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6.1 Adverse Reactions in Clinical

Ifa nadir as defined in the table above has occurred, give the next course 28

days afier 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 nadiris not seen by day 28, reassess counts every 7 days. Ifa 25%
doseby 50%

Solution Stability: Azacitidine for injection reconstituted for intravenous
administration may be stored at 25°C (77°F), but administration must be
completed within | hour of reconstitution.

3 DOSAGEFORMSAND STRENGTH

a.
Dose Reduced: leukopenia, neutropenia, thromboeytopenia.

6.1 Adverse Reactions in Clinical Trials

with best supportive care (mean 7.5 months).
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pharynitis Streptococcal, pneumonia Klebsicla, sepsis, septic shock,
infection,
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8.1 Pregnan

82 Lactation

8.3 Females and Males of
Reproductive Potential

8.4 Pediatric Use

8.5 Geriatric Use

serum bicarbonate levels to <20 mEq/L oceur, redu
the dosage by 50% for the next course. Similarly, if unexplained elevations of

N or serum creatinine occur, delay the next eyele until values return to normal
or baseline and reduce the dose by 50% for the next course [see Warnings and
Precautions (5.3)]

4 CONTRAINDICATIONS

4.1 Advanced Malignant Hepatic Tumors

inpractice.

The data described below reflect exposure to Azacitidine in 443 MDS patients
from 4 clinical qudm Study 1 was a supportive-care controlled trial (SC

hepatic tumors
[see Warnings and Precautions (5.2)
4.2 Hypersensitivity to Azacitidine or Mannitol

2 and 3 were single arm studies (one with SC

muscle weakness, neck pain.

lignant ified: leuk

do one with IV and Study 4 was an
Se. al Studies (14))

Nervous system disorders: cercbral hemorrhage, convulsions, intracranial
hemorrhage.

8.6 Renal Impairment U inary disorders: | cnal falure.
5 Use i Beriatric Patients B Renal 25 Usein Geriatric Patients

76 om0 Apasicime for Azacitdine is contraindicated in patients with a known hypersensitivity to  InStudies 1,2and 3,a total of 268 p d ) . hemoptysis lunginfilta
inection 10 OVERBOSAGE Azacitidine and its metabolites are known o be substantially excreted by the  azacitidine or mannitol 116 exposed for 6 cycles (pproximatly 6 monthe)or morc and 60 exposed for Respiratory Imed

2.7 Instructions for Subcutancous 11 DESCRIPTON Kidney, and the risk of toxic reactions to this drug may be greater in patients with ) ereate than 12 cycles (approximately one year). Azaciiding was studic g
Administratior 12 CLINICAL impaired renal mncuol\ Bccau:c elderly patients are more hkc]y to have 5 WARNINGS AND PRECAUTIONS S ; pheds f ( o) Oami: \]987 ki " i rash pruritic,

| v ] , respetively).The papulation i he subcuancos st was 23 10
28 Instuctions for Intravenous PHARMACOLOGY Famivgs i renostons (.5 ond Use mSpotiisPoputatons .51 5.1 Anemia, Neutropenia and Thrombocytopenia years old (mean 66.4 y c, and 94% white, and had MDS or AML. skininduration.

Administration
3 DOSAGE FORMS AND

12.1 Mechanism of Action
12.3 Pharmacokinetics

2.6 Preparation of Azacitidine for injection

Azacitidine causes anemia, neutropenia and thrombocytopenia. Monitor

The population in the W
65% male, and 100% white. Viost patients reccived average daily doses between

5) was 35 10 81 years old (mean 63.1 years),

STRENGTHS 13 NONCLINICAL iy Ny spons
4 CONTRAINDICATIONS TOXICOLOGY complete blood counts frequently for response and/or tox minimum,  50and 100 mg/m’ .
4.1 Advanced Malignant Hepatic 15.1 Carcinogenesis, Azacitidine for injection i a eytotoxic drug. Follow applicable special handling  prior to each dosing cycle. Afler administration of the recommended dosage for
Tumors 2 e - anddisposal procedures. the first eycle, adjust dosage for subsequent cycles based on nadir counts and In Study 4, a total of 175 patients with higher-risk MDS (primarily RAEB and . .
n(ugcncsls. Impairment of 3 b v . . 6.2
4.2 Hypersensitivity to Ferti gic respe 2.3)), RAEB-T subtypes) were exposed to Azacitidine. Of these patients, 119 were
Azacitidine or Mannitol 1 INICAL STUDIES The Azaciidin for injcton vial s single-dose and dos ot contain any expased for 6 r morecyles, au 3 or east 12 ycle, The mean g o hin . eof
5 WARNINGS AND 15 R N preservativ unused portions of each vial properly [see How 52 icity in Patients wit -existing i pop 1y years), e followin
PRECAUTIONS 12 HOW SUPPLiED/STORAGE Suppied Sirage and Handling (15)] Do ot save any unused porions fr laer were whit i 75 mg/m

5.1 Anemia, Neutropenia and
Thrombocytopenia

5.2 Hepatotoxicity in Patients
with Severe
Pre-existing Hepatic
Impairment

AND HANDLING

17 PATIENT COUNSELING
INFORMATION

*Sections or subsections omitted from

the full prescribing information are not

listed.

administration.
2.7 Instructions for Subcutaneous Administration

Reconstitute Azacitidine for injection aseptically with 4 mL sterile water for
injection. Inject the diluent slowly into the vial. Vigorously shake or roll the vial
until a uniform suspension is achieved. The suspension will be cloudy. The
resulting suspension will contain azacitidine 25 mg/mL. Do not filter the

sp hepatotoxi severe pre-existing
hepatic impairment, caution is needed in patients with liver discase. Patients with
extensive tumor burden due to metastatic discase have been reported to
experience progressive hepatic coma and death during azacitidine treatment,
especially in such patients with baseline '\lbumm o0 L Azacitidine is
contraindicated in patients with advanced malignant hepatic tumors [see
Contraindications (4 1) Moritor liver chemisties por o imition af therapy
and with eacl

Table 1 presents adverse reactions occurring in at least 5% of patients treated with
Azacitidine (SC) in Studies 1 and 2. It is important o note that duration of
exposure was longer for the Azacitidine-treated group than for the observation
group: patients received Azacitidine fora mean of 11.4 months while mean time in
the observation arm was 6.1 months.

uncertain ize, it s not always possble o reliably estimate S frequency o

- Interstitial lung disease
- T

- Sweet!
N




8  USEINSPECIFIC POPULATIONS
8.1 Pregnancy

Risk sUmmm}

Based or ism of action and findings in animals, Azacitidine can cause
feat harm b wiministred.to pregaant woman se Clinical Pharmacology
(12.1)].T! the use: n. Azacitiding
was teratogenic and caused embrya et ethality in anpmalsat doses lower than
the recommended human daily dose [see Data).Advise pregnant women of the
potential isk to the fetus.

‘The background rate of major birth defects and miscarriage is unknown for the
indicated population. In the U.S. general population, the estimated background
risk of major birth defects and miscarriage in clinically recognized pregnancies is
2-4%and 15-20%,respectively.

Animal Data
Early embryotoxi

studies in mice revealed a 4% frequency of intrauterine
y ? asingle IF i

of 6 mg/m’ ly 8% of 1 ‘mg/m’
basis) gestation day 10. D in the brain
day 15atdoses

of ~3-12 g/’ 1
‘mg/m*basis).

Tn rats, azacitidine was clearly :mbryomxic when given chn  gestation days 4-8

ta dose of 6 m;
‘human daily dose on a mg/m’ bas ;) although tr calmem in the preimplantation
period (on gestation days 1-3) had no adverse effect on the embryos. Azacitidine
caused multiple fetal abnormalities in rats after a single IP dose of 3 to 12 mg/m’
(appmxumnely 8% the recommended human daily dose on a mg/m’ basis) given
ion day 9. 10, 11 or 12. In this study azacitidine caused fetal death when
adminisieredat 312 mg/m’ on gestation days 9 and 10 average live animals per
litter was reduced to 9% of control at the highest dose on gestation day 9. Fetal
anomalies included: CNS anomalies (exencephaly/encephaloceie), limb
anomalies (micromelia, club foot, syndactyly, oligodactyly), and others

dema.

8.2 Lactation

Risk Summary

There e no information egardin th presence of sactding in hunan ik, the
effects of infant, o mi

producton. Because many drags are oxeretad in human milk and et ihe
potential for tumorigenicity shown for azacitidine in animal studies [see
Nonclinical Toxicology (13.1)] and the potential for serious adverse reactions in
nursing infants from Azacitidine, advise patients not to breastfeed during
treatment with Azacitidine.

8.3 Females and Males of Reproductive Potential

Based on its mechanism of action and findings in animals, azacitidine can cause
fetal harm when administered to a pregnant woman [see Use in Specific
Populations (8.1)].

Preganey Tesing
Verify status of females of
azacitidine.

prior to initiating

Contraception
Femal

Advise females of reproductive potential to avoid pregnancy during treatment
withazacitidine.

Males
Males with female sexual partners of reproductive potential should not father a

Infertility
Based on animal data, azacitidine could have an effect on male or female fertility
[see Nonclinical Toxicology (13.1)]

8.4 Pediatric Use

dose adjustment [see Clinical Pharmacology (12.3)].
8.7 Gender

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

8.8 Race

Greater than 90% of all patients in all trials were Caucasian. Therefore, no

10 OVERDOSAGE

One case of overdose with Azacitidine was reported during clinical trials. A
patient experienced diarrhea, nausea, and vomiting after receiving a single IV
290 ',

scof mg
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 neces:
Therei i for i

11 DESCRIPTION

Azacitidine for injection contains azacitidine, which is a pyrimidine nucleoside
analog of cytidine. Azacitidine is 4-amino-1-B-D-ribofuranosyl-s-triazin-2(1H)-

one. The structural formula s as follows:
N
R /I\

P
Ho- 3

N

oH on

‘The empirical formula is C,H,.N,0.. The molecular weight is 244. Azacitidin s a
white to off-white solid. Azacitidine was found to be insoluble in acetone,
ethanol, and methyl ethyl ketone; slightly soluble in ethanoliwater (50/50),
propylene glycol, and polyethylene glycol: sparingly soluble in water, water
saturted otanol, 5% derosein water; N-methyl-2-pyolidone, nomal sl
and 5% Twe: MSO).

The finished product is supplied in a sterile form for reconstitution as a

suspension for subcutaneous injection or reconstitution as a solution with further

dilution for intravenous infusion. Vials of Azacitidine for injection contain 100
wdet

der, agy Table 3. Baseline ics and Disease C i by RAEB (58%), RAEB-T (34%). and CMMoL (3%). By
azacitidine have not been studied. Observation IPSS cls«lfcx(lon 87% were higher risk: Int-2 (41%), High (47%). At baseline,
(N=92) 32% of patients met WHO criteria for AML.
Drug-Drug Interactions [Gender (%)
Mok Yk 052 Asciidine was at a dose of 75 mg/m’ daily for 7
Noformal clinical d el 27073 3268 days (which therapy). Patients
E‘“ (o continued nedtmenl until disease progression, relapse after response, or
An in vitro study of azacitidine incubation in human liver fractions indicated that ~ [Whie 93(939) 85(02.4) . Azacitidine patients were treated for a median of 9 cycles
y liver. Whether ‘;‘:M ; ;3; L g;: (range 1 to 397 BSC only patients for a median of 7 cycles (range 1 to 26), low
be affected by known microsomal enzyme inhibitors or inducers has not been  [AE_—__ EREN) [T} dose cytarabine patients for a median of 4.5 cycles (range 1 to 15), and
studied. e oam) > ith cytarabine and patients for a median of 1 cycle
B 5 m (range 1t03.ie Tor
An i vitro study with cultured human hepatocytes indicated that azacitidine at e [EEESTET) [ETESTEE
concentrations up to 100 M (IV Cmax = 10.6 M) does not cause any inhibition  [ran Sioo T In the Intent-to-Treat analysis, patients treated with azacitidine demonstrated a
of CYP2B6and CYP2CS. Th her cytochrome  [Agjudicated MDS dingnosis at study entry statistically significant difference in overall survival as compared to patients
P450(CYP) known. ||ez(ed with CCR (median survival of 24.5 months vs. 15.0 months; stratified log-
ETETE) [IYIENG) ank p=0.0001). The hazard ratio describing this treatment effcct was 0.58 (95%
In vitro studies with human cultured hepatoeytes indicate that azacitidine at m G4 0,077,
concentrations of 38 (38.4) 39 (42.4)
LOuM to 100 M does not induce CYP 142,2C19, or3A4/S. 1616 14052) Kaplan-Meier Curve of Time to Death from Any Cause: (Intent-to-Treat
1) 7.6, Population)
13 NONCLINICAL TOXICOLOGY 1010.1) 08)
Trams usion product wed in 3 months before . Log-fank
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility study entry (n%) . St w*’”l
0 Gon EIE) Deaths: Aza =62, CCR=
‘The potential carcinogenicity of azacitidine was evaluated in mice and rars.  fooodcelb, packed by ) [T g0y
Azacitidine mduced tumors of the hematopoietic system in female mice at 2.2 letastarch ) m |
mg/kg (6.6 mg/n roximately 8% the recommended human daily dose on a 1 00 508
mg/m hmw) administered IP three times per week for 52 weeks. An increased [ ) ¢ — g o5
e oftumors i the ymphoreticlar syste, ung, mammary sland.and e R e £ os
in was scen in mice treated with azacitidine IP at 2.0 mglkg (6.0 mg/m’, S S T — e e % 03 LS
appmxumnely x% Ihe recommended human dmly dose on a mg/m’ basis) once a oo AT € o el CER L
dy in rats dosed [t e et [romIC o
(appmxlmdtely 20-80% the recommended human daily dose on a mg/m’ ——
ba:xs) revealed an increased incidence of testicular tumors compared with oo lommn oprens | et ot o L I S S R )
controls. o] Time (months) from Randomization
The mutagenic and clastogenic potential of azacitidine was tested in in vitro  [M=m=t e et Bood [N b e et s m mw ow ow o o
bacterial systems Salmonella typhimurium strains TA100 and several strains of S CR 79 132 95 6 32 M5 0 0
trpE8, Escherichia coli strains WP14 Pro, WP3103P, WP3104P, and CC103; in in [or ool WG s bttt T rbsionmbe st | oy A7A = azacitidine; CCR = conventional care regimens; C1 = confidence
interval; HR = Hazard Ratio

vitro forward gene mutation mny in mouse lymphoma cells and human
Iymphoblast cells; an vitro micronucleus assay in mouse L5178Y
omphom cells and Syrian hamster by clls. Asaciidine was mutagenic in
bacterialand mammalian cell systems. The clastogenic effet of azacitdine was
shown by the induction inLs17: amster
embryocells.

Administration of azacitidine to male mice at 9.9 mg/m’ (approximately 9% the
recommended human daily dose on a mg/m basis) daily for 3 days prior to mating
Wllh unlrcm:d female mice resulted in decreased fertility and loss of offspring
t embryonic and postnatal development, Treatment of male rats

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Azacitidine is a pyrimidine nuclcoside analog of cytidine. Azacitidine is believed
to exertit s by causing of DNA and direct
cytotoxicity on abnormal hematopoictic cells in the bone marrow. The
concentration of azacitidine required for maximum inhibition of DNA
methylation in vitro does not cause major suppression of DNA synthesis.
Hypomethylation may restore normal function to genes that are critical for
differentiation and proliferation. The cytotoxic ffects of azaciidine 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.

12.3 Pharmacokinetics

The pharmacokineic ofaacitdine werssudid in  MDS paents following o

single 75 mg/m*

dose. Azacitidine is rapidly xh;orbed after SC adm\mstrxu(m the peak p\asma

azacitidine concentration of 750 + 403 ng/ml occurred in 0.5 hour. The
SC 1V azacitidine

based on arca under the curve. Mean volume of istribution following IV dosing

i5 76 % 26 L. Mean apparent SC clearance is 167 + 49 L/hour and mean half-life

85 Geriatric Use

Ofthe total number of patients in Studies 1,2 and 3, 62% were 63 years and older
and 21% were 75 years and older. No overall differences in effectiveness were
observed between these patients and younger patients. In addition there were no

after SC is 4148 minutes. The AUC and C,,, of SC administration
of azacitidine in 21 patients with cancer were approximaely dose proportional

Simes per week for 11 or 16 weeks at doses of 15-30 mg/m’ (approximately 20-
409 the recommended human daily dose on a mg/ basi)resulted ndecreased
weight of the test and d

Ina
related study, male ras reated for 16 weeks at 24 me/m’resulied n an increase in
2ofgestation.

14 CLINICAL STUDIES
Myelodysplastic Syndromes (MDS)

Study | was a randomized, open-label, controlled trial carried out in 53 U.S. sites
compared the safety and efficacy of subcutancous Azacitidine plus supportive
care with supportive car alone (“observation”) in patients with any of the five
FAB subtypes of myelodysplastic syndromes (MDS): refractory anemia (RA),
RA with ringed sideroblasts (RARS), RA with excess blasts (RAEB), RAEB in
transformation (RAEB-T), and chronic myelomonocytic leukemia (CMMoL).

RARS patients were included if they met one or more of the following
criteria: required packed RBC transfusions; had platelet counts < 50.0 x 10°/L;
required platelet transfusions; or were neutropenic (ANC <1.0 x 10'/L) with
inectonsreqirng eatmentwith andbiotis, Ptints with acu myelogenous
leukemia (AML) n this
study included blood transfusion products, antibiotics, antiemetics, analgeuu
and antipyretics. The use of hematopocitic growth factors was prohibited.
Baseline patient and disease characteristics are summarized in Table 3; the 2
‘groups were similar.

within the 25 to 100 mg/m* dose range. Multiple dosing at the

Published studies indicate that urinary excretion is the primary route of
elimination of azacitidine and its metabolites. Following IV administration of

relevant differences in the frequency of adver in patients 65
yearsand older compared to younger patients

Of the 179 patients randomized to azacitidine in Study 4, 68% were 65 years and.
olderund 215% were 75 yean ud odes, Srvival datafo pticats 65 yoars
older were consistent with overall survival results. The majority of adverse
eactions occued a simila frequencies i patiens < 65 yearsof age and patents
65 years of ageand older.

Elderly patients are more likely to have decreased renal function. Monitor renal
s 2.5) and W I

Precautions (5.3)].
8.6 Renal Impairment
Severe renal impairment (creatinine clearance CLer < 30 mL/min) h:N no major

refore,
azacitidine can be administered to patients with renal |mpuu‘memwilh0ul Cyclet

Xretion was

85% of the mdmac(ne dose. Fecal excretion accounted for <1% of administered

radioact 3 days. Mean excretion of radioactivity in urine following SC

ministration of C-asaciidine was 50%, The mean clminaton alf ives of

total radioactivity (azacitidine and its metabolites) were similar afier IV and SC
minisirations,about 4 hours

Specific Populations

In patients with cancer the pharmacokinetics of azacitidine in 6 patients with
normal renal function (CLer > 80 mL/min) and 6 patients with severe renal
impairment (CLer < 30 mL/min) were compared following daily SC dosing
(Days 1 through 5) at 75 mg/m’/day. Severe renal impairment increased
azacitidine exposure by approximately 70% after single and 41% after multiple
subcutaneous administrations. This increase in exposure was not correlated with
in increase in adverse events. The exposure was similar to exposure in patients
ing 100 mg/m’. Therefore, a Cycle 1

a
with normal renal function rec dose

‘modification s not recommended.

75 mg/m’ daily for 7 days
every 4 weeks. The dose was fnentased t 100 mg/m’ if no beneficial effect was
seen after 2 treatment cycles. The dose was decreased and/or delayed based on
hematologic response or evidence of renal toxicity. Patients in the observation
arm were allowed by protocol to cross over to Azacitidine if they had increases in
bone marrow blasts, decreases in hemoglobin, increases in red cell transfusion
requirements, or decreases in platelets, or if they required a platelet transfusion or
developed a clinical infection requiring treatment with antibiotics. For purposes
of assessing efficacy, the primary endpoint was response rate (as defined in Table
4.

Of the 191 patients included in the study, independent review (adjudicated
diagnosis) found that 19 had the diagnosis of AML at baseline. These paticnts
were excluded from the primary analysis of response rate, although they were
included in an intent-to-treat (ITT) analysis of all patients randomized.
Approximately 55% of the patients randomized to observation crossed over to
receive Azacitidine treatment

The overall response rate (CR + PR) of 15.7% in Azacitidine
without AML (16.2% for all Azacitidine randomized patient
was statistically significantly higher than the response rate of 0% in the
observation group (p<0.0001) (Table 5). The majority of patients who achieved
cither CR or PR had cither 2 or 3 cell line abnormalities at baseline (79%; 11/14)
and had elevated bone marrow blasts or were transfusion dependent at baseline.
Patients responding to Azacitidine had a decrease in bone marrow blasts

reated patients
cluding AML)

Azacitidine treatment led to a reduced need for red blood cell mnsmmns (see
Table 6). In patients treated with azacitidine who were RI nsi
dependent at baseline and became transfusion independent, the medion dursion
of RBC transfusion independence was 13.0 months.

. iidi fons in MDS Pati
percentage,or an inerease in platelets, hemoglobin or WBC. Greater than 90%of  1P¢ RBC S Patients
the the 5" treatment cycle. All Ancitdne pls BSC Conventional Care
patients who ad been transfusion dependent bccame transfusion independent  [Effeacy Parameter Regimens
during PR or CR. The mean and median duration of clinical response of PR or =179)
better was estimated : slbze and 330 days, respectively; 75% of the responding [ T T sy 13711 (L%
imPRor better reatmant Number and perent ofpatrts
o were i dependent
ull MDS subtypes as well as in patients with adjudicated baseline diagnosis of  [\'voee wio became
[rastuson independenton
Table 5. Response Rates [ 5% 1625, 187%)
Oinervation Before
Anlltine N8 | Croamer (v-8) -
[Respome Yo n ) Faine o wers rstsin- s 3.19%)
Overd CRPR s 000, P
e (CR) Ssol 0000, oo |
Partal PR) 9001 000, S ecamenc loses 1750025 N

Patients in the observation group who crossed over to receive Aza
treatment (47 patients) had aresponse rate of 12.8%.

Study 2, a multi-center, open-label, single-arm study of 72 patients with RAEB,
RAEB-T, CMMoL., or AML was also carried out. Treatment with subcutancous
Azacitidine resulted in a response rate (CR + PR) of 13.9%, using criteria similar
to those described above. The mean and median duration of clinical response of
PR or better was estimated as 810 and 430 days. respectively; 80% of the
responding patients were still in PR or beter at the time of completion of
involvement. In Study 3, another open-label, single-arm study of 48 patients with
RAEB, RAEB-T, or AML, treatment with intravenous Azacitidine resulted in a
response rate of 18.8%, again using criteria similar to those described above. The
mean and median duration of clinical response of PR or better was estimated as
389 and 281 days, respectively; 67% of the responding patients were tillin PR or
bt a the time of completon of tresiment. Response occurred in al MDS

"A patient was considered RBC transfusion independent during the treatment
eriod if the patient had no RBC transfusions y 56 conser
ore during the treatment period. Otherwise, the patient was considered
transfusion dependent.
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16 HOW SUPPLIED/STORAGEAND HANDLING
How Supplied

Azacitidine for injection is supplied as a lyophilized powder in 100 mg single-

ubtyp both
were wmlxrlolhe

llas in
these 2

of
regimen used in the controlled study.

Benefit was seen in patients who did not meet the criteria for PR or better, but were
considered “improved.” About 24% of Azacitidin -treated patients were
considered improved, and about 2/3 of those lost transfusion dependence. In the

1 vial (NDC63323-771-39).

Storage

unreconstituted vials at 25° C (77° F); excur

Stor jons permitted to 15°-30° C
(59°-86° F) (See USP Controlled Room Temperature).

Disposal

observation group, only 5/83 patients met criteria for
transfusion dependence. In all 3 studies, about 19% of patients met criteria for
improvement with a median duration of 195 days.

Study 4 was an international, multicenter, open-label, randomized trial in MDS
patients with RAEB, RAEB-T or modified CMMoL according to FAB
classification and Intermediate-2 and High risk according to PSS classification.
Of the 358 patients enrolled in the study, 179 were randomized to receive
azacitidine plus best supportive care (BSC) and 179 were randomized to receive
conventional care regimens (CCR) plus BSC (105 to BSC alone, 49 to low dose

The

Azacitidine for injection is a cytotoxic drug. Follow applicable spe
and disposal procedures.”

17 PATIENT COUNSELING INFORMATION

vere Pre|
ian about any underlying liver disease [see

nts
Instruct patients to inform
Warni P

ytarbine and 25 to chemotherapy with cyarabine and
primary efficacy endpoint was overall survi

‘The azacitidine and CCR groups were comparable for baseline parameters. The
median age of patients was 69 years (range was 38-88
Caucasian, and 70% were male. At baseline, 95% of the patients were higher risk

5.2)]

Renal Toxicity
struct patients to inform their a disease [see
Warnings and Precautions (5.3) and Use in Specific Populations (8.6)).

Embryo-Fetal Risk
Advise pregnant women of the potenil isk to a fetus sce Warnings and
15(5.5) and Us

Advise females of reproductive potential to avoid pregnancy during treatment
with Azacitidine for injection. Advise males with female sexual partners of
reproductive potential o not father a child and to use effective contraception
during treatment with Azacitidine for injection. Advise patients to report
pregnancy to their physicians immediately [see Warnings and Precautions (5.5)
and Use in Specific Populations (8.3))

Lactation
Advise patients to avoid breastfeeding while rec:
[see Usein Specific Populations (3.2)].
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