISEL1

Patients should be closely monitored for adverse events 
and treatment of these events should occur at the physician’s 
discretion based on the needs of each individual patient.

BCG=Bacille Calmette-Guérin.
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Concomitant Use With Sunitinib
 •    The combination of TORISEL and sunitinib resulted in dose-limiting 

toxicity (Grade 3/4 erythematous maculopapular rash, and gout/
cellulitis requiring hospitalization).

Monitoring Laboratory Tests
•  In the randomized, phase 3 trial, complete blood counts (CBCs) were 

checked weekly, and chemistry panels were checked every 2 weeks. 
Laboratory monitoring for patients receiving TORISEL may need to be 
performed more or less frequently at the physician’s discretion.

•  Because there is a need for dosage adjustment based upon hepatic 
function, assessment of AST and bilirubin levels is recommended 
before initiation of TORISEL and periodically thereafter

Additional Considerations

Hepatic Impairment
 •    TORISEL is contraindicated in patients with bilirubin >1.5 x ULN and 

should be used with caution when treating patients with mild hepatic 
impairment (bilirubin >1 - 1.5 x ULN or AST >ULN but bilirubin ≤ULN). 
If TORISEL must be given to patients with mild hepatic impairment, 
reduce the dose of TORISEL to 15 mg/week. In a phase 1 study, 
the overall frequency of ≥grade 3 adverse reactions and deaths, 
including deaths due to progressive disease, was greater in patients 
with baseline bilirubin >1.5 x ULN.

CYP3A Interactions
 •    Strong inducers of CYP3A4/5 (eg, dexamethasone, rifampin) 

and strong inhibitors of CYP3A4 (eg, ketoconazole, atazanavir) 
may decrease and increase concentrations of the major metabolite 
of TORISEL, respectively. If alternatives cannot be used, dose 
modifications of TORISEL are recommended.

Patients should be closely monitored for adverse events and treatment of these events 
should occur at the physician’s discretion based on the needs of each individual patient.
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•  Patients with central nervous system tumors (primary CNS tumor or metastases) and/or 
receiving anticoagulation therapy may be at an increased risk of developing intracerebral 
bleeding (including fatal outcomes) while receiving TORISEL.

•  Live vaccinations and close contact with those who received live vaccines should be avoided. 

•  Patients and their partners should be advised to avoid pregnancy throughout treatment and 
for 3 months after TORISEL therapy has stopped.

•  The most common (incidence ≥30%) adverse reactions observed with TORISEL are: rash 
(47%), asthenia (51%), mucositis (41%), nausea (37%), edema (35%), and anorexia (32%). 
The most common laboratory abnormalities (incidence ≥30%) are anemia (94%), 
hyperglycemia (89%), hyperlipemia (87%), hypertriglyceridemia (83%), elevated alkaline 
phosphatase (68%), elevated serum creatinine (57%), lymphopenia (53%), hypophosphatemia 
(49%), thrombocytopenia (40%), elevated AST (38%), and leukopenia (32%).

•  Most common grades 3/4 adverse events and laboratory abnormalities included asthenia 
(11%), dyspnea (9%), hemoglobin decreased (20%), lymphocytes decreased (16%), glucose 
increased (16%), phosphorus decreased (18%), and triglycerides increased (44%).

•  Strong inducers of CYP3A4/5 (eg, dexamethasone, rifampin) and strong inhibitors of 
CYP3A4 (eg, ketoconazole, atazanavir) may decrease and increase concentrations of the 
major metabolite of TORISEL, respectively. If alternatives cannot be used, dose 
modifications of TORISEL are recommended. 

•  St. John’s Wort may decrease TORISEL plasma concentrations, and grapefruit juice may 
increase plasma concentrations of the major metabolite of TORISEL, and therefore both 
should be avoided. 

•  The combination of TORISEL and sunitinib resulted in dose-limiting toxicity (Grade 3/4 
erythematous maculopapular rash, and gout/cellulitis requiring hospitalization).

Im
portant Safety Inform

ation

 Important Safety Information

•  TORISEL is contraindicated in patients with bilirubin >1.5 x ULN and 
should be used with caution when treating patients with mild hepatic 
impairment (bilirubin >1 - 1.5 x ULN or AST >ULN but bilirubin ≤ULN). 
If TORISEL must be given to patients with mild hepatic impairment, 
reduce the dose of TORISEL to 15 mg/week. In a phase 1 study, the 
overall frequency of ≥grade 3 adverse reactions and deaths, 
including deaths due to progressive disease, was greater in 
patients with baseline bilirubin >1.5 x ULN.

•  Hypersensitivity reactions manifested by symptoms, including, but not 
limited to anaphylaxis, dyspnea, flushing, and chest pain have been 
observed with TORISEL.

•  Serum glucose, serum cholesterol, and triglycerides should 
be tested before and during treatment with TORISEL.

 –  The use of TORISEL is likely to result in hyperglycemia and 
hyperlipemia. This may result in the need for an increase in the dose 
of, or initiation of, insulin and/or oral hypoglycemic agent therapy and/
or lipid-lowering agents, respectively.

•  The use of TORISEL may result in immunosuppression. Patients should 
be carefully observed for the occurrence of infections, including 
opportunistic infections. 

•  Cases of interstitial lung disease, some resulting in death, have 
occurred. Some patients were asymptomatic and others presented with 
symptoms. Some patients required discontinuation of TORISEL and/or 
treatment with corticosteroids and/or antibiotics. 

•  Cases of fatal bowel perforation occurred with TORISEL. These patients 
presented with fever, abdominal pain, metabolic acidosis, bloody stools, 
diarrhea, and/or acute abdomen. 

•  Cases of rapidly progressive and sometimes fatal acute renal failure not 
clearly related to disease progression occurred in patients who received 
TORISEL.

•  Due to abnormal wound healing, use TORISEL with caution in 
the perioperative period.
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 Adverse Event or 
Laboratory Abnormality

Grade 1 Grade 2 Grade 3 Grade 4

Asthenia  Mild fatigue over baseline  Moderate or causing 
difficulty performing some 
activities of daily living (ADL)

 Severe fatigue interfering 
with ADL

 Disabling

Rash  Macular or papular 
eruption or erythema without 
associated symptoms

 Macular or papular eruption 
or erythema with pruritus or 
other associated symptoms; 
localized desquamation or 
other lesions covering <50% 
of body surface area (BSA)

 Severe, generalized 
erythroderma or macular, 
papular, or vesicular eruption; 
desquamation covering ≥50% 
BSA

 Generalized exfoliative, 
ulcerative, or bullous 
dermatitis

Mucositis

Clinical exam  Erythema of the mucosa  Patchy ulcerations or 
pseudomembranes

 Confluent ulcerations 
or pseudomembranes; 
bleeding with minor trauma

 Tissue necrosis; significant 
spontaneous bleeding; life-
threatening consequences

Functional/symptomatic  Upper aerodigestive 
tract sites: 
Minimal symptoms, normal 
diet; minimal respiratory 
symptoms but not interfering 
with function
Lower GI sites: 
Minimal discomfort, 
intervention not indicated

 Upper aerodigestive 
tract sites: 
Symptomatic but can eat 
and swallow modified diet; 
respiratory symptoms 
interfering with function but 
not interfering with ADL
Lower GI sites: 
Symptomatic, medical 
intervention indicated but not 
interfering with ADL

 Upper aerodigestive 
tract sites: 
Symptomatic and unable to 
adequately aliment or hydrate 
orally; respiratory symptoms 
interfering with ADL
Lower GI sites: 
Stool incontinence or other 
symptoms interfering with ADL

Symptoms associated
with life-threatening 
consequences

Adverse Event Grading

 Grading of the Most Common Adverse Events in the       Phase 3 Study and Warnings and Precautions1,16

Adverse Event Grading

Adapted from the National Cancer Institute, CTCAE, version 3.0.16
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 Adverse Event or 
Laboratory Abnormality

Grade 1 Grade 2 Grade 3 Grade 4

Nausea   Loss of appetite without 
alteration in eating habits

  Oral intake decreased without 
significant weight loss, 
dehydration, or malnutrition; IV 
fluids indicated <24 hrs

  Inadequate oral caloric or fluid 
intake; IV fluids, tube feedings, 
or total parenteral nutrition 
(TPN) indicated ≥24 hrs

 Life-threatening consequences

Edema

 Head and neck  Localized to dependent areas, 
no disability or functional 
impairment

  Localized facial or neck edema 
with functional impairment

  Generalized facial or neck 
edema with functional 
impairment (eg, difficulty in 
turning neck or opening mouth 
compared to baseline)

  Severe with ulceration or 
cerebral edema; tracheotomy 
or feeding tube indicated 

 Limb   5% - 10% interlimb discrepancy 
in volume or circumference  
at point of greatest visible 
difference; swelling or 
obscuration of anatomic 
architecture on close 
inspection; pitting edema

  >10% - 30% interlimb discrepancy 
in volume or circumference 
at point of greatest visible 
difference; readily apparent 
obscuration of anatomic 
architecture; obliteration of skin 
folds; readily apparent deviation 
from normal anatomic contour

>30% interlimb discrepancy 
in volume; lymphorrhea; gross 
deviation from normal anatomic 
contour; interfering with ADL

 Progression to malignancy 
(ie, lymphangiosarcoma); 
amputation indicated; disabling 

Trunk/genital  Swelling or obscuration of 
anatomic architecture on close 
inspection; pitting edema

 Readily apparent obscuration 
of anatomic architecture; 
obliteration of skin folds; 
readily apparent deviation from 
normal anatomic contour

 Lymphorrhea; interfering with 
ADL; gross deviation from 
normal anatomic contour

 Progression to malignancy 
(ie, lymphangiosarcoma); 
disabling

Viscera  Asymptomatic; clinical or 
radiographic findings only

 Symptomatic; medical 
intervention indicated

 Symptomatic and unable to 
aliment adequately orally; 
interventional radiology or 
operative intervention indicated

 Life-threatening consequences

 Grading of the Most Common Adverse Events in the       Phase 3 Study and Warnings and Precautions1,16 (cont.)
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Grading of the Most Common Adverse Events in the       Phase 3 Study and Warnings and Precautions1,16 (cont.)

 Adverse Event or 
Laboratory Abnormality

Grade 1 Grade 2 Grade 3 Grade 4

 Anorexia   Loss of appetite without 
alteration in eating habits

Oral intake altered without 
significant weight loss or 
malnutrition; oral nutritional 
supplements indicated

Associated with significant 
weight loss or malnutrition (eg, 
inadequate oral caloric and/
or fluid intake); IV fluids, tube 
feedings, or TPN indicated

 Life-threatening 
consequences

 Hypersensitivity  Transient flushing or rash; 
drug fever <38°C (<100.4°F)

 Rash; flushing; urticaria; 
dyspnea; drug fever ≥38°C 
(≥100.4°F)

 Symptomatic bronchospasm, 
with or without urticaria; 
parenteral medication(s) 
indicated; allergy-related 
edema/angioedema; 
hypotension

 Anaphylaxis

 Glucose, serum—high (hyperglycemia)   >ULN–160 mg/dL
>ULN–8.9 mmol/L

>160 – 250 mg/dL
>8.9 – 13.9 mmol/L

>250 – 500 mg/dL
>13.9 – 27.8 mmol/L

  >500 mg/dL
>27.8 mmol/L or acidosis

 Infections* —    Localized, local 
intervention indicated

   IV antibiotic, antifungal, or 
antiviral intervention indicated; 
interventional radiology 
or operative intervention 
indicated

  Life-threatening 
consequences (eg, 
septic shock, hypotension, 
acidosis, necrosis)

Cholesterol, serum—high 
(hypercholesteremia)

>ULN–300 mg/dL
>ULN–7.75 mmol/L

>300 – 400 mg/dL
>7.75 – 10.34 mmol/L

>400 – 500 mg/dL
>10.34 – 12.92 mmol/L

  >500 mg/dL
>12.92 mmol/L

 *  Includes infection (documented clinically or microbiologically) with grade 3 or 4 neutrophils (ANC <1.0 x 109/L); 
infection with normal ANC or grade 1/2 neutrophils; infection with unknown ANC; and opportunistic infection 
associated with ≥grade 2 lymphopenia.
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 Adverse Event or 
Laboratory Abnormality

Grade 1 Grade 2 Grade 3 Grade 4

  Bowel perforation    Asymptomatic, radiographic 
findings only

 Medical intervention indicated; 
IV fluids indicated <24 hrs

   IV fluids, tube feedings, or TPN 
indicated ≥24 hrs; operative 
intervention indicated

 Life-threatening consequences

  Renal failure   — —   Chronic dialysis not indicated Chronic dialysis or renal 
transplant indicated

  Wound healing complications  Incisional separation of ≤25% 
of wound, no deeper than 
superficial fascia

    Incisional separation >25% 
of wound with local care; 
asymptomatic hernia

 Symptomatic hernia without 
evidence of strangulation; 
fascial disruption/dehiscence 
without evisceration; primary 
wound closure or revision 
by operative intervention 
indicated; hospitalization or 
hyperbaric oxygen indicated

   Symptomatic hernia with 
evidence of strangulation; 
fascial disruption with 
evisceration; major 
reconstruction flap, grafting, 
resection, or amputation 
indicated

  Intracerebral hemorrhage     Asymptomatic, radiographic 
findings only

    Medical intervention indicated    Ventriculostomy, intracranial 
pressure (ICP) monitoring, 
intraventricular thrombolysis, 
or operative intervention 
indicated

 Life-threatening consequences; 
neurologic deficit or disability
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