gemtuzumab ozogamicin INJECTION
FOR IV INFUSION
4.5 mg single-dose vial

Dosing & Administration Guide

WARNING: Hepatotoxicity
Hepatotoxicity, including severe or fatal hepatic veno-occlusive disease (VOD), also known as sinusoidal
obstruction syndrome (SOS), has been reported in association with the use of MYLOTARG as a single agent,
and as part of a combination chemotherapy regimen. Monitor frequently for signs and symptoms of VOD
after treatment with MYLOTARG.

Please see Important Safety Information on pages 2-3. Please see full Prescribing Information,
including BOXED WARNING, at www.MylotargHCP.com.

OVERVIEW1
MYLOTARGTM (gemtuzumab ozogamicin) is a CD33-directed antibody-drug
conjugate indicated for treatment of:
u Newly diagnosed CD33-positive acute myeloid leukemia (AML) in adults
u Relapsed or refractory CD33-positive AML in adults and in pediatric patients 2 years and older
uM
 YLOTARG is CD33-directed antibody-drug conjugate. Once bound to CD33, MYLOTARG is
internalized by the tumor cell, resulting in intracellular release and activation of the cytotoxic agent
calicheamicin, which induces cell death via double-strand DNA breaks

Newly diagnosed patients
u Combination regimen: For induction in patients with newly diagnosed de novo CD33-positive
AML, the recommended dose of MYLOTARG is 3 mg/m2 (up to one 4.5-mg vial) on Days 1, 4, and
7, in combination with daunorubicin and cytarabine. For consolidation, the recommended dose
of MYLOTARG is a single dose of 3 mg/m2 (up to one 4.5-mg vial) on Day 1 in combination with
daunorubicin and cytarabine
u Single-agent regimen: For induction in patients with newly diagnosed AML, the recommended dose
of MYLOTARG is 6 mg/m2 (not limited to a 4.5-mg vial) as a single agent on Day 1 and 3 mg/m2
(not limited to one 4.5-mg vial) on Day 8. Continuation: for patients without evidence of disease
progression following induction, up to 8 continuation courses of MYLOTARG 2 mg/m2 (not limited to
one 4.5-mg vial)on Day 1 every 4 weeks are allowed

Relapsed/refractory patients
uF
 or relapsed/refractory CD33-positive AML, the recommended dose of MYLOTARG is 3 mg/m2
(up to one 4.5-mg vial) as a single agent on Days 1, 4, and 7

IMPORTANT SAFETY INFORMATION
WARNING: Hepatotoxicity, including severe or fatal hepatic veno-occlusive disease (VOD), also
known as sinusoidal obstruction syndrome (SOS), has been reported in association with the use
of MYLOTARG as a single agent, and as part of a combination chemotherapy regimen. Monitor
frequently for signs and symptoms of VOD after treatment with MYLOTARG.
Contraindications: Hypersensitivity to MYLOTARG or any of its components. Reactions have
included anaphylaxis.
Hepatotoxicity, Including Veno-occlusive Liver Disease (VOD): Hepatotoxicity, including lifethreatening and sometimes fatal hepatic VOD events, have been reported in patients receiving
MYLOTARG as a single agent or as part of a combination chemotherapy regimen. Based on an analysis
across trials, the risk of VOD was higher in adult patients who received higher doses of MYLOTARG as
monotherapy, in patients with moderate or severe hepatic impairment prior to receiving MYLOTARG,
in patients treated with MYLOTARG after HSCT, and in patients who underwent HSCT after treatment
with MYLOTARG. Although no relationship was found between VOD and time of HSCT relative to
higher MYLOTARG monotherapy doses, the ALFA-0701 study recommended an interval of 2 months
between the last dose of MYLOTARG and HSCT. Assess ALT, AST, total bilirubin, and
(cont'd on next page)
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alkaline phosphatase prior to each dose of MYLOTARG. After treatment with MYLOTARG, monitor
frequently for signs and symptoms of VOD; these may include elevations in ALT, AST, and total bilirubin,
hepatomegaly, rapid weight gain, and ascites. Monitoring only total bilirubin may not identify all patients
at risk of VOD. For patients who develop abnormal liver tests, more frequent monitoring of liver tests
and clinical signs and symptoms of hepatotoxicity is recommended. For patients who proceed to HSCT,
monitor liver tests frequently during the post-HSCT period, as appropriate. Manage signs or symptoms
of hepatic toxicity by dose interruption or discontinuation of MYLOTARG. In patients who experience
VOD, discontinue MYLOTARG and treat according to standard medical practice.
Infusion-Related Reactions (Including Anaphylaxis): Life-threatening or fatal infusion-related reactions
can occur during or within 24 hours following infusion of MYLOTARG. Signs and symptoms of infusionrelated reactions may include fever, chills, hypotension, tachycardia, hypoxia, and respiratory failure.
Premedicate prior to MYLOTARG infusion. Monitor vital signs frequently during infusion. Interrupt
infusion immediately for patients who develop evidence of infusion reaction, especially dyspnea,
bronchospasm, or hypotension. Monitor patients during and for at least 1 hour after the end of the
infusion or until signs and symptoms completely resolve. Discontinue use of MYLOTARG in patients
who develop signs or symptoms of anaphylaxis, including severe respiratory symptoms or clinically
significant hypotension.
Hemorrhage: MYLOTARG is myelosuppressive and can cause fatal or life-threatening hemorrhage due to
prolonged thrombocytopenia. In ALFA-0701, (MYLOTARG in combination with chemotherapy), all grades
and Grade 3‑4 bleeding events were reported in 118/131 (90%) and 27/131 (21%) patients, respectively.
Fatal bleeding events (including cerebral hematoma, intracranial hematoma, and subdural hematoma)
occurred in 4/131 (3%) patients. The proportion of patients with persistent thrombocytopenia
increased with progressive treatment phases and was higher in patients treated with MYLOTARG plus
chemotherapy than with chemotherapy alone. Assess blood counts prior to each dose of MYLOTARG
and monitor blood counts frequently after treatment with MYLOTARG until resolution of cytopenias.
Monitor patients for signs and symptoms of bleeding during treatment with MYLOTARG. Manage severe
bleeding, hemorrhage, or persistent thrombocytopenia using dose delay or permanent discontinuation
of MYLOTARG, and provide supportive care per standard practice.
QT Interval Prolongation: QT interval prolongation has been observed in patients treated with other
drugs containing calicheamicin. When administering MYLOTARG to patients who have a history of or
predisposition for QTc prolongation, who are taking medicinal products that are known to prolong QT
interval, and in patients with electrolyte disturbances, obtain electrocardiograms and electrolytes prior
to the start of treatment and as needed during administration.
Adverse Cytogenetics: In a subgroup analysis in ALFA-0701, the addition of MYLOTARG to standard
combination chemotherapy did not improve event-free survival in the subgroup of patients having
adverse-risk cytogenetics. For patients being treated with MYLOTARG in combination with daunorubicin
and cytarabine for newly diagnosed de novo AML, when cytogenetics testing results become available
consider whether the potential benefit of continuing treatment with MYLOTARG outweighs the risks for
the individual patient.
Embryo-Fetal Toxicity: MYLOTARG can cause embryo-fetal harm when administered to a pregnant
woman. Advise patients of reproductive potential to use effective contraception during and for 3 and
6 months following treatment for males and females, respectively. Apprise pregnant women of the
potential risk to the fetus. Advise women to contact their healthcare provider if they become pregnant
or if pregnancy is suspected during treatment with MYLOTARG.
Adverse Reactions: All grade treatment-emergent adverse events (>15%) in patients exposed to
MYLOTARG 3 mg/m2 on Days 1, 4, and 7 as monotherapy, included fever (79%), infection (42%),
increased AST (40%), bleeding (23%), nausea and vomiting (21%), constipation (21%), mucositis (21%),
headache (19%), increased ALT (16%), and rash (16%).
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MYLOTARGTM (gemtuzumab ozogamicin) DOSING1
Premedication

1 HR
uP
 remedicate adults with acetaminophen 650 mg orally and diphenhydramine 50 mg orally or
intravenously 1 hour prior to MYLOTARG dosing and 1 mg/kg methylprednisolone or an equivalent
dose of an alternative corticosteroid within 30 minutes prior to infusion of MYLOTARG
uF
 or children, premedicate with acetaminophen 15 mg/kg (maximum of 650 mg), diphenhydramine
1 mg/kg (maximum of 50 mg), and 1 mg/kg methylprednisolone orally or intravenously; additional
doses of acetaminophen and diphenhydramine may be administered every 4 hours after the initial
pretreatment dose
uR
 epeat with the same dose of methylprednisolone or an equivalent corticosteroid for any sign of an
infusion reaction, such as fever, chills, hypotension, or dyspnea during the infusion or within 4 hours
afterwards
uU
 se appropriate measures to prevent tumor lysis syndrome
uF
 or patients with hyperleukocytosis (leukocyte count greater than or equal to 30 x 10 9/L*),
cytoreduction is recommended prior to administration of MYLOTARG

MYLOTARG 4.5-MG VIAL

Mylotarg is available in 4.5-mg vials.
*10 9/L is equivalent to Gi/L, or giga per liter.
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MYLOTARG™ (gemtuzumab ozogamicin) DOSING FOR NEWLY
DIAGNOSED ADULTS1
Combination regimen: newly diagnosed de novo CD33-positive patients
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MYLOTARG™ (gemtuzumab ozogamicin) DOSING FOR
MYLOTARG 2 mg/m
1
RELAPSED/REFRACTORY
(On Day 1, every 4 weeks)
2

(not limited to one 4.5-mg vial)

Single-agent regimen: relapsed/refractory CD33-positive adult and pediatric
patients age 2 and older
RELAPSED/refractory: Single agent
Day
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MYLOTARG 3 mg/m2

(up to one 4.5-mg vial)

Treatment in the relapsed/refractory setting consists of a single course of MYLOTARG.

USAGE IN CLINICAL TRIALS
In a Clinical Trial of MYLOTARG in Combination Therapy (ALFA-0701)
In the ALFA-0701 trial, patients received induction therapy consisting of daunorubicin (60 mg/m2 on
Days 1 to 3) and cytarabine (200 mg/m2 on Days 1 to 7) with (n=135) or without (n=136) MYLOTARG
3 mg/m2 (up to a maximum of one vial) on Days 1, 4, and 7. Patients with response received
consolidation therapy with 2 courses of treatment including daunorubicin (60 mg/m2 on Day 1 of
consolidation course 1; 60 mg/m2 on Days 1 and 2 of consolidation course 2) and cytarabine (1 g/m2
every 12 hours on Days 1 to 4) with or without MYLOTARG 3 mg/m2 (up to a maximum of one vial) on
Day 1 according to their initial randomization.
In a Clinical Trial of MYLOTARG as a Single Agent (AML-19)
In AML-19, patients received induction therapy consisting of MYLOTARG 6 mg/m2 on Day 1 and 3 mg/m2
on Day 8 or best supportive care (BSC). Patients with no evidence of disease progression or significant
toxicities after MYLOTARG induction received continuation therapy as outpatients with up to 8 courses
of treatment, including MYLOTARG 2 mg/m2 on Day 1, every 4 weeks. Patients continued therapy if
they did not experience significant toxicities, relapse, or disease progression. BSC included standard
supportive care measures and hydroxyurea or other antimetabolites for palliative purposes.
In a Clinical Trial of MYLOTARG as a Single Agent in Relapsed/Refractory AML (MyloFrance-1)
In MyloFrance-1, treatment included a single course of MYLOTARG 3 mg/m2 /day on Days 1, 4,
and 7. Consolidation therapy consisted of cytarabine intravenously every 12 hours for 3 days. The
cytarabine dose was 3 g/m2 for patients less than 55 years old and 1 g/m2 for patients 55 years or
older and/or patients with a creatinine clearance below 50 mL/minute.
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Dose MODIFICATIONS

Dose modificationS for TOXICITIES1
u Monitor blood counts frequently through resolution of cytopenias
uM
 onitor blood counts and chemistries at least three times per week through recovery from
treatment-related toxicities
uM
 anagement of some adverse reactions may require dose interruptions or permanent
discontinuation of MYLOTARGTM (gemtuzumab ozogamicin)

DOSE MODIFICATIONS FOR TOXICITIES
For patients receiving MYLOTARG in combination therapy
Hematologic
Toxicities

Recommended Action

Persistent
thrombocytopenia

u If platelet count does not recover to greater than or equal to 100  10 9/L*
within 14 days following the planned start date of the consolidation cycle
(14 days after hematologic recovery following previous cycle), discontinue
MYLOTARG (do not administer MYLOTARG in the consolidation cycles)

Persistent
neutropenia

u If neutrophil count does not recover to greater than 0.5  109/L* within
14 days following the planned start date of the consolidation cycle (14 days
after hematologic recovery following previous cycle), discontinue MYLOTARG
(do not administer MYLOTARG in the consolidation cycles)

For all patients receiving MYLOTARG (monotherapy or in combination)
Nonhematologic
Toxicities

Recommended Action

VOD

u Discontinue MYLOTARG

Total bilirubin greater
than 2 × ULN, or
AST and/or ALT
greater than
2.5 × ULN

uD
 elay treatment with MYLOTARG until recovery of total bilirubin to less
than or equal to 2 × ULN and AST and ALT to less than or equal to
2.5 × ULN prior to each dose
u Omit scheduled dose if delayed more than 2 days between sequential
infusions

Infusion-related
reactions

u Interrupt the infusion and institute appropriate medical management
u Administer acetaminophen, diphenhydramine and/or methylprednisolone,
if needed
u Provide supportive care measures as needed
u For mild, moderate, or severe infusion-related reactions, once symptoms
resolve, consider resuming the infusion at no more than half the rate at which
the reaction occurred. Repeat the procedure above in the event of recurrence
of symptoms
u Permanently discontinue MYLOTARG upon occurrence of a severe infusion
reaction or for any life-threatening infusion reaction

Other severe or
life-threatening
nonhematologic
toxicities

uD
 elay treatment with MYLOTARG until recovery to a severity of no more
than mild
u Omit scheduled dose if delayed more than 2 days between sequential
infusions

ALT=alanine aminotransferase; AST=aspartate aminotransferase; ULN=upper limit of normal; VOD=veno-occlusive disease.
*10 9/L is equivalent to Gi/L, or giga per liter.
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SPECIAL POPULATIONS

Use in Special Populations1
Pregnancy
uB
 ased on its mechanism of action and findings from animal studies, MYLOTARG™ (gemtuzumab
ozogamicin) can cause embryo-fetal harm when administered to a pregnant woman
Lactation
uB
 ecause of the potential for adverse reactions in breastfed infants, women should not breastfeed
during treatment with MYLOTARG and for at least 1 month after the final dose
Females and Males of Reproductive Potential
u Advise patients of reproductive potential to use effective contraception during and for 3 and 6 months
following treatment for males and females, respectively
u Advise females of reproductive potential to avoid becoming pregnant while receiving MYLOTARG
u MYLOTARG may impair fertility in females and males of reproductive potential
Pediatric Use
uT
 he safety and efficacy of MYLOTARG in combination with daunorubicin and cytarabine have not
been established in the pediatric patients with newly diagnosed de novo AML
uT
 he safety and efficacy of MYLOTARG as a single agent have been evaluated by a literature review
of 96 patients aged 2 months to 21 years. No differences in safety and efficacy were observed
by age
Geriatric Use
uU
 se of MYLOTARG in combination with daunorubicin and cytarabine in newly diagnosed adult
patients with de novo AML is supported by a randomized, controlled trial that included 50 patients
greater than or equal to 65 years old. No overall differences in safety or effectiveness were observed
between these subjects and younger subjects
uU
 se of MYLOTARG monotherapy in newly diagnosed adult patients with AML is supported by a
randomized, controlled trial with 118 patients treated with MYLOTARG. All patients were over the age
of 60 years, and 65% of patients were above 75 years. No overall differences in effectiveness were
observed by age
uU
 se of MYLOTARG as single-agent treatment of relapsed or refractory AML is supported by a
single-arm trial that included 27 patients 65 years or older. No overall differences in effectiveness
were observed between these patients and younger patients. Elderly patients experienced a higher
rate of fever and severe or greater infections
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PREPARATION & ADMINISTRATION

PREPARATION AND ADMINISTRATION1
Instructions for Reconstitution, Dilution, and Administration
Use appropriate aseptic technique for the reconstitution and dilution procedures. Protect the
reconstituted and diluted solution from light.

Reconstitution1
MYLOTARG™ (gemtuzumab ozogamicin) is a cytotoxic drug. Follow applicable special handling and
disposal procedures.

1

Calculate the dose (mg) and number of vials of MYLOTARG required.

2

 rior to reconstitution, allow drug product vials to reach ambient temperature for approximately
P
5 minutes. Reconstitute each vial with 5 mL of Sterile Water for Injection, USP, to obtain a
concentration of 1 mg/mL of MYLOTARG that delivers 4.5 mL (4.5 mg).

3

Gently swirl the vial to aid dissolution. DO NOT SHAKE. Inspect the reconstituted solution for
particulates and discoloration. The reconstituted solution may contain small white to off-white,
opaque to translucent, and amorphous to fiber-like particles.

4

PROTECT FROM LIGHT. DO NOT FREEZE.

MYLOTARG contains no bacteriostatic preservatives. Use reconstituted solution immediately or
after being refrigerated at 2-8°C (36-46°F) for up to 1 hour.
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Dilution

1

Calculate the required volume of the reconstituted solution needed to obtain the appropriate dose
according to patient body surface area (BSA).

2

Withdraw this amount from the vial(s) using a syringe. PROTECT FROM LIGHT.

3

Discard any unused reconstituted solution left in the vial.

4

Remove a volume of 0.9% Sodium Chloride for Injection from the prefilled bag equal to the
volume of MYLOTARG™ (gemtuzumab ozogamicin) product (mL) calculated above.

5

Add the reconstituted solution to the infusion container with 0.9% Sodium Chloride for Injection
to a total volume of 50 mL or 100 mL, or a syringe, depending on dose. PROTECT FROM LIGHT.

Additional dilution information2
Doses must be mixed to a concentration between 0.075 mg/mL to 0.234 mg/mL. Doses less than
3.9 mg should be prepared for administration by syringe to reduce the potential impact of drug
adsorption. Examples of appropriate infusion containers based on dose are summarized in the
table below.
Dose of MYLOTARG based on BSA

Infusion Container

0.3 mg up to 0.45 mg

4 mL in a syringe

0.45 mg up to 0.75 mg

6 mL in a syringe

0.75 mg up to 1.89 mg

10 mL in a syringe

1.89 mg up to 3.9 mg

25 mL in a syringe

3.9 mg up to 11.7 mg

50-mL IV bag

11.7 mg up to 21.6 mg

100-mL IV bag
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6

Gently invert the infusion container to mix the diluted solution. DO NOT SHAKE.

18 HR
7

The diluted solution should be used immediately or stored up to 6 hours at room temperature
(15-25°C; 59-77°F), including the 2-hour infusion time and 1 hour, if needed, to allow the
refrigerated diluted solution to equilibrate to room temperature. The diluted solution can be
refrigerated at 2-8°C (36-46°F) for up to 12 hours, which includes up to 1 hour in the vial
post-reconstitution. PROTECT FROM LIGHT and DO NOT FREEZE.

Administration
1

Use an in-line 0.2-micron polyethersulfone (PES) filter for infusion of MYLOTARGTM
(gemtuzumab ozogamicin).

2

During the infusion, the IV bag needs to be protected from light using a light-blocking cover.
The infusion line does not need to be protected from light.

2 HR
3

Infuse the diluted solution over 2 hours.

Do not mix MYLOTARG with, or administer as an infusion with, other medicinal products.
uL
 ife-threatening or fatal infusion-related reactions can occur during or within 24 hours
following infusion of MYLOTARG. Signs and symptoms of infusion-related reactions may
include fever, chills, hypotension, tachycardia, hypoxia, and respiratory failure
uP
 remedicate prior to MYLOTARG infusion. Monitor vital signs frequently during infusion.
Interrupt infusion immediately for patients who develop evidence of infusion reaction,
especially dyspnea, bronchospasm, or hypotension. Monitor patients during and for at least
1 hour after the end of the infusion or until signs and symptoms completely resolve
uD
 iscontinue use of MYLOTARG in patients who develop signs or symptoms of anaphylaxis,
including severe respiratory symptoms or clinically significant hypotension
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STORAGE AND HANDLING

STORAGE AND HANDLING1
uM
 YLOTARG™ (gemtuzumab ozogamicin) for Injection is a white to off-white lyophilized cake or
powder supplied in a carton (NDC 0008-4510-01) containing one 4.5-mg single-dose vial
u Refrigerate (2-8°C; 36-46°F) MYLOTARG vials and store in the original carton to protect from light
u DO NOT FREEZE

STORAGE TIMES AND CONDITIONS FOR RECONSTITUTED AND DILUTED MYLOTARG
SOLUTION
The following time intervals for reconstitution, dilution, and administration should be followed for
storage of the reconstituted solution.
Time Intervals
After
Reconstitution

After Dilution

Administration

Use immediately
or after being
refrigerated at
2-8oC (36-46oF)
for up to 1 hour.

u If not used immediately, store at room temperature
(15-25°C; 59-77°F) for up to 6 hours, which includes the
2-hour infusion time and 1 hour, if needed, to allow the
refrigerated diluted solution to equilibrate to
room temperature

2-hour infusion

uT
 he diluted solution can be refrigerated at 2-8°C
(36-46°F) for up to 12 hours, which includes up to 1 hour
in the vial post-reconstitution

u Total maximum hours from reconstitution to end of administration: 18 hours
u Maximum time at room temperature following dilution: 6 hours

Ordering MYLOTARG
Mylotarg is available from the following Specialty Distributors:
uA
 SD Healthcare
uB
 iologics Specialty Pharmacy
uC
 ardinal Health Specialty Solutions
uM
 cKesson Plasma and Biologics
uM
 cKesson Specialty Health
uO
 ncology Supply
uS
 mith Medical Partners
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PRODUCT INFORMATION AND RESOURCES
ON CODING AND REIMBURSEMENT

To learn more, visit

MylotargHCP.com

Access support and resources

1-877-744-5675
or visit

PfizerOncologyTogether.com

References: 1. MYLOTARG Prescribing Information. New York, NY: Pfizer Inc. 2. Data on file. Pfizer Inc, New York, NY.
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