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Leukaza®

Azacitidine

Powder for Concentrate for IV
Infusion

Read all of this leaflet carefully for complete
instruction



1. INDICATIONS AND USAGE
1.1. Myelodysplastic Syndromes (MDS)

AZACITIDINE is indicated for treatment of patients
with the following French-American-British (FAB)
myelodysplastic syndrome subtypes: refractory
anemia (RA) or refractory anemia with ringed
sideroblasts (if accompanied by neutropenia or
thrombocytopenia  or  requiring  transfusions),
refractory anemia with excess blasts (RAEB), refractory
anemia with excess blasts in transformation (RAEB-T),
and chronic myelomonocytic leukemia (CMMol).

2. DOSAGE AND ADMINISTRATION
2.1. First Treatment Cycle

The recommended starting dose for the first
treatment cycle, for all patients regardless of



baseline hematology laboratory values, is 75 mg/
m? intravenously, daily for 7 days. Premedicate
patients for nausea and vomiting. Obtain complete
blood counts, liver chemistries and serum
creatinine prior to the first dose.

2.2. Subsequent Treatment Cycles

Repeat cycles every 4 weeks. The dose may be
increased to 100 mg/m? if no beneficial effect
is seen after 2 treatment cycles and if no toxicity
other than nausea and vomiting has occurred. It
is recommended that patients be treated for a
minimum of 4 to 6 cycles. However, complete or
partial response may require additional treatment
cycles. Treatment may be continued as long as the
patient continues to benefit.

Monitor patients for hematologic response and
renal toxicities and delay or reduce dosage if

necessary as described below.

2.3. Dosage Adjustment Based on Hematology
Laboratory Values

¢ For patients with baseline (start of treatment)
WBC >3.0 x10°/L, ANC >1.5 x10°/L, and platelets
>75.0 x10%/L, adjust the dose as follows, based on
nadir counts for any given cycle:

Nadir Counts % Dose in the

ANC (x10°/L) | Platelets (x10°/L) Next Course

<0.5 <25.0 50%
0.5-1.5 25.0-50.0 67%
>1.5 >50.0 100%

® For patients whose baseline counts are WBC
<3.0 x10%/L, ANC<1.5 x10%L, or platelets <75.0



x10%/L, base dose adjustments on nadir counts
and bone marrow biopsy cellularity at the time
of the nadir as noted below, unless there is clear
improvement in differentiation (percentage of
mature granulocytes is higher and ANC is higher
than at onset of that course) at the time of the
next cycle, in which case continue the current
dose.

Bone Marrow Biopsy
WBC or Platelet Nadir Cellularity at Time of
% decrease in counts Nadir (%)

from baseline
30-60 15-30 <15

% Dose in the Next Course

0-75 100 50 33

>75
75 50 33

If a nadir as defined in the table above has
occurred, give the next course 28 days after the
start of the preceding course, provided that both
the WBC and the platelet counts are >25% above
the nadir and rising. If a >25% increase above the
nadir is not seen by day 28, reassess counts every 7
days. If a 25% increase is not seen by day 42, reduce
the scheduled dose by 50%.

2.4. Dosage Adjustment Based on Serum Electrolytes
and Renal Toxicity

If unexplained reductions in serum bicarbonate
levels to <20 mEg/L occur, reduce the dosage by
50% for the next course. Similarly, if unexplained
elevations of BUN or serum creatinine occur, delay
the next cycle until values return to normal or
baseline and reduce the dose by 50% for the next
course.



2.5. Use in Geriatric Patients

AZACITIDINE and its metabolites are known to
be substantially excreted by the kidney, and the
risk of toxic reactions to this drug may be greater
in patients with impaired renal function. Because
elderly patients are more likely to have decreased
renal function, select the dose carefully and
monitor renal function.

2.6. Preparation of AZACITIDINE
AZACITIDINE is a cytotoxic drug. Follow applicable
special handling and disposal procedures.

The AZACITIDINE vial is single-dose and does not
contain any preservatives. Discard unused portions
of each vial properly. Do not save any unused
portions for later administration.

2.7. Instructions for Intravenous Administration

Reconstitute the appropriate number of
AZACITIDINE vials to achieve the desired dose.
Reconstitute each vial with 10 mL sterile water
for injection. Vigorously shake or roll the vial until
all solids are dissolved. The resulting solution will
contain AZACITIDINE 10 mg/mL. The solution
should be clear.

Parenteral drug product should be inspected
visually for particulate matter and discoloration
prior to administration, whenever solution and
container permit.

Withdraw the required amount of AZACITIDINE
solution to deliver the desired dose and inject into
a 50 -100 mL infusion bag of either 0.9% Sodium
Chloride Injection or Lactated Ringer’s Injection.



Intravenous Solution Incompatibility

AZACITIDINE is incompatible with 5% Dextrose
solutions, Hydroxyethyl starch solution, or solutions
that contain bicarbonate. These solutions have the
potential to increase the rate of degradation of
AZACITIDINE and should therefore be avoided.

Intravenous Administration

AZACITIDINE solution is administered intravenously.
Administer the total dose over a period of 10 — 40
minutes. The administration must be completed
within 1 hour of reconstitution of the AZACITIDINE
vial.

Solution Stability

From a microbiological point of view, the reconstituted
product should be used immediately. If not used
immediately, in-use storage times and conditions
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prior to use are the responsibility of the user.

3. DOSAGE FORMS AND STRENGTHS

LEUKAZA® (AZACITIDINE for injection) is supplied
as lyophilized powder in 100 mg single-dose vials.

4. CONTRAINDICATIONS
4.1. Advanced Malignant Hepatic Tumors

AZACITIDINE is contraindicated in patients with
advanced malignant hepatic tumors.

4.2. Hypersensitivity to AZACITIDINE or Mannitol

AZACITIDINE is contraindicated in patients with a
known hypersensitivity to AZACITIDINE or mannitol.
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5. WARNINGS AND PRECAUTIONS
5.1. Anemia, Neutropenia and Thrombocytopenia

AZACITIDINE causes anemia, neutropenia and
thrombocytopenia. Monitor complete blood
counts frequently for response and/or toxicity,
at @ minimum, prior to each dosing cycle. After
administration of the recommended dosage for
the first cycle, adjust dosage for subsequent cycles
based on nadir counts and hematologic response.

5.2. Hepatotoxicity in Patients with Severe Pre-
existing Hepatic Impairment

Because AZACITIDINE is potentially hepatotoxic
in patients with severe pre-existing hepatic
impairment, caution is needed in patients with
liver disease. Patients with extensive tumor burden
due to metastatic disease have been reported

to experience progressive hepatic coma and
death during AZACITIDINE treatment, especially
in such patients with baseline albumin <30 g/L.
AZACITIDINE is contraindicated in patients with
advanced malignant hepatic tumors. Monitor liver
chemistries prior to initiation of therapy and with
each cycle.

Safety and effectiveness of AZACITIDINE in patients
with MDS and hepatic impairment have not been
studied as these patients were excluded from the
clinical trials.

5.3. Renal Toxicity

Renal toxicity ranging from elevated serum
creatinine to renal failure and death have been
reported in patients treated with intravenous
AZACITIDINE in  combination with  other
chemotherapeutic agents for non-MDS conditions.
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In addition, renal tubular acidosis, defined as a fall
in serum bicarbonate to <20 mEq/L in association
with an alkaline urine and hypokalemia (serum
potassium <3 mEq/L) developed in 5 patients with
CML treated with AZACITIDINE and etoposide.
Monitor serum creatinine and electrolytes prior
to initiation of therapy and with each cycle. If
unexplained reductions in serum bicarbonate <20
mEqg/L or elevations of BUN or serum creatinine
occur, reduce or hold the dose.

Patients with renal impairment may be at increased
risk for renal toxicity. Also, AZACITIDINE and its
metabolites are primarily excreted by the kidney.
Therefore, monitor these patients closely for
toxicity. Patients with MDS and renal impairment
were excluded from the clinical studies.
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5.4. Tumor Lysis Syndrome

AZACITIDINE may cause fatal or serious tumor lysis
syndrome, including in patients with MDS. Tumor
lysis syndrome may occur despite concomitant use
of allopurinol. Assess baseline risk and monitor and
treat as appropriate.

5.5. Embryo-Fetal Risk

Based on the mechanism of action and findings in
animals, AZACITIDINE can cause fetal harm when
administered to a pregnant woman. Advise females
with reproductive potential to avoid pregnancy
during treatment with AZACITIDINE. Men should
be advised to not father a child while receiving
treatment with AZACITIDINE.

5.6. Cardiac and pulmonary disease

safety and efficacy of azacitidine in Patients with a
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history of severe congestive heart failure, clinically
unstable cardiac disease or pulmonary disease
has not been established. Recent data from a
clinical trial in patients with a known history of
cardiovascular or pulmonary disease showed a
significantly increased incidence of cardiac events
with azacitidine.

It is therefore advised to exercise caution when
prescribing azacitidine to these patients.

Cardiopulmonary assessment before and during
the treatment should be considered.

5.7.Gastrointestinal toxicity

Azacitidine is associated with a moderate emetic
potential.

Antiemetics are recommended to prevent nausea
and vomiting.
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6. ADVERSE REACTIONS

>10%:

Cardiovascular: Peripheral edema (7% to 19%),
chest pain (16%)

Central nervous system: Fatigue (13% to 36%),
rigors (26%), headache (22%), dizziness (19%),
anxiety (5% to 13%), depression (12%), malaise
(11%), pain (11%), insomnia (9% to 11%)

Dermatologic: Erythema (7% to 17%), pallor (16%),
skin lesion (15%), skin rash (10% to 14%), pruritus
(12%), diaphoresis (11%)

Endocrine & metabolic: Weight loss (<16%), pitting
edema (15%), hypokalemia (6% to 13%)

Gastrointestinal: Nausea (48% to 71%), vomiting
(27% to 54%), constipation (34% to 50%),
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diarrhea (36%), anorexia (13% to 21%), abdominal
pain (11% to 16%), abdominal tenderness (12%)

Hematologic & oncologic: Thrombocytopenia
(66% to 70%; grades 3/4: 58%), anemia (51% to
70%; grades 3/4: 14%), neutropenia (32% to 66%;
grades 3/4: 61%), leukopenia (18% to 48%; grades
3/4: 15%), bruise (19% to 31%), petechia (11% to
24%), febrile neutropenia (14% to 16%; grades 3/4:
13%), bone marrow depression (nadir: days 10 to
17; recovery: days 28 to 31)

Local: Injection site reactions (14% to 29%):
Erythema (35% to 43%; more common with IV

administration), pain (19% to 23%; more common
with IV administration), bruising (5% to 14%)

Neuromuscular & skeletal: Weakness (29%),
arthralgia (22%), limb pain (20%), back pain
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(19%), myalgia (16%)

Respiratory: Cough (11% to 30%), dyspnea (5%
to 29%), pharyngitis (20%), epistaxis (16%),
nasopharyngitis (15%), upper respiratory infection
(9% to 13%), pneumonia (11%), rales (9% to 11%)
Miscellaneous: Fever (30% to 52%)

5% to 10%:

Cardiovascular: Heart murmur (10%), tachycardia
(9%), hypertension (<9%), hypotension (7%),
syncope (6%), chest wall pain (5%)

Central nervous system: Lethargy (7% to 8%),
hypoesthesia (5%), postoperative pain (5%)
Dermatologic: Night sweats (9%), cellulitis (8%),
rash at injection site (6%), urticaria (6%), skin
nodules (5%), xeroderma (5%)

19
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Gastrointestinal:  Gingival hemorrhage (10%),
stomatitis (8%), hemorrhoids (7%), dyspepsia
(6% to 7%), abdominal distention (6%), loose stools
(6%), dysphagia (5%), tongue ulcer (5%), mouth
hemorrhage (5%)

Genitourinary: Urinary tract infection (8% to 9%),
dysuria (8%), hematuria (<6%)

Hematologic & oncologic: Lymphadenopathy
(10%), hematoma (9%), oral mucosal petechiae
(8%), postprocedural hemorrhage (6%), oral
hemorrhage (5%)

Hypersensitivity: Transfusion reaction (7%)
Infection: Herpes simplex infection (9%)

Local: Itching at injection site (7%), hematoma at
injection site (6%), induration at injection site (5%),
injection site granuloma (5%), skin discoloration at

injection site (5%), swelling at injection site (5%)
Neuromuscular & skeletal: Muscle cramps (6%)

Respiratory: Rhinorrhea (10%), wheezing (9%),
abnormal breath sounds (8%), nasal congestion
(6%), pharyngolaryngeal pain (6%), pleural effusion
(6%), post nasal drip (6%), rhinitis (6%), rhonchi
(6%), atelectasis (5%), sinusitis (5%)

<5%, postmarketing, and/or case reports:
Abscess (limb, perirectal), aggravated bone
pain, agranulocytosis, anaphylactic shock, atrial
fibrillation, azotemia, bacterial infection,

blastomycosis, bone marrow failure, cardiac failure,

catheter site hemorrhage, cellulitis, cerebral
hemorrhage,  cholecystectomy,  cholecystitis,
congestive cardiomyopathy, decreased serum

bicarbonate, dehydration, diverticulitis, fibrosis
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(interstitial  and  alveolar),
hemorrhage, glycosuria, hemophthalmos,
hemoptysis, hepatic coma, hypersensitivity
reaction, hypophosphatemia, increased serum
creatinine, injection site infection, interstitial
pulmonary disease, intracranial hemorrhage,
leukemia cutis, melena, necrotizing fasciitis,
neutropenic  sepsis, orthostatic hypotension,
pancytopenia, pneumonitis, polyuria, pulmonary
infiltrates, pyoderma gangrenosum, renal failure,
renal tubular acidosis, respiratory distress,
seizure, sepsis, sepsis syndrome, septic shock,
splenomegaly, Sweet's syndrome, tissue necrosis at
injection site, toxoplasmosis, tumor lysis syndrome

gastrointestinal

7. DRUG INTERACTION
Risk X: Avoid combination

BCG (Intravesical), Cladribine, Dipyrone, Natalizumab,
Pimecrolimus, Tacrolimus (Topical), Upadacitinib,
Vaccines (Live) Exceptions: Smallpox and Monkeypox
Vaccine (Live)

Risk D: Consider therapy modification

Baricitinib, Deferiprone, Echinacea, Fingolimod,
Leflunomide, Lenograstim, Lipegfilgrastim,
Nivolumab, Palifermin, Roflumilast, Sipuleucel-T,
Tofacitinib, Vaccines (Inactivated)

Risk C: Monitor therapy

Chloramphenicol (Ophthalmic), Clozapine,
Coccidioides immitis Skin Test, Denosumab,
Mesalamine, Ocrelizumab, Pidotimod, Promazine,
Siponimod, Smallpox and Monkeypox Vaccine
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(Live), Tertomotide, Trastuzumab

8. USE IN SPECIFIC POPULATIONS
8.1. Pregnancy

Pregnancy Implications: Embryotoxicity, fetal
death, and fetal abnormalities were observed in
animal studies. There are no adequate and well-
controlled studies in pregnant women. Women of
childbearing potential should be advised to avoid
pregnancy during treatment. Verify the pregnancy
status of females of reproductive potential prior
to initiating AZACITIDINE. In addition, males
should be advised to avoid fathering a child while
on AZACITIDINE therapy. Women of childbearing
potential and men must use effective contraception
during and up to 3 months after treatment.
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Based on animal data, azacitidine could have an
effect on male or female fertility.

Before starting treatment, male patients should be
advised to seek counselling on sperm storage.

8.2. Nursing Mothers
Excretion in breast milk unknown / not recommended

There is no information regarding the presence
of AZACITIDINE in human milk, the effects of
AZACITIDINE on the breastfed infant, or the effects
of AZACITIDINE on milk production. Because many
drugs are excreted in human milk and because
of the potential for tumorigenicity shown for
AZACITIDINE in animal studies and the potential for
serious adverse reactions in nursing infants from
AZACITIDINE, advise patients not to breastfeed
during treatment with AZACITIDINE.
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8.3. Pediatric Use

Safety and effectiveness in pediatric patients have
not been established.

8.4. Geriatric Use

There were no clinically significant differences in the
effectiveness and adverse reaction profile between
geriatric (> 65 years of age) and younger patients.
Elderly patients are more likely to have decreased
renal function. Monitor renal function in these
patients.

8.5. Renal Impairment

Severe renal impairment (creatinine clearance
[CLer] <30 mL/min) has no major effect on
the exposure of azacitidine after multiple SC
administrations. Therefore, AZACITIDINE can be
administered to patients with renal impairment
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without Cycle 1 dose adjustment.
8.6. Gender

There were no clinically relevant differences in
safety and efficacy based on gender.

9. OVERDOSAGE

One case of overdose with azacitidine was reported
during clinical trials. A patient experienced diarrhea,
nausea, and vomiting after receiving a single IV dose
of approximately 290 mg/m?, almost 4 times the
recommended starting dose. The events resolved
without sequelae, and the correct dose was resumed
the following day. In the event of overdosage, the
patient should be monitored with appropriate blood
counts and should receive supportive treatment, as
necessary. There is no known specific antidote for
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AZACITIDINE overdosage.

10. DESCRIPTION

LEUKAZA® (AZACITIDINE for injection) contains
azacitidine, which is a pyrimidine nucleoside analog
of cytidine. The finished product is supplied in a
sterile form for reconstitution as a solution with
further dilution for intravenous infusion. Vials of
LEUKAZA® contain 100 mg of AZACITIDINE and 100
mg mannitol as a sterile lyophilized powder.

11. CLINICAL PHARMACOLOGY
11.1. Mechanism of Action

AZACITIDINE is a pyrimidine nucleoside analog
of cytidine. AZACITIDINE is believed to exert its
antineoplastic effects by causing hypomethylation
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of DNA and direct cytotoxicity on abnormal
hematopoietic cells in the bone marrow. The
cytotoxic effects of AZACITIDINE cause the death
of rapidly dividing cells, including cancer cells that
are no longer responsive to normal growth control
mechanisms. Non-proliferating cells are relatively
insensitive to AZACITIDINE.

11.2. Pharmacokinetics

Absorption: SC: Rapid and complete

Distribution: Vd: L.V.: 76 + 26 L; does not cross blood-
brain barrier

Metabolism: Hepatic; hydrolysis to several
metabolites

Bioavailability: SC: ~89%

Half-life elimination: V., SC: ~4 hours
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Time to peak, plasma: SC: 30 minutes

Excretion: Urine (50% to 85%); feces (minor)

12. HOW SUPPLIED/STORAGE AND HANDLING
12.1. How Supplied

LEUKAZA® (AZACITIDINE for injection) is supplied
as a lyophilized powder in 100 mg single-dose vials
packaged in cartons of 1 vial.

12.2. Storage

Store LEUKAZA® 100 mg/vial lyophilized powder
between 15-30° C (59-86° F). Retain in original
package until time of use to protect from light.
LEUKAZA® contains no antimicrobial preservative.
Reconstituted LEUKAZA® should be administered
immediately after preparation because of
microbiological concerns. If not used immediately,
30

in-use storage times and conditions prior to use are
the responsibility of user.

12.3. Handling and Disposal

AZACITIDINE is a cytotoxic drug. Follow guidelines
for handling and disposal for cytotoxic drugs,
including the use of gloves and other protective
clothing to prevent skin contact. Several guidelines
on this subject have been published. References for
some of these guidelines are as below:

* NIOSH Alert: Preventing occupational exposures
to antineoplastic and other hazardous drugs in
healthcare settings. 2004. U.S. Department of
Health and Human Services, Public Health Service,
Centers for Disease Control and Prevention,
National Institute for Occupational Safety and
Health, DHHS (NIOSH) Publication No. 2004-165
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* OSHA Technical Manual, TED 1-0.15A, Section VI:
Chapter 2. Controlling Occupational Exposure to
Hazardous Drugs. OSHA, 1999.

* American Society of Health-System
Pharmacists. (2006) ASHP Guidelines on Handling
Hazardous Drugs. Am J HealthSyst Pharm. 2006;
63:1172-1193.

Disclaimer: This leaflet was last approved in January
2020. This content should not be considered
complete and may not include all the information
needed to use AZACITIDINE for injection safely and
effectively.

To access the latest revision of this prescribing
information, please visit our website: www.
nanoalvand.com
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