APOTEX

ADVANCING GENERICS

PRINTED PACKAGING MATERIAL MASTER

Material ECLC -
cedor 302110 | Texs " 302109 | Description: LBL USA TRAZODONE HCI TAB 50MG 100

Material

Code REF: N/A

A

Rot: O QA Change: N/A Cof A PKGP-CA-LBL-PIL
Previous P Post C ial

Code: 264439 | change: . RLD UPDATE ccp# REFERTO TRACKWISE
Pantone o

Colours:

Dimensions/Dieline#: COMPOSITE - 50.8 mm x 138.125 mm

PULLOUT - 50.8 mm x 698.5 mm (16 PAGES)

Minimum

Font Size: 45PT

Prepared by:
Date:

June 14, 2013.

(b) (4)

COMPOSITE

WHEN A PULL-OUT IS BEING UTILIZED IN A BOOKLET, IT IS TO BE INSERTED IN THE CENTER THREE TIMES FOR THE 100 SIZE COUNT
AND ONCE FOR ALL OTHER SIZE COUNTS.

BASE LABEL o . N
IMPRINTING < 138.125 mm ( 5.438") >
AREA FOR 22.225 mm 12.7 mm
LOT & EXPIRY _ 0.875" < 103.1875 mm (4.0625") > 05 <
|
A e T N
Each tablet contains _ _ Manufactured by:
50 mg of trazodone 100 tablets  NDC 60505-2653-1 Apotexne. -
hydrochloride. I ——— o o T
Store at 20° 10 25°C TraZODONE gj'&'é'xw o,
(68° to 77°F); excursions - leston, Florida 33326
permitted to 15° to 30°C Hvdroc hlorlde ~
(59° to 86°F) [See USP I °
50.8 mm Cortroled Foom Tablets, USP —
2 —r,  ©
Dispense with a child- e — 2
resistant closure in a tight, 50 mg =:8 (o]
light-resistant container. PHARMACIST: D1 i o .
: Dispense the enc! 1
ggﬂagg;gﬁwt Medication Guide to each patient. =§
L\
—
302110 B Only APOTEXCORP. — , wp ‘__L:l\;llzl\?ETE
V 1 J
3.175 mm )\ /J T
(0.125") C.R. TOLERANCE ALL COPY SHOULD BE 3.175 mm (0.125")
NON-PRINTING MARKS AWAY FROM EDGE OF DIE LINE BUT GRAPHICS CAN BLEED OFF
DIELINE
BACK (GLUE DOWN PAGE) FRONT COVER
3.5625" /90.488 mm > < 4.0625" / 103.188 mm >
A 3
Each tablet contains - - Manufactured by:
g&mgg&%"dme 100 Tablets NDC 60505-2653-1 %”é{;'ﬂ%g -p
roci h —— a
soeazeworc  IFALODONE e
(68° to 77°F); excursions = eston, Florida 33326
permitted to 15° to 30°C Hydroc hlonde
g’;ttolﬁ.%ﬂ;) [See USP ®
GLUE DOWN SIDE Contoled Foom Tablets, USP §
50.8 mm H H 50.8 mm " .
- Dispense with a child- 2
(non prlntlng) resistant closure in a tight, 50 mg [¢]
light-resistant container.
Usual Dosage: PHARMACIST: Dispense the enclosed
See package Insert Medication Guide to each patient.
302110 B Only APOTEX CORP. ™ -
Y Y
NON
Pnruor'l‘uc ALL COPY SHOULD BE .125" / 3.175 mm PRINTING ALL COPY SHOULD BE .125" /3.175 mm
DIE LINE AWAY ALL AROUND DIE LINE AWAY FROM EDGE OF DIE LINE
FRONT INSIDE COVER INSIDE BACK PAGE
< 4.0625" /103.188 mm > - 3.5625" / 00.488 mm >
A 3
Each tablet contains - _q Manuisctured by:
50 mg of razodons 100 Tablets NDC 60505-2653-1 fpoacin. -
hydrochloride. Canada MOL 1T
Store at 20° 1o 25°C TI' azo DON E ?;"m‘;?“c.i""’ for
remited 0150300 Hydrochlorid e
permitte ° to 30°
BLANK PAGE Gromnsecse myarocniorige .
st Tablets, USP =
. P Temperature]. 3 N‘-?
50.8 mm (NON PF"NT|NG) 50.8 mm Dispense with a child- 50 )]
resistant closure in a mg =
tight, -
light-resistant container. PHARMACIST: Dispense the enclosed —_—
Usual Dosage: Medication Guide to each patient. —— N
See package insert. =8
—
302110 BOnly APOTEX CORP.—
y Y
NON
PRINTING ALL COPY SHOULD BE .125" /3.176 mm PR':?T.I'IIG ALL COPY SHOULD BE .125” /3.175 mm
DIE LINE AWAY FROM EDGE OF DIE LINE DIE LINE AWAY ALL AROUND
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APOTEX

ADVANCING GENERICS

PRINTED PACKAGING MATERIAL MASTER

p
Material ECLC -,
oo 302084 |Teqs " 302109 | Description: LBL USA TRAZODONE HCI TAB 50MG 500
Material
Code REF: N/A
0A
Revs: 0 0A Change: N/A Cof A PKGP-CA-LBL-PIL
Previous P Post C ial
Code: 264444 | change: . RLD UPDATE ccp#: REFER TO TRACKWISE
B @
Pantone
Colours:
Dimensions/Dieline#: COMPOSITE - 50.8 mm x 138.125 mm Minimum Prepared by: ®)(4)
PULLOUT - 50.8 mm x 698.5 mm (16 PAGES) FontSize: 45 PT Date:  June 14, 2013,

WHEN A PULL-OUT IS BEING UTILIZED IN A BOOKLET, IT IS TO BE INSERTED IN THE CENTER THREE TIMES FOR THE 100 SIZE COUNT
AND ONCE FOR ALL OTHER SIZE COUNTS.

COMPOSITE

BASE LABEL o . .
IMPRINTING < 138.125 mm ( 5.438") >
AREA FOR 22.225 mm 12.7 mm
LOT & EXPIRY _ 0.875" < 103.1875 mm (4.0625") > 05 <
]
A e T N
Each tablet contains _ . Manufactured by:
50 mg of trazodone 500 Tablets  NDC 60505-2653-5 Apoexic. -
hydrochloride. S MaL 1To
Store at 20° 1o 25°C TrazonouE Ao G
(68° to 77°F); excursions - eston, Florida 33326
permitted to 15° to 30°C Hvdroc hlorlde .
(59° to 86°F) [See USP —_— °
50.8 mm Contobed Foom Tablets, USP = §
2 — r,
Dispense with a child- —_— 2
resistant closure in a tight, 50 mg _—£ (o]
light-resistant container. PHARMAGIST: O e Medeat _u'\
: Dispense the Medication 1
ggﬂaggggﬁseft Guide provided se':larately to each patient. =§
O
—
302084 B Only APOTEXCORP. — |, wp < LAC“;IEKJ\ETE
4 |1 J
3.175 mm )\ /J T
(0.125") C.R. TOLERANCE ALL COPY SHOULD BE 3.175 mm (0.125")
NON-PRINTING MARKS AWAY FROM EDGE OF DIE LINE BUT GRAPHICS CAN BLEED OFF
DIELINE
BACK (GLUE DOWN PAGE) FRONT COVER
3.5625" /90.488 mm > < 4.0625" / 103.188 mm >
A 3
Each tablet contains . . Manufactured by:
qud s ,?1 lo:,’;fa e 500 Tablets NDC 60505-2653-5 ﬁfn;’":"gné{;"ﬂgg -
roci h E— a
Store at 20° 1o 25°C TraZﬂDﬂNE ?fmf' for
(68° to 77°F); excursions = eston, Florida 33326
permitted to 15° to 30°C Hydroc hlonde
(59° to 86°F) [See USP ®
GLUE DOWN SIDE Contoled Foom Tablets, USP §
50.8 mm H H 50.8 mm " .
- Dispense with a child- 2
(non prlntlng) resistant closure in a tight, 50 mg [¢]
light-resistant container. m
i : Dispense the Medication
Usual Dosage: H P y PEP
See package Insert Guide p p ly to each p
302084 B, Only APOTEX CORP. -
Y Y
NON NON
PRINTING ALL COPY SHOULD BE .125" / 3.175 mm PRINTING ALL COPY SHOULD BE .125" /3.175 mm
DIE LINE AWAY ALL AROUND DIE LINE AWAY FROM EDGE OF DIE LINE
FRONT INSIDE COVER INSIDE BACK PAGE
< 4.0625" /103.188 mm > < 3.5625" / 00.488 mm >
A 3
Each tablet contains - _5 Manuisctured by:
50 mg of razodons 500 Tablets NDC 60505-2653-5 fpoacin. -
hydrochloride. Canada MOL 1T
Store at 20° 0 26°C Trazonou E ?ff’"m‘;?“c.i‘r.s"f”""
(68° to 77°F); excursions H d hl - d leston, Florida 33326
permitted to 15° to 30°C
BLANK PAGE (59° to 86°F) [See USP v rochioride —
coniearoon — Tahlets, USP ™
2" 2 Temperature). L] —
50.8 mm (NON PF"NT|NG) 50.8 mm Dispense with a child- 50 =i
resistant closure in a mg =
tight, -
light-resistant container.  pyARMACIST: Dispense the Medication =~ =
Usual Dosage: Guide provided separately to each patien!. e ———
See package insert. —— o
—
302084 BOnly APOTEX CORP.—
y Y
NON NON
PRINTING ALL COPY SHOULD BE .125” /3.175 mm PRINTING ALL COPY SHOULD BE .125" /3.175 mm
DIE LINE AWAY FROM EDGE OF DIE LINE DIE LINE AWAY ALL AROUND
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APOTEX

ADVANCING GENERICS

PRINTED PACKAGING MATERIAL MASTER

-
Material ECL Common o
Code: 302085 Texté: 302109 Description: | BL USA TRAZODONE HCI TAB 100MG 100
Material
Code REF: N/A
QA
Rev#: 0 QA Change: N/A CofA: PKGP-CA-LBL-PIL
Previous Pre or Post Commercial .
Code: 264446 Change: RLD UPDATE CCP#: REFER TO TRACKWISE
Pantone (b))
Colours:
Dimensions/Dieline#: COMPOSITE - 50.8 mm x 138.125 mm Minimum 45PT Prepared by: (b) (4)
PULLOUT - 50.8 mm x 698.5 mm (16 PAGES) Font Size: ™ Date: June 14, 2013.

WHEN A PULL-OUT IS BEING UTILIZED IN A BOOKLET, IT IS TO BE INSERTED IN THE CENTER THREE TIMES FOR THE 100 SIZE COUNT
AND ONCE FOR ALL OTHER SIZE COUNTS.

COMPOSITE

Base label < 138.125 mm ( 5.438") | >
imprinti 22.225 mm 12.7 mm
gy 875" < 103.1875 mm (4.0625") > e fe—
Lot/Ex; [
A N\ L ™
%mm‘;‘;ﬁg 100 ablets  NDC 60505-2654-1 o -
I, T0ron, Onario
hydrochloride. Canada MOL 1T9
Store at 20° o 25°C TraZODON E &f’"m"f"c.‘fﬁ for:
(68° to 77°F); excursions - leston, Florida 33326
emicdocwc — Hydrochloride
(59° to 86°F) [See USP ] o
50.8 mm Contoked Foom Tablets, USP $
2" =0 5
Dispense with a child- —
resistant closure in a tight, 100 mg _3 8
light-resistant container. B RIMACEET: De m — =
. Uispense the enclosel —  ———
g:::'ac[’;fgﬁ;s ot Medication Guide to each patient. =§
O ol
1| ear
302085 B Only APOTEX CORP. o - <—Laminate
4 |-L J
3.175 mm)\ /' J
(.125") C.R. Bleed ALL COPY SHOULD BE 3.175 mm (.125")
Non Printing AWAY FROM EDGE OF DIE LINE BUT GRAPHICS CAN BLEED OFF
Die Line
BACK (GLUE DOWN PAGE) FRONT COVER
3.5625" > 4.0625” >
4 A
Each tablet contains - - Manufactured by:
:33 m%l"' snr:zodone 100 Tablets NDC 60505-2654-1 %ﬁ“ﬂ‘?y -
rochloride. E— ada
Store at 20° 10 25°C TrazonoNE ﬁ%j’a‘%ﬁ
(68° to 77°F); excursions - .
permitied to 15° to 30°C Hydroc h|0l‘lde -
comaearcon  Tahlets. USP :
| GLUE DOWN SIDE Lo o ablets, f
- Dispense with a child- I3
(non prlntmg) resistant closure in a tight, 100 mg [¢]
light-resistant container.
Usual Dosage: PHARMACIST: Dispense the enclosed
See package Insert. Medication Guide to each patient.
302085 B Only APOTEX CORP. -
Y Y
NON
PRINTING ALL COPY SHOULD BE .125” AWAY ALL AROUND PRINTING ALL COPY SHOULD BE .125” AWAY FROM
DIE LINE : DIE LINE EDGE OF DIE LINE
FRONT INSIDE COVER INSIDE BACK PAGE
< 4.0625” > 3.5625" e
A 3
Each tablet contains - _q Manusctured by:
100 g of trazodone 100 Tablets NDC 60505-2654-1 fpocin. -
hydrochloride. Canada MOL 1T
Store at 20° 0 26°C Trazonou E ?ff’"m‘;?“c.i‘i.?f”""
emicwsee  Hudrochloride
permitte “ to 30 —
BLAN K PAG E (59° to 86°F) [See USP v roc orl e _—
Controlled Room Tablets Usp E—
2 (NON PRINTING) B i : =
Dispense with a child- ==un
resizteant closure in a 100 mg —_g
tight, -
light-resistant container.  PHARMACIST: Dispense the enclosed =0
Usual Dosage: Medication Guide to each patient. —_—n
St 5
302085 BOnly APOTEX CORP. —
A Y
NON NON
PRINTING ALL COPY SHOULD BE 125 AWAY FROM oG ALL COPY SHOULD BE 125" AWAY ALL AROUND
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APOJ PRINTED PACKAGING MATERIAL MASTER

ADVANCING GENERICS

-
Material ECL Common o
Code: 302086 Text#: 302109 Description: | BL USA TRAZODONE HCI TAB 100MG 500

Material

Code REF: N/A

QA

Rev#: 0 QA Change: N/A CofA: PKGP-CA-LBL-PIL

Previous Pre or Post Commercial .

Code: 264447 Change: RLD UPDATE CCP#: REFER TO TRACKWISE

Pantone (b) (4)

Colours:

Dimensions/Dieline#: COMPOSITE - 50.8 mm x 138.125 mm Minimum Prepared by: (b) @)
PULLOUT - 50.8 mm x 698.5 mm (16 PAGES) Font Size: 49 PT Date: June 12, 2013.

WHEN A PULL-OUT IS BEING UTILIZED IN A BOOKLET, IT IS TO BE INSERTED IN THE CENTER THREE TIMES FOR THE 100 SIZE COUNT
AND ONCE FOR ALL OTHER SIZE COUNTS.

COMPOSITE

Base label < 138.125 mm ( 5.438") | >
imprinti 22.225 mm 12.7 mm
mprnind > ‘875" < 103.1875 mm (4.0625") > e le—
Lot/Ex \ L
A e I ~N
%mm‘;‘;ﬁg 500 Tablets  NDC 60505-2654-5 o ' -
I, T0ron, Onario
hydrochloride. Canada MOL 1T9
Store at 20° o 25°C TraZODON E &f’"m"f"c.‘fﬁ for:
(68° to 77°F); excursions - feston, Florida 33326
emicdocwc — Hydrochloride -
(59° to 86°F) [See USP — ®
50.8 mm Contoked Foom Tablets, USP = :
o N §
Dispense with a child- _—
resistant closure in a tight, 100 mg =£ 8
light-resistant container. m T
: Dispense the Medication ]
g::::acol?afgﬁs art Guide provided segarately to each patient. ;§
_0 Cl
— ear
302088 B Only APOTEX CORP. — v w» <—Laminate
4 |-L J
3.175 mm)\ /' J
(.125") C.R. Bleed ALL COPY SHOULD BE 3.175 mm (.125")
Non Printing AWAY FROM EDGE OF DIE LINE BUT GRAPHICS CAN BLEED OFF
Die Line
BACK (GLUE DOWN PAGE) FRONT COVER
3.5625" > < 4.0625” >
4 A
Each tablet contains - - Manufactured by:
:33 m%lof ;r;zodone 500 Tablets NDC 60505-2654-5 %ﬁ‘ﬂ%
rochloride. E— ada
Store at 20° to 25°C TrazonoN E %::sszs
(68° to 77°F); excursions = '
permitted to 15° to 30°C Hydroc hlo"de
comaearcon  Tahlets. USP g
| GLUE DOWN SIDE Lo o ablets, §
o Dispense with a child- 2
(non prmtmg) resistant closure in a tight, 100 mg (o]
light-resistant container. [
Usual Dosage: PH.ARMACI.S‘T:JDispens‘e the Medication
See package Insert Guide p p y to each p
302086 B Only APOTEX CORP.
Y Y
NON
PRINTING ALL COPY SHOULD BE .125” AWAY ALL AROUND PRINTING ALL COPY SHOULD BE .125” AWAY FROM
DIE LINE : DIE LINE EDGE OF DIE LINE
FRONT INSIDE COVER INSIDE BACK PAGE
< 4.0625” > <€ 3.5625" >

Each tablet contains 500 Taplets NDC 60505-2654-5 endertursdby:

100 mg of trazodone Toronto, Ontario

hydrochloride. m MOeLd 1;9

Store at 20° to 25°C T ZODONE Corp,
ra e R

e icowe  Hydrochloride
BLANK PAGE Erintei THIOCIICD. ==
i (NON PRINTING) 2| oo s o  100mg ——=

resistant closure in a =‘\3
ont, [E—
light-resistant container.  pyARMACIST: Dispense the Medication =11
Usual Dosage: Guide provided separately to each patient. EE—————
See package insert. _—8
—————
302086 BOnly APOTEX CORP. — .,

NON NOW
PRINTING ALL COPY SHOULD BE .125" AWAY FROM PRINTING .
DIE LINE EDGE OF DIE LINE DIE LINE ALL COPY SHOULD BE .125" AWAY ALL AROUND

PAGE 1 OF 1
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APOTEX

ADVANCING GENERICS

PRINTED PACKAGING MATERIAL MASTER

-
Material ECL Common o
Code: 302087 Texté: 302109 Description: | BL USA TRAZODONE HCI TAB 150MG 100
Material
Code REF: N/A
QA .
Rev#: 0 QA Change: N/A CofA: PKGP-CA-LBL-PIL
Previous Pre or Post Commercial .
Code: 264449 Change: RLD UPDATE CCP#: REFER TO TRACKWISE
Pantone (b) (4)
Colours:
Dimensions/Dieline#: COMPOSITE - 50.8 mm x 138.125 mm Minimum Prepared by: (b) @)
PULLOUT - 50.8 mm x 698.5 mm (16 PAGES) Font Size: 49 PT Date: June 12, 2013.

WHEN A PULL-OUT IS BEING UTILIZED IN A BOOKLET, IT IS TO BE INSERTED IN THE CENTER THREE TIMES FOR THE 100 SIZE COUNT

AND ONCE FOR ALL OTHER SIZE COUNTS.

COMPOSITE

Base label < 138.125 mm ( 5.438") | >
imprinting 22.225 mm . | 12.7mm
area for 875 < 103.1875 mm (4.0625") > Ty e
Lot/Ex \ L
A Ve I ~
frraler s mi i 100 Tavets ~ NDC 60505-2655-1 AM:"'?,‘:?,&':" by -
Niote & Pharmaciet I [oront, Onerle
If other than a whole tablet is to Manufactured for:
Eﬁ.’f‘&%‘;ﬁ?&“m Trazono" E #@M.Fbﬂdam
ing the 3
shvsmio-s | Hydrochloride >
7~ . e 2
( I
508 mm @D G2 Tablets, UsP — L
" ° 1 25° : —
2 AT i) 150 mq =2 &
(5% to asvg) [See USP Controlled mg — O 8
oom Temperature]. —
?&:ﬂﬂ%‘#ﬁﬁﬁm PHARMACIST: Dispense the enclosed —8
container. Medication Guide to each patient. ;g
Sae package et —— o
I ear
302087 R Only APOTEX CORP-. o - ~<—Laminate
4 |-L J
3.175 mm)\ /' !
(.125") C.R. Bleed ALL COPY SHOULD BE 3.175 mm (.125")
Non Printing AWAY FROM EDGE OF DIE LINE BUT GRAPHICS CAN BLEED OFF
Die Line
BACK (GLUE DOWN PAGE) FRONT COVER
3.5625" > 3 4.0625” >
/ \
Exchubio coraine 450 100 Taviets  NDC 60505-2655-1 ;‘:g:.!‘f‘"m‘” -
o -
ot e o whote sblet o 1o T azonoNE Genada MoL 170
peerepunay | AF . -
ing the let.
eitie. | Hydrochloride
> 2 @
GLUE DOWN SIDE @»&» Tahlets, USP §
r inti 2| mpesmvesrm :
(non-prlntlng) Egg‘:‘boﬁziﬂe[SnUSPOomvdlod 150 mg §"
loom Temperature]
3&?:&?‘:3‘&%‘51%% PHARMACIST: Dispense the enclosed
container. Medication Guide to each patient.
Usual Dosage:
See package insert.
302087 B Only APOTEX CORP. T -
Y Y
NOW
PRINTING ALL COPY SHOULD BE .125” AWAY ALL AROUND PRINTING ALL COPY SHOULD BE .125” AWAY FROM
DIE LINE : DIE LINE EDGE OF DIE LINE
FRONT INSIDE COVER INSIDE BACK PAGE
< 4.0625” > 3.5625" >
A 3
v’ 100 Tavets NDC 60505-2655-1 Aeaie
Canada MOL 1T9
TraZODONE .
- W Piida 30208
BLANK PAGE Hydrochloride ;
I
I
. ! = Tahlets, USP s
2 (NON PR'NT|NG) 2 m,;fpgmtgﬂ;;m,c 150 — O\
59° b 86°F) [See USP Controlled Illg =0
ooy "
e o= PHARMACIST: Dispense the enclosed T\
container. Medication Guide to each patient. —— L
e et E— O
I
s0z087 BOnly aAPOTEX CORP.—
A Y
NON NON
i AL COPY SHOULD BE 1200 AWAY FROM oG ALL COPY SHOULD BE .125” AWAY ALL AROUND

Reference |D: 3409293
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APOJ PRINTED PACKAGING MATERIAL MASTER

ADVANCING GENERICS

-
Material ECL Common o
Code: 302088 Texté: 302109 Description: | BL USA TRAZODONE HCI TAB 150MG 500
Material
Code REF: N/A
QA
Rev#: 0 QA Change: N/A CofA: PKGP-CA-LBL-PIL
Previous Pre or Post Commercial .
Code: 264450 Change: RLD UPDATE CCP#: REFER TO TRACKWISE
Pantone ®@
Colours:
Dimensions/Dieline#: COMPOSITE - 50.8 mm x 138.125 mm Minimum Prepared by: (b) (4)
PULLOUT - 50.8 mm x 698.5 mm (16 PAGES) Font Size: 49 PT Date: June 12, 2013.

WHEN A PULL-OUT IS BEING UTILIZED IN A BOOKLET, IT IS TO BE INSERTED IN THE CENTER THREE TIMES FOR THE 100 SIZE COUNT
AND ONCE FOR ALL OTHER SIZE COUNTS.

COMPOSITE

Base label < 138.125 mm ( 5.438") | >
imprinting 22.225 mm . | 12.7mm
areafor >l 875" < 103.1875 mm (4.0625") > Ty e—
Lot/Ex \ L
A Ve I ~
frraler s mi i 500 Tanets  NDC 60505-2655-5 g:"g.,‘:?,a':" by -
Nots 1o Pharmaciat: [ ocr, Orerlo
winarey | TralODONE ot
m:‘r;«;mx use when #eem.dedam
shvsmio-s | Hydrochloride -
:"7 ) 2
@& Tablets, USP == :
" ” 1o 26° i I
2 T, 150 my ——=" :
(5% to asvg) [See USP Controlled mg — O 8
Room Temperature]. — N
I ———————
?&:ﬂﬂ%‘#ﬁﬁﬁm PHARMACIST: Dispense the Medication —3
container. Guide provided separately to each patient. Y —0—"
Usual Dosage: S — D
See package insert. ) Clear
I
302088 B Only APOTEX CORP. — 1w <! Laminate
4 |-L J
3.175 mm)\ /' !
(.125") C.R. Bleed ALL COPY SHOULD BE 3.175 mm (.125")
Non Printing AWAY FROM EDGE OF DIE LINE BUT GRAPHICS CAN BLEED OFF
Die Line
BACK (GLUE DOWN PAGE) FRONT COVER
3.5625" > < 4.0625” >
A 3
il e b 500 Tablets  NDC 60505-2655-5 i‘:.f‘m‘"ff,?;m""
Tt [
W el thar & whole sblt s o TraZODONE it
RERIESEER raZ . -
eitie. | Hydrochloride -
) S ——
GLUE DOWN SIDE @»&» Tahlets, USP =— &
z inti 2| SmeernesT 2 %
(non-prlntlng) igg:‘wﬁziﬂe[SnUSPOomrdlod 150 mg : §"
loom Temperature]
. |
3&?:&?‘:3‘&%‘51%% PHARMACIST: Dispense the Medication 3
container. Guide provided separately to each patient. N
Usual Dosage: o
See package insert. \O
302088 B Only APOTEX CORP. ™
Y Y
NON
PRINTING ALL COPY SHOULD BE .125” AWAY ALL AROUND PRINTING ALL COPY SHOULD BE .125” AWAY FROM
DIE LINE : DIE LINE EDGE OF DIE LINE
FRONT INSIDE COVER INSIDE BACK PAGE
< 4.0625” > < 3.5625" >
A 3
E,mm‘;,}m9 500 Tablets NDC 60505-2655-5 :{:"3.,(‘3‘:?',8";::"
Canada MOL 1T
TraZODONE et
- W Piida 30208
BLANK PAGE Hydrochloride _-
2 (NON PRINTING) 2 St star n2eG 67 07T, 150 mg =
G Tae"F) [See tl)sp Controlled ———\d
e Wisem:  PHARMACIST: Dispense the Medication ~ =)
container. Guide provided separately to each patient. =g
e et E—
I
sazoes BOnly aAPOTEX CORP.—
A Y
NON NON
i AL COPY SHOULD BE 1200 AWAY FROM oG ALL COPY SHOULD BE .125” AWAY ALL AROUND

PAGE 1 OF 1
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APOTEX

ADVANCING GENERICS

PRINTED PACKAGING MATERIAL MASTER

p
Material ECL Common o
oo 302089 | Teds. 302109 | Description: LBL USA TRAZODONE HCI TAB 300MG 100
Material
Code REF: N/A
QA
Revt. O QA Change: CofA: PKGP-CA-LBL-PIL
Previous Pre or Post Commercial .
Code: 264452 Change: RLD UPDATE CCP#: REFER TO TRACKWISE
Pantone O @
Colours:
Dimensions/Dieline#: COMPOSITE - 50.8 mm x 138.125 mm Minimum Prepared by: (b) (4)
PULLOUT - 50.8 mm x 698.5 mm (16 PAGES) Font Size: 49 PT Date: June 12, 2013.

WHEN A PULL-OUT IS BEING UTILIZED IN A BOOKLET, IT IS TO BE INSERTED IN THE CENTER THREE TIMES FOR THE 100 SIZE COUNT
AND ONCE FOR ALL OTHER SIZE COUNTS.

COMPOSITE

Base label < 138.125 mm ( 5.438") | >
imprinting 22.225 mm . »| 127 mm
area for 875" 103.1875 mm (4.0625") | 5" <
Lot/Ex
A e ~
Frroiiow o emb bt o 100 Tablets ~ NDC 60505-2659-1 Jpoecime ™ -
Note to Pharmaciat: O m%ﬂ%
If other than a whole tablet is to Manufactured for:
vanicasty) TralODONE R
breaking the tablet. H d —
See HOW SUPPLIED section. v rocnioriae ©
508 mm &> &> Tablets, USP = ¢
2 e TR T e 300my = &
(5% to asvg) [See USP Controlled mg — (O 8
Foom Terpostus, E—
?&:ﬂﬂ%‘#ﬁﬁﬁm PHARMACIST: Dispense the enclosed —3
container. Medication Guide to each patient. _—'m
Usual Dosage: o
See package insert. iy
— Clear
302080 B Only APOTEX CORP. o <—Laminate
y )\ /
3.175 mm
(.125") C.R. Bleed A ALL COPY SHOULD BE 3.175 mm (.125")
Non Printing AWAY FROM EDGE OF DIE LINE BUT GRAPHICS CAN BLEED OFF
Die Line
BACK (GLUE DOWN PAGE) FRONT COVER
3.5625" > < 4.0625” >
‘ k
Epch ket contine 300 9 100 Tabists ~ NDC 60505-2659-1 gxﬁfozﬂw -
Note to Pharmacist: I 0T LOENO
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HIGHLIGHTS OF PRESCRIBING INFORMATION seseeenennnenaccee INDICATIONS AND USAGE ------ssssssseeeen
These highlights do not include all the information needed to use trazodone hydrochloride tablets, - Trazodone hydrochloride tablets, USP are indicated for the treatment of major depressive disorder (1). a
USP safely and effectively. See full prescribing information for trazodone hydrochloride tablets, USP. & * Efficacy was established in trials of trazodone immediate release formulation in patients with major g
5. depressive disorder (14). ; "
== ==
Trazodone hydrochloride tablets, USP for oral use £ % __________________ DOSAGE AND ADMINISTRATION =--ssesemsemecnens -
. Es Bu
Initial U.S. Approval: 1981 < « Starting dose: 150 mg in divided doses daily. May be increased by 50 mg per day every three to s
2 -] - four days. Maximum dose: 400 mg per day in divided doses (2). o 8
. 25 « Trazodone hydrochloride tablets should be taken shortly after a meal or light snack (2). 82
50.8 =8 508 J
o WARNING: SUIGIDALITY AND ANTIDEPRESSANT DRUGS " i * Tablets should be swallowed whole or broken in half along the score line, and should not be chewed wk
See full prescribing information for complete boxed waming. E or crushed (2). as
Increased risk of suicidal thinking and behavior in children, adolescents and young adults 8% * When discontinued, gradual dose reduction is recommended (2). E
taking antidepressants for major depressive disorder (MDD) and other psychiatric disorders. ; -] ; e
Trazodone is not approved for use in pediatric patients (5.1). - I DOSAGE FORMS AND STRENGTHS -------==sssseeees s
2 Bisectable tablets of 50mg, 100mg ,150 mg and 300 mg (3). 2
1 2
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=== CONTRAINDICATIONS ---- * Priapism: Has occurred. Warn male patients of this risk and how/when to seek medical attention (5.9).
* Hyponatremia: Can occur in association with SIADH (5.10).
: = * Potential for Cognitive and Motor Impairment: Has potential to impair judgment, thinking, ani -
None (4) = Potential for Cognitive and Motor Impairment: Has potential to impair judgment, thinki d =
. . £ motor skills. Advise patients to use caution when operating machinery (5.11). g
WARNINGS AND PRECAUTIONS ; " * Discontinuation Symptoms: May occur with abrupt discontinuation and include anxiety and ; .
« Clinical Worsening/Suicide Risk: Monitor for clinical worsening and suicidal thinking and behavior (5.1). FH sleep disturbance. Upon discontinuation, taper trazodone hydrochloride tablets and monitor for =5
« Serotonin Syndrome or Neuroleptic Malignant Syndrome-Like Reactions: Have been reported with NS symptoms (5.12). 4
antidepressants. Discontinue trazodone hydrochloride tablets and initiate supportive treatment (5.2, 7). -4 b4+
o « Activation of Mania/Hypomania: Screen for bipolar disorder and monitor for mania/hypomania (5.3). 58 . | ADVERSE REACTIONS ------sesseneaneas o8
50.8 mm * QT Prolongation: Increases the QT interval. Avoid use with drugs that also increase the QT interval 22 s0.8mm 2F
. and in patients with risk factors for prolonged QT interval (5.4). sk Most common adverse reactions (incidence > 5% and twice that of placebo) are: somnolence/ Wl
« Use in Patients With Heart Disease: Use with caution in patients with cardiac disease (5.5). EH sedation, dizziness, constipation, vision blurred (6). B
« Orthostatic Hypotension and Syncope: Have occurred. Warn patients of risk and symptoms of ] To report SUSPECTED ADVERSE REACTIONS, contact Apotex Corp. at 1-800-667-4708 or FDA at 3%
hypotension (5.6). s 1-800-FDA-1088 or www.da.gov/medwatch. “8
« Abnormal Bleeding: May increase the risk of bleeding. Use with NSAIDs, aspirin, or other drugs that H ]
affect coagulation may compound this risk (5.7, 7). Fl 3
* Interaction With MAOIs: Do not use concomitantly or within 14 days of monoamine oxidase
inhibitors (5.8, 7). 3 4
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------------------ DRUG INTERACTIONS --==ssseesennenaas FULL PRESCRIBING INFORMATION:
* CNS Depressants: Trazodone may enhance effects of alcohol, barbiturates, or other CNS ::ONFNEI;‘IIGSA#:SNIA':!% ﬁgﬂg”"n AND ANTIDEPRESSANT DRUGS
daprsssants (7). g 2 DOSAGE AND ADMINISTRATION g
* CYP3A4 Inhibitors: May necessitate lower dose of trazodone hydrochloride tablets (7). = |3
* CYP3A4 Inducers (e.9., Carbamazepine): May necessitate higher dose of trazodone hydrochloride tablets (7). - 3 DOSAGE FORMS AND STRENGTHS Ew
« Digoxin or Phenytoin: Monitor for i d serum levels (7|). £z 4 CONTRAINDICATIONS g3
« Warfarin: Monitor for increased or decreased prothrombin time (7). =5 5 WARNINGS AND PRECAUTIONS 3
5. o 5.1 Clinical Worsening and Suicide Risk as
o USE IN SPECIFIC POPULATIONS =---=sssssessneeen ;é . 5.2 Serotonin Syndrome or Neuroleptic Malignant Syndrome (NMS)-Like Reactions ?g
« Pregnancy: n animal may cause fetal harm (8.1). Bz 5.3 Screening Patients for Bipolar Disorder and Monitoring for Mania/Hypomania gz
b | hcthers: ot wih ouiten (o foH farm (8.1) SE suemm 5.4 QT Prolongation and Risk of Sudden Death e
* Pediatric Patients: trazodone hydrochloride tablets are not approved in pediatric patients (8.4). EH 5.5 Use In Patients With Heart Disease EH
* Renal or Hepatic Impairment: Use with caution (8.6, 8.7). 23 5.6 Orthostatic Hypotension and Syncope 2%
4 5.7 Abnormal Bleeding 58
See 17 for PATIENT COUNSELING INFORMATION and FDA-approved Medication Guide. g 5.8 Interaction With MAOIs g
Revised: 05/2013 5 5.9 Priapism 3
R0t - 5.10 Hyponatremia =
5 6
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5.11 Potential for Cognitive and Motor Impairment 10 OVERDOSAGE
5.12 Discontinuation Symptoms 10.1 Human Experience
6 ADVERSE REACTIONS z 10.2 Management of Overdose s
6.1 Clinical Studies Experience 3 11 DESCRIPTION 3
6.2 Postmarketing Experience M 12 CLINICAL PHARMACOLOGY § w
7 DRUG INTERACTIONS H 5 12.1 Mechanism of Action H 3
8 USE IN SPECIFIC POPULATIONS Eg 12.2 Pharmacodynamics Eg
8.1 Pregnancy g5 12.3 Pharmacokinetics -] §
| 8.3 Nursing Mothers g 13 NONCLINICAL TOXICOLOGY ]
50 g 8.4 Pediatric Use § o g 13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility ]
o 8.5 Geriatric Use wk T mm 14 CLINICAL STUDIES Wk
8.6 Renal Impairment g s 16 HOW SUPPLIED/STORAGE AND HANDLING g2
8.7 Hepatic Impairment g 3 17 PATIENT COUNSELING INFORMATION 23
9 DRUG ABUSE AND DEPENDENCE ] 17.1 Information for Patients E g
9.1 Controlled Substance ] MEDICATION GUIDE 8
9.2 Abuse E “Sections or subsections omitted from the Full Prescribing Information are not listed. ]
7 8
Y Y
NON NON
PRINTING ALL COPY SHOULD BE .125" /3.175 mm PRINTING ALL COPY SHOULD BE .125” / 3.175 mm
DIE LINE AWAY FROM EDGE OF DIE LINE DIE LINE AWAY FROM EDGE OF DIE LINE

1 of 7 pgs

Reference |D: 3409293




APOTEX

ADVANCING GENERICS

PRINTED PACKAGING MATERIAL MASTER

4 .
aterial A | e 400109 | Description: - ECL TRAZODONE HCI TAB USA
e ke, 302110 / 302084 / 281566 / 302085 / 302086 / 281568 / 302087 / 302088 / 281567 / 302089

WHEN A PULL-OUT IS BEING UTILIZED IN A BOOKLET, IT IS TO BE INSERTED IN THE CENTER THREE TIME FOR THE 100 SIZE COUNT

AND ONCE FOR ALL OTHERS SIZE COUNTS.

INSIDE SINGLE PAGES

INSIDE PAGES

INSIDE PAGES

TOP AND BOTTOM EDGE OF DIE LINE

-< " /90. 88 mm -< 3.5625" /90.488 mm
A A
FULL PRESCRIBING INFORMATION 1 INDICATIONS AND USAGE
WARNING: SUIC ITY AN IDEPR! G Trazodone hydrochloride tablets, USP are indicated for the treatment of major depressive disorder
NING: SUICIDAL D ANTIDEPRESSANT DRUGS z (MDD& in adults. The efficacy of trazodone hydrochloride tablets, USP has been established in trials z
Antidep ts in d the risk d to placebo of suicidal thinking and behavior £ with the immediate release formulation of trazodone [see Clinical Studies (14)]. £
(suicidality) in children, adolescents, and young adults in short-term studies of major Fw Y
depressive disorder ‘MDD) and oller psychiatric disorders. Anyone considering the use E§ 2 DOSAGE AND ADMINISTRATION 53
of trazodone hydrochloride tablets or any other antidepressant in a child, adolescent, or § = The dosage should be initiated at a low-dose and increased gradually, noting the clinical response £s
young adult must balance this risk with the clinical need. Short-term dudlu did not show 2 b and any evidence of intolerance. Occurrence of drowsiness may require the administration of a major E S
P an increase in the risk of suicidality with antidepressants compared to placebo in adults o8 o portion of the daily dose at bedtime or a reduction of dosage. Trazodone hydrochloride tablets should =8
50.8 mm beyond age 24; there was a reduction in risk with antidep top in 2 w8mm be taken shortly after a meal or light snack. Bz
. adults aged 65 and older. Depression and certain other psychiatric dl:nrdon are lhemulvcs w E . Dose Selection sk
associated with increases in the risk of suicide. Patients of all ages who are started on EH 3§
antidepressant therapy should be monitored appropriately and observed closely for clinical 2 E An initial dose of 150 mg/day in divided doses is suggested. The dose may be increased by 50 mg/ E =
worsening, suicidality, or unusual changes in behavior. Families and caregivers should be g g day every 3 to 4 days. The maximum dose for outpatients usually should not exceed 400 mg/day in E ]
advised of the need for close observation and communication with the prescriber. Trazodone 8 divided doses. Inpatients (i.e., more severely depressed patients) may be given up to but not in excess g
hydrochloride tablets are not approved for use in pediatric patients [see Warnings and 3 of 600 mg/day in divided doses 3
Precautions (5.1) and Patient Counseling Information (17.1)].
9 10
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. géllce t?nn adteguate ‘;?sponste}] has beeun achieved, dosage may be gradually reduced, with subsequent 3 DOSAGE FORMS AND STRENGTHS
ustmant gepending on therapeutic response. Trazodone hydrochloride tablets are available in the following strengths:
« Patients should be monitored for withdrawal symptoms when discontinuing treatment with . waADA* TEN®
trazodone hydrochloride tablets. The dose should be gradually reduced whenever possible [see é 50 mg : white, round, biconvex, tablets. Engraved “APO" bisect “T50" on one side, ather side plain. E
Warnings and Precautions (5.12)]. ; . 100 mg: white, round, biconvex, tablets. Engraved “APQ" bisect “T100" on one side, other side plain. ; »
Maintenance Treatment é E ]50 mg: whm_a, oval’,, fl at faced beveleq-edge tahlevs with a full bisect and 2 partial trisects. Engraved E 2
The efficacy of trazodone hydrochloride tablets for the maintenance treatment of MDD has not been B: APQ™ bisect “T150" on one sids, and *50 50 50" on the other side. g
evaluated. While there is no body of evidence available to answer the question of how long a patient a8 300 mg: white, oval, fl at faced beveled-edge tablets with a full bisect and 2 partial trisects. Engraved ]
2" treated with trazodone hydrochloride tablets should continue the drug, it is generally recommended ﬁg 2" “APO" bisect “T300" on one side, and 100 100 100" on the other side with the middle *100" 58
50.8 mm that treatment be continued for several months after an initial response. Patients should be * £ 60.8mm perpendicular to the others. ‘-‘E
maintained on the lowest effective dose and be periodically reassessed to determine the continued T B8
need for maintenance treatment. EH 4 CONTRAINDICATIONS gg
33
Important Administration Instructions g H None. E ]
Trazodone hydrochloride tablets are scored to provide flexibility in dosing. g 5  WARNINGS AND PRECAUTIONS ?
Trazodone hydrochloride tablets can be swallowed whole or administered as a half tablet by breaking = 5.1 Clinical Worsening and Suicide Risk =
the tablet along the score line.
11 12
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Patients with major depressive disorder (MDD), both adult and pediatric, may experience worsening for almost all drugs studied. There were differences in absolute risk of suicidality across the different
of their depression and/or the emergence of suicidal ideation and behavior (suicidality) or unusual indications, with the highest incidence in MDD. The risk differences (drug vs. placebo), however,
changes in behavior, whether or not they are taking antidepressant medications, and this risk may s were relatively stable within age strata and across indications. These risk differences (drug-placebo s
persist until significant remission occurs. Suicide is a known risk of depression and certain other H difference in the number of cases of suicidality per 1,000 patients treated) are provided in Table 1. ]
psychiatric disorders and these disorders themselves are the strongest predictors of suicide. There - =
has betl;n aflona standing (;:(t):cem. howeveri th'atldﬂﬁl;it:pmss;rts m“aytshgw:l a rtgle in ';nd#clna §§ Table 1 E
worsening of depression and the of suici in certain patients during the early phases EL ~ e
of treatment. Pooled analyses of short-term placebo-controlled trials of antidepressant drugs (SSRIs E = Age Range D";? SZIT;Z? lefﬁr:nggénpggg?:::?:a(t?::es ;
and others) showed that these drugs increase the risk of suicidal thinking and behavior (suicidality) -4 ulcidality per 1, b
. in children, adolescents, and young adults (ages 18 to 24) with MDD and other psychiatric disorders. ] o Increases Compared to Placebo =
08 Short-term studies did not show an increase in the risk of suicidality with antidepressants compared g = 50.8 <18 14 additional cases 2
§0.6mm to placebo in adults beyond age 24; there was a reduction with antidepressants compared to placebo Wk Amm 18-24 5 additional cases ;
in adults aged 65 and older. EH Decreases Compared to Placebo g
The pooled analyses of placebo-controlled trials in children and adolescents with MDD, obsessive § N 25-64 1 fewer case 2
compulsive disorder (|OCD), or other psychiatric disorders included a total of 24 short-term trials of 9 E- >65 6 fewer cases >
Wi MDD of ot peychaiic disarders icuded a 1t of 295 shoritrm il (median duration | 5 :
or other atric disorders included a to ort-term trials (median duration 3 Fl
of 2 monmsz of 11 ';%depmssam drugs in over 77,000 patients. There was considerable variation 2 No suicides occurred in any of the pediatric trials. There were suicides in the adult trials, but the <
in risk of suicidality among drugs, but a tendency toward an increase in the younger patients 13 number was not sufficient to reach any conclusion about drug effect on suicide.
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lt is unknown whetherthe suicidallty risk extends to longer-term use, i.e., beyond several months. Families and caregivers of patients being ireated with antidep: ts for major d
However, there from placebo-controlled maintenance trials in adults with or other indicati both psychialric and nonpsychiatric, should be alerted about lle
depresslon that the use of antidepressants can delay the recurrence of depression. - le=llt :o m&nllnr pattlorrlt :’or th'o h:ﬂmgelco of an“alln& irritability, um;wlll ‘G';Illl;ﬂﬂl Ir:’ |;ehuvlm'ri -
2 and the other symptoms described above, as well as the emergence of suicidality, and to repo 2
All patients being treated with antidepressants for any indication should be monitored £ such symplnm’Z Ill:lmedlauly to healthcare providers. 8uc|mmnnllorln|| slouI'tIv include dl;lly £
appropriately and observed closely for clinical worsening, suicidality, and unusual changes in !% observation by families and caregivers. Prescriptions for trazodone should be written for the fu
behavior, especially during the initial few months of a course of drug therapy, or at times of dose HH smallest quantity of tablets consistent with good patient management, in order to reduce the risk 82
changes, either increases or decreases. 4 of overdose £s
it i Es
The following symptoms, anxlety, agitation, panlc attacks, insomnia, irritability, hostility, o . g
» aggressivensss, impulshily, akathlsia ), hypomania, and mania, have 5 g » 5.2 Serotonin Syndrome or Neuroleptic Malignant Syndrome (NMS)-Like Reactions = g
50.8 mm been reported in adult and pediatric paﬂents being treated with antidepressants for major deptesslve 28 50.8mm The development of a potentially life-threatening serotonin syndrome or neuroleptic malignant £5
disorder as well as for other indications, both psychiatric and nonpsychiatric. Atthough a causal sk syndrome (NMS)-like reactions have been reported with antidepressants alone and may occur sk
link between the emergence of such symptoms and either the worsening of depression and/or the 35 with trazodone ftreatment, but particularly with concomitant use of other serotoninergic drugs Sg
emergence of suicidal impulses has not been established, there is concern that such symptoms may g f (including SSRIs, SNRIs and triptans) and with drugs that impair metabolism of serotonin (including § H
represent precursors to emerging suicidality. %8 monoamine oxidase inhibitors [MAOIs]), or with antipsychotics or other d ine antagonists. 3]
E Serotonin syndrome symptoms may include mental status changes (e.g., agitation, hallucinations, &
Consideration should be given to changing the therapeutic regimen, including possibly discontinuing e and coma), autonomic instability (e.g., tachycardia, labile blood pressure, and hyperthermia) e
the medication, in patients whose depression is persistently worse, or who are experiencing emergent 2 neuromuscular aberrations (©.0. hyperreflexia, incoordination) and/or gastrointestinal symptoms 2
suicidality or symptoms that might be precursors to worsening depression or suicidality, especially if (e.0., nausea, vomiting, and diarrhea). Serotonin syndrome, in its most severe form, can
these symptoms are severe, abrupt in onset, or were not part of the patient’s presenting symptoms. 15
Y Y
NON NON
PRINTIG ALL COPY SHOULD BE 125" /3.175 mm s ALL COPY SHOULD BE .125” /3.175 mm

WAY FROM EDGE OF DIE LINE

AWAY FROM EDGE OF DIE LINE

2 of 7 pgs

Reference |D: 3409293




APOTEX

ADVANCING GENERICS

PRINTED PACKAGING MATERIAL MASTER

4 .
aterial A | e 400109 | Description: - ECL TRAZODONE HCI TAB USA
e ke, 302110 / 302084 / 281566 / 302085 / 302086 / 281568 / 302087 / 302088 / 281567 / 302089

WHEN A PULL-OUT IS BEING UTILIZED IN A BOOKLET, IT IS TO BE INSERTED IN THE CENTER THREE TIME FOR THE 100 SIZE COUNT

AND ONCE FOR ALL OTHERS SIZE COUNTS.

INSIDE SINGLE PAGES

INSIDE PAGES

INSIDE PAGES

TOP AND BOTTOM EDGE OF DIE LINE

- " /90. 88 mm -< 3.5625" /90.488 mm
A A
resemble neuroleptic malignant syndrome, which includes hyperthermia, muscle rigidity, autonomic patients at risk for bipolar disorder. Whether any of the symptoms described for clinical worsening
instability with possible rapid fluctuation of vital signs, and mental status changes. and sa::lde risk rtepmtsien;s su;g{'nrI a conversion is unknowrah H(l):%ver prior to initiating trggtgletnt wlim
N ) an antidepressant, patien d to determine
Treatment with trazodone hydrochloride tablets and any itan gic or antid gic g if they are at risk for bipolar disorder; such screening should include a detailed psychiatric history, 5
e el L o R g Immadtaly 1 h e eacons o g 5 includin a family history of sulcld%t bipolar disorder, and depression. it shoud be noted that 5
£ azodone hydrochloride s are not approved for use in treating bipolar depression. ¥
Trazodone hydrochloride tablets should not be used within 14 days of an MAOI [see Warnings Eu Ez
andPmcations (5.8) axd g Iniecactions (7). 5 :.4 dnT P:l::naﬂor - |ﬂ - :: s:?:(:: D::lh al. Some drugs that prolong the QT/QT, interval g s
Sw razodone own to prolong the nterval. Some drugs that prolong the nterval o
2 If concomitant treatment with trazodone hydrochloride tablets and an SSRI, SNRI or a 58 o can cause torsade de pointes with sudden, unexplained death. The relationship of QT prolongation o8
50.8mm S-hydroxytryptamine receptor agonist (triptan) Is chnically warranted, careful obssfvation of the 2% s8mm is clearest for larger increases (20 msec and greater), but it is possible that smaller QT/QT, #z
: patient is advised, particularly during treatment initiation and dose increases. g5 prolongations may also increase risk, especially in susceptible individuals, such as those with 6t
The concomitant use of trazodone hydrochloride tablets with serotonin precursors (such as EF hypokalemia, hypomagnesemia, or a genetic predisposition to prolonged QT/QT.. S
tryptophan) is not recommended. H Atlthough torsaad; ge pollntes has n:(g;l beatnI :ibserved‘whh tlhet use 0{1 tr;)z'odo?e hytdfoclhlorlde et:b:e}(s is
E" at recommended doses in premarketing trials, experience is too limited to rule out an increased risk. E"
5.3 Screening Patlents for Bipolar Disorder and Monitoring for Mania/Hypomanta 8 However, there have been postmarketing reports of torsade de pointes with the immediate-releass 3
A major depressive episode may be the initial presentation of bipolar disorder. It is generally F form of trazodone (in the presence of multiple confounding factors), even at doses of 100 mg per )
believed (though not established in controlled trials) that treating such an episode with an day or less.
P alone may | the Iik d of p tion of a mixed/manic episode in {7 18
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55 Use in Patients With Heart Disease 5.7 Abnormal Bleeding
Trazodone hydrochloride is not recommended for use during the initial recovery phase of myocardial Postmarketing data have shown an association between use of drugs that interfere with serotonin
infarction. H] reuptake and the occurrence of gastrointestinal (Gl) bleeding. While no association between trazodone g
Caution should be used when administering trazodone hydrochloride tablets to patients with cardiac = and bleeding events, in particular G bleeding, was shown, patients should be cautioned about potential .
disease and such patients should be closely monitored, since antidepressant drugs (including g risk of bleeding associated with the concomitant use of trazodone and NSAIDs, aspirin, or other drugs fy
trazodone hydrochloride) may cause cardiac arrhythmias. é = thalhaﬁectlco?loulglon or DI?;dInIgA Oﬂ‘l,erelileaﬁillngtevlt:frgst r:el::lxedlto ShSRls arr\]d SNRIs have ranged from e
H ecchymosis, hematoma, epistaxis, and petechiae to life-threatening hemorrhages. ES
QT prolongation has been reported with trazodone therapy [see Warnings and Precautions (5.4), Bs Ss
glinlrrrzhl studies In'p:litlants wlthﬂpretex:sti‘ggtcardhg gLsea;s\? :]n cat; mlgt n&zigaitzne'hzdl}oc?lgr:;ig\%a]y oy 5.8 Interaction With MAOIs =
" e al mogenic in some patients in that population. Arrhythmias idenf nclude isolate S, HE o 5
w.: o ventrlwylt:r co?lplets, tadwca%la with sy,,cg’pg" and m,sadm pointes. Postmarketing events have @ H so.g i In patients receiving serotonergic drugs in combination with a monoamine oxidase inhibitor (MAOI), EH
been reported at doses of 100 mg or less with the immediate-release form of trazodone. sk there have been reports of serious, sometimes fatal reactions including hyperthermia, rigidity, u E
s myoclonus, autonomic instability with rapid fluctuation in vital signs, and mental status changes aa
Concomitant administration of drugs that prolong the QT interval or that are inhibitors of CYP3A4 may EH that include extreme agitation progressing to delirium and coma. These reactions have also been EE
increase the risk of cardiac arrhythmia. g H reponewo ;}atl;nts who have recerg%' dvljtt;lorgin&ed amldepr:'fsam treatlmeélt angl ‘have lb«en :taned “g
E on an . Some cases presen atures resembling neuroleptic malignant syndrome. z
5.6 Orthostatic Hypotension and Syncope s Furthermore, limited animal data on the effects of combined use of serotonergic antidepressants §
Hypotension, including orthostatic hypotension and syncope has been reported in patients receiving z and MAOIs suggest that these drugs may act synergistically to elevate blood pressure and evoke F
trazodone hydrochloride. Concomitant use with an antihypertensive may require a reduction in behavioral excitation. Therefore, it is recommended that trazodone hydrochloride tablets should
the dose of the antihypertensive drug. 19 20 not be used in combination with an MAOI or within 14 days of discontinuing treatment with an
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MAOL. Similarly, at least 14 days should be allowed after stopping trazodone hydrochloride tablets taking diuretics or who are otherwise volume-depleted can be at greater risk. Discontinuation of
before starting an MAOI. trazodone hydrochloride tablets should be considered in patients with symptomatic hyponatremia
59 Priapism s and appropriate medical intervention should be instituted. s
g headach tr £
Rare cases of priapism (painful erections greater than 6 hours in duration) were reported in men P e, Ton Wk A, ait Can ot KTl Somt o SyToToms z
receiving trazodone. Priapism, if not treated promptly, can resuft in ireversible damage to the 3 associated with more severe and/or acute cases have included hallucination, syncope, seizure, coma H
erectile tissue. Men who have an erection lasting greater than 6 hours, whether painful or not, should Eu ! ' ' ' H
immediately discontinue the drug and seek emergency medical atténtion [see Adverse Reactions = respiratory arrest, and death. £
(6.2) and Overdosage (10)]. 3 5.11 Polential for Cognitive and Motor Impairment -}
. g.. Trazodone should be used with caution in men who have conditions that might predispose them % § 50, g Trazodone hydrochloride tablets may cause somnolence or sedation and may impair the mental and/ g
§0.8mm to priapism (e.g., sickle cell anemia, multiple myeloma, or leukemia), or in men with anatomical w b e or physical ability required for the performance of potentially hazardous tasks. Patients should be =
]
deformation of the penis (e.g., angulation, cavernosal fibrosis, or Peyronie's disease). a E cautioned about operating hazardous machinery, including automobiles, until they are reasonably a
5.10 Hyponatremia 5= certain that the drug treatment does not affect them adversely. 2
3 2= g
Hyponatremia may occur as a result of treatment with antidepressants. In many cases, this § . 5.12  Discontinuation Symptoms §
hyponatremia appears to be the result of the syndrome of inappropriate antidiuretic hormone 3 Withdrawal symp including anxiety, agitation and sleep disturbances, have been reported with b
secretion (SIADHz. Cases with serum sodium lower than 110 mmol/L have been reported. Elderly 2 trazodone. Clinical experience suggests that the dose should be g d before =
patients may be at greater risk of developing hyponatremia with antidepressants. Also, patients discontinuation of the treatment.
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6  ADVERSE REACTIONS Table 2: Adverse Reactions With Discontinuation as
The following serious adverse reactions are described elsewhere in the labeling: - Action Taken (2 1%) Incidence and Incidence 2x Placebo .
« Clinical Worsening and Suicide Risk [see Boxed Warning and Warnings and Precauﬂons (51)] 2 Trazodone 8
« Serotonin Syndrome or NMS-Like Reactions [see Warnings and Precautions (5.2)] = N =202 £
« QT Prolongation and Risk of Sudden Deatln:l[sae Warnings and Precautions (5.4) LT Somnolence/Sedation 8 gi‘/;& EY]
* Orthostatic Hypotension [see Warnings and Precautions (5. g Bz Dizziness 7 (35%) Eo
« Abnormal Bleeding Events [see Warnings and Precautions (. [ Confusional state 2 (1% 4
* Priapism [see Wamnings and Precautions (5.9) e Coordination abnormal 2 (1% o
. * Hyponatremia [see Wamnings and Precautions (5.10)] 8 - Headache 2(1% N
0.8 . Coonltlve and Motor Impairment [see Warnings and Precautions (5.11)] 2% 08 Nausea 2(1% gz
-6 mm * Discontinuation Symptoms [see Warnings and Precautions (5.12)] g 5 <G mm Balance disorder/Gait disturbance 2 (1%) wE
. . 32 EH
The most common adverse reactions (reported in = 5% and at twice the rate of placebo) are: § g 64 Clinical Studies Experience § §
Somnolence/sedation, dizziness, constipation, vision blurred. 5 The tableta?ﬂow Is“prﬁs:nt ﬁdl solle%s? n dlcage é“%'f'a“":l "gm::“cy t°' adv%rseﬂzlems "?gézd in § g
Table 2 presents the summary of adverse svents (AEs) leading fo discontination of trazodone i s ticring, onroled cAncal sfudies conductad to svaluats the safely and efficacy of trazodons 3
hydrochloride tablets treatment with an incidence of at least 1% and at least twice that for placebo.
23 24
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The figures cited cannot be used to predict concisely the incidence of events in the course le
of usual medical practice where patient characteristics and other factors often differ from those which Inpatients tients Outpatients aﬂen s
prevailed in the clinical trials. These incidence figures, also, cannot be compared with those obtained - -
from other clinical studies involving related drug products and placebo as each group of drug trials is H [ |_Trazodone I Placebo | Trazodone Placebo ]
conducted under a different set of conditions. = Cardiovascular ;
z ] Hypertension 21 1.1 1.3 . FH
Table 3: Adverse Reactions: Percentage of Patients (> 2%) as Observed in Controlled Clinical Studies £x gzgm:ssm Breath 7 H ?g g ]
Joaants Dutgatients e Syncope 238 21 45 13 LH
o | | Trazodone | Placebo [ Trazodone | Placebo - Tachycardia/Palpitations 0 0 7 7 P
Number of Patients 142 95 157 28 CNS L
08 mm % of Pafients Raparl GE 8mm Anger/Hostility 35 63 13 25 ik
Allergie o eporing e Confusion 49 0 57 76 4
3 EF
Skin ConditiorvEdema 28 14 7 13 g3 Decreased concentration 28 2 13 9 i:
Autonomic E" Dizziness/Light-Headedness 19.7 53 28 152 g"
Blurred Vision 6.3 42 147 38 g Drowsiness 239 63 408 19.6 s
Constipation 7 42 76 5.7 2 Excitement 1.1 1.1 5.1 5.7 2
Dry Mouth 148 84 338 20.3 Fatigue 1.3 42 57 25
25 26
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Table 3: Adverse Reactions: Percentage of Patients (> 2%) as Observed in Controlled Clinical Studies Table 3: Adverse Reactions: Percentage of Patients (> 2%) as Observed in Controlled Clinical Studies
Inpatients Outpatients Inpatients Outpatients
| | Tazodone | Pacebo | Trazodone | Placeho | ] | | Tazodone | Placebo | Trazodone | Placeho | £
Headache 99 5.3 19.8 15.8 = Sexual Function >
Insomnia 9.9 10.5 6.4 12 2y Decreased Libido . 1.1 13 . 2y
Impaired Memory 1.4 0 . . Eu Other gy
Nervousness 14.8 105 6.4 8.2 B z Decreased Appetite 35 53 0 . § :
AbdominaytSasrc Disord 35 42 57 44 2% e prtehing 2 : : : sy
- lominal c Disorder - . . - ot - - Head Full-Heav 28 0 0 0 -
Wi Bad Taste in Mouth 14 0 0 0 Bz ,2 Maige |y Y 4 o 4 is
: Diarrhea 0 11 45 19 gE omm Nasal/Sinus Congestion 28 0 57 32 sk
Nausea/Vomiting 9.9 1.1 127 9.5 H Nightmares/Vivid Dreams . 11 5.4 5.7 FH
Musculoskeletal 23 Sweating/Clamminess 14 14 . . g3
Musculoskeletal Aches/Pains 5.6 3.2 5.1 25 133 Tinnitus 14 0 . ag
Neurological g Weight Gain 14 0 45 19 5
Incoordination 49 0 1.9 0 3 Weight Loss . 3.2 57 25 o
Paresthesia 14 0 0 . = = . A A ]
Tremors 28 1.1 51 38 ” Incidence less than 1%
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casional sinus bradycardia has occurred in long-term studies. ardiovascular system effe ch have been reported include the following: conduction block,
Occasional sinus bradycardia h d in long-term studie Cm('li'“ Ihy t‘l ﬂc;swhlhh t:m" rlbdaldlddlth :lnl“l'iibllltid“ Mrdl:l
orthostatic hypotension and syncope, palpitations, bradycardia, atrial fibrillation, myocas
In addition to the relatively common (ie., greater than 1%) untoward events enumerated above, . infarction, cardiac arrest, arrhythmia, ventricular ectopic activity, including ventricular tachycardia .
tha following advarss avents have bean reportad o ooour In assoclation with the use of izndons H and QT prolongation. In postmarketing surveillance, prolonged QT interval, torsade de pointes, and g
hydrochioride In the controlled clinical studies: akathisia, allergic reaction, anemia, chest pain, = ventricular tachycardia have been reported with the immediate-release form of trazodone at doses of 3
delayed urine flow, early menses, flatulence, hallucinations/delusions, hematuria, hyper-salivation, g 100 mg per day or less [see Warnings and Precautions (5.4)]. Su
hypomania, impaired speech, impotence, increased appetite, increased libido, increased urinary ed . H
frequency, missed periods, muscle twitches, numbness, and retrograde ejaculation. s s 7 DRUG INTERACTIONS E §
62 Postmarketing Experience EE MAOIs ;-g
. g.. Spontaneous reports regarding trazodone hydrochloride received from postmarketing experience % E 50 g MAOIs should not be used within 14 days of trazodone [see Warnings and Precautions (5.8)]. g ;
§0.8mm include the following: abnormal dreams, agitation, alopecia, anxiety, aphasia, apnea, ataxia, -E G mm wE
bﬁttaasﬂt enlargametl;t onr ae‘r;g&lgame;t, l:agjlozpasm. c;rebmvafzjllar acpt;k!ent, chll;s. caTolelstasls, 52 Central Nervous System (CNS) Depressants 35
clitorism, congestive he ure, diplopia, edema, extrapyramidal symptoms, grand mal seizures, = g
hallucinations, hemolytic anemia, hirsutism, hyperbilirubinemia, increased amylase, increased S E Trazodone may enhance the respons to alcohol, barbiturates, and other CNS depressants. E 3
sal%atlon,dg;somt:la. Iaukoa/cz‘t,oslltsi. Ieukonty(;hla. jaundice, Iatc;'tatlion, liver I gnzymg anel;.latk:ns, E™ Cytochrome P450 3A4 Inhibitors % =
methem nemia, nausea/vomiting (most frequen aresthes! ranoid reaction ism s
[see Wa?r?lnys and%‘,ecauﬂons (5.9) ‘;,,(,, Patient g,,,,,,"sye),,,,g IMonnar?bnpz 7.1)], pruritus, p‘;oﬁ"as[s 3 In vitrodrug metabolism studies suggest that there is a potential for drug interactions when trazodone 2
psychosis, rash, stupor, inappropriate ADH syndrome, tardive dyskinesia, unexplained death, is 0"'9'}&)”““ "-‘/%Wmewz“mdgf“ j%va) |“thh|b"?1’5~ The fdﬂe%t 07031"0“[19';'“6“"“""5“"3“%" of
urinary Incontlnence urinary retention, urticaria, vasodilation, vertigo, and weakness. 29 39 fitonavir (200 mg twice daily, 4 doses) on the pharmacokinetics of a single dose of trazodone
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{50 mg) has been studied in 10 healthy subjects. The Cmax of trazodone increased by 34%, the AUC Serotonergic Drugs
increased 2.4 fold, the half-life increased by 2.2 fold, and the clearance decreased by 52%. Adverse
effects including nausea, hypotension, and syncope were observed when ritonavir and trazodone - Based on the mechanism of action of trazodone and the potential for serotonin syndrome, caution .
were coadministered. It is likely that ketoconazole, indinavir, and other CYP3A4 inhibitors such as g is advised when trazodone Is coadministered with other drugs that may affect the neurotransmitter g
Itaaconaz;: chnay"Igad t(:1 subsltantlatl1 Im:{:asestlg %r%z%gxﬁ rlﬁtr)rllta cggcenl'n{(atl?ns zlllth th‘gh gtort]enltlal for ; systems [see Wa nings and Precautions (5.2)). z
adverse s. If trazodone is used with a poten nhibitor, the risk of cardiac arrhythmia may gy Y
be increased [see Warnings and Precautions (5.4)] and a lower dose of trazodone should be considered. i NSAIDs, Aspirin, or Other Drugs Afecting Coagulation or Bleeding HE
[ Due to a possible association between serotonin modulating drugs and gastrointestinal bleeding, 4
Cytochrome P40 Inducers (e.g., Carbamazepine) e patients should be monitored for and cautioned about the p risk of bl d with L}
. Carbamazepine induces CYP3A4. Following coadministration of carbamazepine 400 mg per day with ;g P the concomitant use of trazodone and NSAIDs, aspirin, or other drugs that affect coagulation or :§
50.8 mm trazodone 100 mg to 300 mg daily, carbamazepine reduced plasma concentrations of trazodone and 25 50.8mm bleeding [see Warnings and Precautions (5.7)). 23
m-chlorophenlypiperazine (an active metabolite) by 76% and 60% respectively, compared to pre- " Warfarin w5
carbamazepine values. Patients should be closely monitored to see if there is a need for an increased 35 Sg
dose of trazodone when taking both drugs. g f There have been reports of altered (either increased or decreased) prothrombin times in taking both § H
4] warfarin and trazodone. a8
Digoxin and Phenytoin E &
Increased serum digoxin or phenytoin levels have been reported in patients receiving trazodone 3 8 USE IN SPECIFIC POPULATIONS 3
concurrently with either of these drugs. Monitor serum levels and adjust dosages as needed. 8.1 Pregnancy
31 32
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Teratogenic Effects 8.5 Geriafric Use
Pregnancy Category C . E;p“?ened déni::;l Ilteaamre and exp%rlege nmn trazodone hasﬂnot ideptlt{:ld dlil‘aemgcesnl’? rt::ngdnses
en elderly and younger patients. However, as experience in the elderly wi one H
Trazodone hydrochloride has been shown to cause increased fetal resorption and other adverse g &
effects on the fetus in two studies using the rat when given at dose levels approximately 30 to 50 . hydrochloride Is limited, it should be used with caution in geriatric patients. =,
times the proposed maximum human dose. There was also an increase in congenital anomalies in == Antidepressants have been associated with cases of clinically significant hyponatremia in elderly £=
one of three rabbit studies at approximately 15 to 50 times the maximum human dose. There are no Eu patients who may be at greater risk for this adverse reaction [see Warnings and Precautions (5.10))]. Ew
adequate and well-controlled studies in pregnant women. Trazodone hydrochloride should be used S EE
during pregnancy only if the potential benefit justifies the potential risk to the fetus. oy 8.6 Renal Impairment o g
2" 8.3 Nursing Mothers by 2 Trazodone has not been studied in patients with renal impairment. Trazodone should be used with gi
50.8 mm ) e g 50.8mm caution in this population. =g
Trazodone and/or its metabolites have been found in the milk of lactating rats, suggesting that the =g 83
drug may be secreted in human milk. Caution should be exercised when trazodone is administered EF 8.7 Hepatic Impairment S
to a nursing woman. B2 Trazodone has not been studied in patients with hepatic impairment. Trazodone should be used with g8
8.4 Pediatric Use E = caution in this population. E "
Safety and effectiveness in the pediatric population have not been established [see Boxed Warning | |
Warnings and Precautions (5.1)]. Trazodone hydrochloride should not be used in children
or adolescents. 33 34
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9 DRUG ABUSE AND DEPENDENCE The most severe reactions reported to have occurred with overdose of trazodone alone have been
priapism, respiratory arrest, seizures, and ECG changes, including QT prolongation. The reactions
9.1 Controlled Substance s reported most frequently have been drowsiness and vomiting. Overdosage may cause an increase in 5
Trazodone hydrochioride tablets are not a controlled substance. £ inoldence or severlly of any of te feported adverse reactions. g
92 Abuse g ¥ 10.2 Management of Overdose i y
w Ew
Although trazodone hydrochloride has not been systematically studied in preclinical or clinical studies g s There Is no specific antidote for trazodone hydrochloride overdose. £a
for its potential for abuse, no indication of drug-seeking behavior was seen in the clinical studies with HH Treatment should consist of those general measures employed in the management of overdosage with ﬁ &
gv tn?ml:loéleulryﬂrr‘otglhIarl(;n;.IJ Hou&e\gr, itis dILf'l&ult :3 quedlct t;:e ?()’(tent t'o "v;hlchla ?Ns-glctllnve fdruq '¥{1|t| be gg o any drug effective in the treatment of major depressive disorder. = E
misused, diverted, and abused. Consequently, physicians should carefully evaluate patients for a history = 2
50.8 mm of drug abuse and follow such patients closely, observing them for signs of misuse or abuse of trazodone =g 50.8mm Ensure an adequate airway, oxygenation and ventilation. Monitor cardiac rhythm and vital signs. “E
y ide (e.0., t of tolerance, incrementation of dose, drug-seeking behavior). ;E General supportive and sy atic are also ri ded. Induction of emesis is not ; E
10 OVERDOSAGE 8= recommended. Gastric lavage with a large bore orogastric tube with appropriate airway protection, g2
Bg if needed, may be indicated if performed soon after ingestion, or in symptomatic patients. Activated - 5
10.1 Human Experience g charcoal should be administered. Forced diuresis may be useful in facilitating elimination of the drug. &
Death from overdose has occurred in patients ingesting trazodone and other CNS depressant drugs 3 In managing overdosage, consider the possibility of multiple drug involvement. The physician should F
concurrently (alcohol; alcohol and chioral hydrate and diazepam; amobarbital; chlordiazepoxide; consider contacting a poison control center for additional information on the treatment of any
or meprobamate). 35 36 overdose.
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Each tablet, for oral administration, contains 50 mg, 100 mg, 150 mg or 300 mg of trazodone
11  DESCRIPTION hydrochloride. In addition, each tablet contains the following inactive ingredients: colloidal silicon
Trazodone hydrochloride is an antidepressant chemically unrelated to tricyclic, tetracyclic, or other H g:,‘f,’“;’;;;,{,“,:“;',:ﬂ'{."&,;{?,ﬁ{f' microcrystalline cellulose, pregelatinized starch, sodium lauryl sulfate, H
known antidepressant agents. Trazodone hydrochloride is a triazolopyridine derivative designated as = E
2-[3-[4-(3-chlorophenyl)-1-piperazinyl]propyl]-1,2 4-triazolo[4, 3-a]pyridin-3(2H)-one hydrochloride. g w 12 CLINICAL PHARMACOLOGY H
It Is a white odorless crystalline powder which is freely soluble in water. The structural formula is e H
represented as follows: € H 12.1 Mechanism of Action £
E E The mechanism of trazodone’s antidepressant action is not fully understood, but is thought to be E
. N o8 . related to its potentiation of serotonergic activity in the CNS. =
z Z AN 7N\ 2= 2 &
50.8 mm N=CHz=CHp=CHz-N N +Hcl Zg  s08mm| 12.2 Pharmacodynamics i
_/ us
<N EH Preclinical studies have shown that trazodone selectively inhibits | reuptake of in and 3
o e} = acts as an antagonist at 5-HT-2A/2C serotonin receptors. 2
. 5’2 Trazodone is not a monoamine oxidase inhibitor and, unlike amphetamine-type drugs, does not :
Molecular Formula: G1oH22CINsO - HCI 8 stimulate the central nervous system. 8
Molecular Weight: 408.33 3 2
Trazodone antagonizes alpha 1-adrenergic receptors, a property which may be associated with
37 38 postural hypotension.
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12.3 Pharmacokinetics Protein Binding
Absorption § Trazodone is 89 to 95% protein bound in vitro at concentrations attained with therapeutic doses in §
In humans, trazodone hydrochloride is well absorbed after oral administration without selective ;m fumans. z
localization in any tissue. When trazodone hydrochloride is taken shortly after ingestion of food, == 13 NONCLINICAL TOXICOLOGY 5§
there may be an increase in the amount of drug absorbed, a decrease in maximum concentration L Eg
and a lengthening in the time to maximum concentration. Peak plasma levels occur approximately By 13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility E5
one hour after dosing when trazodone hydrochloride is taken on an empty stomach or 2 hours after oy No drug- or dose-related occurrence of carcinogenesis was evident in rats receiving trazodone in daily ]
ol dosing when taken with food §5 2 oral doses up to 300 mg/kg for 18 months. P
=8 -
Amn Metabolism gEo 14 CLINICAL STUDIES 85
In vitrostudies in human liver microsomes show that trazodone is metabolized, via oxidative cleavage, 3z The efficacy and safety of trazodone hydrochloride were established from 3g
to an active metabolite, m-chlorophenylpiperazine (mCPP) by CYP3A4. Other metabolic pathways 2a 23
that may be involved in'the metabolism of trazodone have ot been well characterized. Trazodone s 4 trials of the trazodone immediate release formulation in the treatment of major depressive disorder. =8
extensively metabolized; less than 1% of an oral dose is excreted unchanged in the urine. 8 16 HOW SUPPLIED/STORAGE AND HANDLING ]
Elimination s Trazodone Hydrochloride Tablets, USP 50 mg are available for oral administration as =
white, round, biconvex, tablets. Engraved “APO" bisect “T50" on one side, other side plain.
In some patients trazodone may accumulate in the plasma. 39
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Bottles of 100 (NDC 60505-2653-1) Directions for using the correct score when breaking the tablet, please refer to the following:
Bottles of 500 (NDC 60505-2653-5
Unit Dose Blisl(ef Packages of 100 210 x 10 unit dose) (NDC 60505-2653-0) s -For 50 mg, break the score on either the left or right side of the tablet (one-third of a tablet). .
H H
Trazodone Hydrochloride Tablets, USP 100 mg are available for oral administration as £ ] -
white, round, biconvex, tablets. Engraved “APO" bisect “T100" on one side, other side plain. iy @ By
Bottles of 100 (NDC 60505-2654-1) Ex £
Bottles of 500 (NDC 60505-2654-5 gt -For 75 mg, break the score down the middle of the tablet (one-half of a tablet). B &
o Unit Dose Blister Packages of 100 (10 x 10 unit dose) (NDC 60505-2654-0) =H hs E ;’E
50.8 mm Trazodone Hydrochloride Tablets, USP 150 mg are available for oral administration as g é 50.8 mm @ ;E E
white, oval, flat faced beveled-edge tablets with a full bisect and 2 partial trisects. Engraved “APO" E 8 12 83
“T150" L Z Sg Se
bisect “T150" on one side, and *50 50 50" on the other side. 32 -For 100 mg, break the score on either the left or right side of the tablet (two-thirds of a tablet). e
Bottles of 100 (NDC 60505-2655-1 ap ip
Bottles of 500 (NDC 60505-2655-5 : @li il-.@ :
E ol 10 2
M 42
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-For 150 mg, use the entire tablet. -For 150 mg, break the score down the middle of the tablet (one-half of a tablet).
010 5
(. p 5 5
L £ 0 z
gy = ™
Trazodone Hydrochloride Tablets, USP 300 mg are available for oral administration as white, oval, =3 <5
flat face.jlge‘,ye%d_:g%e1tgg|g%w|m fh'“"n'i‘seﬁda"d |?np€1maj ‘mecﬁbgnwavad ;‘AP?" 't"sgft -*[hsoou E ¥ -For 200 mg, break the score on either the left or right side of the tablet (two-thirds of a tablet). E ¥
on one side, and “ " on the other side with the middle 100" perpendicular to the others. & - __ 25
2" Bottles of 100 (NDC 60505-2659-1 SE @li 1l@ 58
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MEDICATION GUIDE

Trazodone
hydrochloride tablets, USP

Read the Medication Guide
that comes with trazodone
:Naao:_o:% tablets before you
sfart taking it and each time you
get a refill. There may be new
information. This information
does not take the place of talking
to your healthcare provider
about your medical condition or
treatment. Talk to your healthcare
provider or pharmacist if
there is something you do not
understand or you want to learn
about trazodone hydrochloride
tablets.

What is the most important
information | should know
ahout trazodone hydrochloride
tablets?

Antidepressant medicines,
depression or other serious
mental illnesses, and suicidal
thoughts or actions: Talk to your
healthcare provider about:

e All risks and benefits of
treatment with antidepressant
medicines

e All treatment choices for
depression or other serious
mental illnesses

1. Antidepressant medicines
may increase suicidal
thoughts or actions in some
children, teenagers, and
young adults within the first
few months of treatment.

2. Depression and  other

serious mental illnesses are

the most important causes
of suicidal thoughts and
actions. Some people may
have a higher risk of having
suicidal thoughts or actions.

These include people who

have or have a family history

of bipolar illness (also called
manic-depressive illness) or
suicidal thoughts or actions.

How can | watch for and try to

prevent suicidal thoughts and

actions?

e Pay close attention to any
changes, especially sudden
changes in mood, behaviors,
thoughts, or feelings. This
is very important when an
antidepressant medicine is
started or when the dose is
changed.

Call your healthcare provider
right away to report new or
sudden changes in mood,
behavior, thoughts or feelings.
Keep all follow-up visits with
your healthcare provider as
scheduled. Call your healthcare
provider between visits as

w

needed, especially if you are
worried about symptoms.

Call a healthcare provider
-_mz msm« if you have any
of the following symptoms,
especially if they are new,
worse, or Worry you:

e Thoughts about suicide or

dying o

o Attempts to commit suicide

o New or worse depression

o New or worse anxiety

e Feeling very agitated or
restless

o Panic attacks

o Trouble sleeping (insomnia)

o New or worse irritability

e Acting mﬁamwzm_ being
angry or violent

e Acting on dangerous impulses

e An extreme increase in
activity and talking (mania)

e Other unusual changes in
behavior or mood

What else do I need to know about
antidepressant medicines?

Never stop an antidepressant
medicine without first talking to
a healthcare provider. Stopping
an antidepressant medicine
suddenly can cause other
symptoms.

Antidepressants are medicines
used fo treat depression and
other illnesses. It is important
to discuss all the risks of treating
depression and also the risks
of not treating it. You should
discuss all treatment choices
with your healthcare provider, not
just the use of antidepressants.

Antidepressant medicines have
other side effects. Talk to your
healthcare provider about the
side effects of your medicines.

>==%_“Smmm=~ 52:2__88__
interact with other medicines.
Know all of the medicines that you

take. Keep a list of all medicines to
show your healthcare provider. Do
not start new medicines without
first checking with your healthcare
provider.

4.Trazodone  hydrochloride
tablets are not approved for
use in children. Talk to your
healthcare provider for more
information.

What are trazodone
hydrochloride tablets?

Trazodone hydrochloride tablets
are a prescription medicine used
to treat major depressive disorder
in adults.

What should | tell my healthcare
nas__s hefore s_a__w trazodone
ydrochloride tablets?

Before you take trazodone
hydrochloride tablets tell your
healthcare provider if you:

* have heart problems, including
QT prolongation or a family
history of it

have ever had a heart attack
have bipolar disorder

have liver or kidney problems
have other serious medical
conditions

e are pregnant or plan to
become pregnant. Trazodone
hydrochloride tablets may
harm your unborn baby. Talk to
your healthcare provider if you
are pregnant or plan to become
pregnant.

are breastfeeding or plan to
breastfeed. It is not known
if trazodone hydrochloride
tablets passes into your breast
milk. You and your healthcare
provider should decide if
ou will take trazodone
ydrochloride  tablets or
breastfeed.

* have taken a Monoamine

Oxidase Inhibitor M_<_>o._v or if
ou have stopped taking an
Olin the last 2 weeks.

Tell your healthcare provider
about all the medicines you take,
_=o_=n_.=m. prescription and non-
prescription medicines, vitamins,
and herbal supplements.

Using trazodone hydrochloride
tablets with certain other
medicines can affect each other
causing serious side effects.

Know the medicines you take.
Keep a list of them and show it
to your healthcare provider and
pharmacist when you get a new
medicine.

How should | take trazodone
hydrochloride tablets?

* Take trazodone hydrochloride
tablets mxmo:% as your
healthcare provider tells you.
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* Trazodone  hydrochloride
tablets should be taken shortly
after a meal or light snack.

If you feel drowsy after taking
trazodone hydrochloride tablets,
tak to your healthcare provider.
Your healthcare provider may
change your dose or the time
of day you take your trazodone

drochloride tablets.

o not stop taking trazodone
hydrochloride tablets without
talking to your healthcare

rovider.

razodone  hydrochloride
tablets should be swallowed
whole or broken in half along
the score line. Do not chew or
crush trazodone hydrochloride
tablets. Tell your healthcare

rovider if you cannot swallow

razodone either whole or as a
half tablet.

If you take too much trazodone
hydrochloride, call your doctor

or go to the nearest emergency
room right away.

What should | avoid while
taking trazodone hydrochloride
tablets?

* Do not drive, operate heavy
machinery, or do other
dangerous activities until
Wﬂop_ know how trazodone
ydrochloride tablets affect
ou. Trazodone hydrochloride
blets can slow your thinking
and motor skills.

* Do not drink alcohol or take
other medicines that make
ou sleepy or dizzy while
king trazodone J&S%_Qam
tablets until you talk with your
healthcare provider. Trazodone
hydrochloride tablets may make
your sleepiness or dizziness
worse if you take it with alcohol
or other medicines that cause
sleepiness or dizziness.

What are the possible
side effects of trazodone
hydrochloride tablets?

Trazodone hydrochloride tablets
can cause serious side effects
or death. See “What is the
most important information |
should know ahout trazodone
hydrochloride tablets?”

Serious side effects include:

* Serotonin syndrome.
Symptoms ~ of serotonin
syndrome include: agitation,
hallucinations, quaa_mz_m with
coordination, fast heartbeat,
tight muscles, trouble walking,
nausea, vomiting, diarrhea.

Feeling high or in a very good
mood, then becoming irritable,
or .:m<5m too much energy,
feeling like you have to kee
talking or do not sleep (mania).

Irregular or fast heartbeat or
faint (QT prolongation).

Low blood pressure. You feel
dizzy or faint when you Q_m__wm
positions (go from sitting 1o

ma:&_._ww o .
Unusua E_m_zm or bleeding.
Erection lasting for more than 6
hours (priapism).

Low sodium in your blood
(hyponatremia). Symptoms
of hyponatremia " include:
headache, feeling weak,
feeling confused, trouble
concentrating, memory
problems and feeling unsteady
when you walk.

Withdrawal symptoms.
Symptoms of withdrawal can
include anxiety, agitation, and
sleep wac_msm. o not stop
taking trazodone hydrochloride
tablets without talking to your
healthcare provider.

Get medical :m_w right away, if
ou have any of the symptoms
isted above.

The most common side effects
of trazodone hydrochloride
tahlets include:

* Sleepiness

* Dizziness

* Constipation

* Blurry vision

Tell your healthcare provider if you
have any side effect that bothers
you or that does not go away.

These are not all the possible
side effects of trazodone
hydrochloride tablets. For more
information, ask your healthcare
provider or pharmacist.

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

How should | store trazodone
hydrochloride tablets?

* Store trazodone hydrochloride
tablets between 20° to 25°C
68° to 77°F).

* Keep in tight container

* Keep out of the light

e Safely throw away medicine
that is out of date or no longer
needed.

Keep trazodone hydrochloride
tablets and all medicines out of
the reach of children.

General information about
the safe and effective use of
trazodone hydrochloride tablets.

Medicines are  sometimes
wamo:ga for purposes other
han those listed in a Medication
Guide. Do not use trazodone
hydrochloride tablets for a
condition for which it was not
nsmo%&.. Do =2w_<m trazodone
ydrochloride tablets to other
people, even if they have the
same symptoms that you have. It
may harm them.

This Medication Guide
summarizes the most important
information about trazodone
hydrochloride tablets. If you
would like more information, talk
with your healthcare provider.
You can ask your pharmacist
or healthcare provider for
information about trazodone
hydrochloride tablets that is
written for health professionals.

What are the ingredients in
trazodone hydrochloride tahlets?

Active ingredient: trazodone
hydrochloride, USP

Inactive ingredients: colloidal
silicon dioxide, magnesium
stearate, microcrystalline
cellulose, pregelatinized starch
sodium lauryl sulfate, and
sodium starch glycolate.

This Medication Guide has been
approved by the U.S. Food and
Drug Administration.

APOTEX INC.

TRAZODONE HYDROCHLORIDE
TABLETS, USP

50 mg, 100 mg, 150 mg and
300 mg

Manufactured by:
Apotex Inc.
Toronto, Ontario
Canada MOL 1T9

Manufactured For:
Apotex Corp.
eston Florida 33326

Revised: May 2013
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use trazodone
hydrochloride tablets, USP safely and effectively. See full prescribing
information for trazodone hydrochloride tablets, USP.

Trazodone hydrochloride tablets, USP for oral use
Initial U.S. Approval: 1981

WARNING: SUICIDALITY AND ANTIDEPRESSANT DRUGS
See full prescribing information for complete boxed warning.
Increased risk of suicidal thinking and behavior in children, adolescents
and young adults taking antidepressants for major depressive disorder
(MDD) and other psychiatric disorders. Trazodone is not approved for use
in pediatric patients (5.1).

------------- INDICATIONS AND USAGE =-resresreereene

Trazodone hydrochloride tablets, USP are indicated for the treatment of major
depressive disorder (1).

« Efficacy was established in trials of trazodone immediate release formulation
in patients with major depressive disorder (14).

----------- — DOSAGE AND ADMINISTRATION --re-revreereereen

« Starting dose: 150 mg in divided doses daily. May be increased by 50 mg per day
every three to four days. Maximum dose: 400 mg per day in divided doses (2).

« Trazodone hydrochloride tablets should be taken shortly after a meal or light
snack (2).

* Tablets should be swallowed whole or broken in half along the score line, and
should not be chewed or crushed (2).

* When discontinued, gradual dose reduction is recommended (2).

----------- - DOSAGE FORMS AND STRENGTHS --------------—
Bisectable tablets of 50mg, 100mg ,150 mg and 300 mg (3).
------------- CONTRAINDICATIONS =---eemeemeeeeee

« Clinical Worsening/Suicide Risk: Monitor for clinical worsening and suicidal
thinking and behavior (5.1).

« Serotonin Syndrome or Neuroleptic Malignant Syndrome-Like Reactions: Have
been reported with antidepressants. Discontinue trazodone hydrochloride
tablets and initiate supportive treatment (5.2, 7).

« Activation of Mania/Hypomania: Screen for bipolar disorder and monitor for
mania/hypomania (5.3).

* QT Prolongation: Increases the QT interval. Avoid use with drugs that also
increase the QT interval and in patients with risk factors for prolonged QT
interval (5.4).
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* Use in Patients With Heart Disease: Use with caution in patients with cardiac
disease (5.5).

 Orthostatic Hypotension and Syncope: Have occurred. Warn patients of risk
and symptoms of hypotension (5.6).

« Abnormal Bleeding: May increase the risk of bleeding. Use with NSAIDs,
aspirin, or other drugs that affect coagulation may compound this risk (5.7, 7).

« Interaction With MAOIs: Do not use concomitantly or within 14 days of
monoamine oxidase inhibitors (5.8, 7).

* Priapism: Has occurred. Warn male patients of this risk and how/when to seek
medical attention (5.9).

* Hyponatremia: Can occur in association with SIADH (5.10).

* Potential for Cognitive and Motor Impairment: Has potential to impair
judgment, thinking, and motor skills. Advise patients to use caution when
operating machinery (5.11).

 Discontinuation Symptoms: May occur with abrupt discontinuation and
include anxiety and sleep disturbance. Upon discontinuation, taper trazodone
hydrochloride tablets and monitor for symptoms (5.12).

JE— ADVERSE REACTIONS —--e-enemeeeese

Most common adverse reactions (incidence = 5% and twice that of placebo) are:
somnolence/sedation, dizziness, constipation, vision blurred (6).

To report SUSPECTED ADVERSE REACTIONS, contact Apotex Corp. at 1-800-
667-4708 or FDA at 1-800-FDA-1088 or www. fda.gov/medwatch.

----------- — DRUG INTERACTIONS =--errmsmmceneenme

* CNS Depressants: Trazodone may enhance effects of alcohol, barbiturates, or other CNS
depressants (7).

« CYP3A4 Inhibitors: May necessitate lower dose of trazodone hydrochloride tablets (7).

¢ CYP3A4 Inducers (e.g., Carbamazepine): May necessitate higher dose of trazodone
hydrochloride tablets (7).

« Digoxin or Phenytoin: Monitor for increased serum levels (7).

» Warfarin: Monitor for increased or decreased prothrombin time (7).

----------- - USE IN SPECIFIC POPULATIONS --------=-=--
 Pregnancy: Based on animal data, may cause fetal harm (8.1).
« Nursing Mothers: Use with caution (8.3).
« Pediatric Patients: trazodone hydrochloride tablets are not approved in pediatric patients (8.4).
« Renal or Hepatic Impairment: Use with caution (8.6, 8.7).
See 17 for PATIENT COUNSELING INFORMATION and FDA-approved Medication Guide.

Revised: 05/2013

FULL PRESCRIBING INFORMATION:
CONTENTS WARNING: SUICIDALITY AND ANTIDEPRESSANT DRUGS
INDICATIONS AND USAGE
DOSAGE AND ADMINISTRATION
DOSAGE FORMS AND STRENGTHS
CONTRAINDICATIONS
WARNINGS AND PRECAUTIONS
5.1 Clinical Worsening and Suicide Risk
5.2 Serotonin Syndrome or Neuroleptic Malignant Syndrome (NMS)-Like Reactions
5.3 Screening Patients for Bipolar Disorder and Monitoring for Mania/Hypomania
5.4 QT Prolongation and Risk of Sudden Death
5.5 Use in Patients With Heart Disease
5.6 Orthostatic Hypotension and Syncope
5.7 Abnormal Bleeding
5.8 Interaction With MAOIs
5.9 Priapism
5.10 Hyponatremia
5.11 Potential for Cognitive and Motor Impairment
5.12 Discontinuation Symptoms
6 ADVERSE REACTIONS
6.1 Clinical Studies Experience
6.2 Postmarketing Experience
7 DRUG INTERACTIONS
8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
8.3 Nursing Mothers
8.4 Pediatric Use
8.5 Geriatric Use
8.6 Renal Impairment
8.7 Hepatic Impairment
9 DRUG ABUSE AND DEPENDENCE
9.1 Controlled Substance
Abuse
10 OVERDOSAGE
10.1 Human Experience
10.2 Management of Overdose
11 DESCRIPTION
12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
12.2 Pharmacodynamics
12.3 Pharmacokinetics
13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
14 CLINICAL STUDIES
16 HOW SUPPLIED/STORAGE AND HANDLING
17 PATIENT COUNSELING INFORMATION
17.1 Information for Patients
MEDICATION GUIDE
Sections or subsections omitted from the Full Prescribing Information are not listed.

CTEWN -

FULL PRESCRIBING INFORMATION
WARNING: SUICIDALITY AND ANTIDEPRESSANT DRUGS

Antidepressants increased the risk compared to placebo of suicidal thinking and behavior
(suicidality) in children, adolescents, and young adults in short-term studies of major
depressive disorder (MDD) and other psychiatric disorders. Anyone considering the use
of trazodone hydrochloride tablets or any other antidepressant in a child, adolescent,
or young adult must balance this risk with the clinical need. Short-term studies did not
show an increase in the risk of suicidality with antidepressants compared to placebo in
adults beyond age 24; there was a reduction in risk with antidepressants compared to
placebo in adults aged 65 and older. Depression and certain other psychiatric disorders
are themselves associated with increases in the risk of suicide. Patients of all ages who
are started on antidepressant therapy should be monitored appropriately and observed
closely for clinical worsening, suicidality, or unusual changes in behavior. Families and
caregivers should be advised of the need for close observation and communication with
the prescriber. Trazodone hydrochloride tablets are not approved for use in pediatric
patients [see Warnings and Precautions (5.1) and Patient Counseling Information (17.1)].

1 INDICATIONS AND USAGE

Trazodone hydrochloride tablets, USP are indicated for the treatment of major depressive disorder
(MDD) in adults. The efficacy of trazodone hydrochloride tablets, USP has been established in
trials with the immediate release formulation of trazodone [see Clinical Studies (14)].

2 DOSAGE AND ADMINISTRATION

The dosage should be initiated at a low-dose and increased gradually, noting the clinical response
and any evidence of intolerance. Occurrence of drowsiness may require the administration of a
major portion of the daily dose at bedtime or a reduction of dosage. Trazodone hydrochloride
tablets should be taken shortly after a meal or light snack.

Dose Selection

An initial dose of 150 mg/day in divided doses is suggested. The dose may be increased by 50
mg/day every 3 to 4 days. The maximum dose for outpatients usually should not exceed 400 mg/
day in divided doses. Inpatients (i.e., more severely depressed patients) may be given up to but
not in excess of 600 mg/day in divided doses

e Once an adequate response has been achieved, dosage may be gradually reduced, with
subsequent adjustment depending on therapeutic response.

 Patients should be monitored for withdrawal symptoms when discontinuing treatment with
trazodone hydrochloride tablets. The dose should be gradually reduced whenever possible [see
Warnings and Precautions (5.12)].

Maintenance Treatment

The efficacy of trazodone hydrochloride tablets for the maintenance treatment of MDD has not
been evaluated. While there is no body of evidence available to answer the question of how long
a patient treated with trazodone hydrochloride tablets should continue the drug, it is generally
recommended that treatment be continued for several months after an initial response. Patients
should be maintained on the lowest effective dose and be periodically reassessed to determine
the continued need for maintenance treatment.

Important Administration Instructions
Trazodone hydrochloride tablets are scored to provide flexibility in dosing.

Trazodone hydrochloride tablets can be swallowed whole or administered as a half tablet by
breaking the tablet along the score line.

3 DOSAGE FORMS AND STRENGTHS

Trazodone hydrochloride tablets are available in the following strengths:
50 mg : white, round, biconvex, tablets. Engraved “APQ" bisect “T50” on one side, other side plain.

100 mg: white, round, biconvex, tablets. Engraved “APQ” bisect “T100" on one side, other side plain.

150 mg: white, oval, fl at faced beveled-edge tablets with a full bisect and 2 partial trisects.
Engraved “APQ" bisect “T150" on one side, and “50 50 50" on the other side.

300 mg: white, oval, fl at faced beveled-edge tablets with a full bisect and 2 partial trisects.
Engraved “APO" bisect “T300" on one side, and “100 100 100" on the other side with the middle
“100" perpendicular to the others.

4 CONTRAINDICATIONS

None.

5  WARNINGS AND PRECAUTIONS

5.1 Clinical Worsening and Suicide Risk

Patients with major depressive disorder (MDD), both adult and pediatric, may experience
worsening of their depression and/or the emergence of suicidal ideation and behavior (suicidality)
or unusual changes in behavior, whether or not they are taking antidepressant medications, and
this risk may persist until significant remission occurs. Suicide is a known risk of depression and
certain other psychiatric disorders and these disorders themselves are the strongest predictors
of suicide. There has been a long standing concern, however, that antidepressants may have a
role in inducing worsening of depression and the emergence of suicidality in certain patients
during the early phases of treatment. Pooled analyses of short-term placebo-controlled trials of
antidepressant drugs (SSRIs and others) showed that these drugs increase the risk of suicidal
thinking and behavior (suicidality) in children, adolescents, and young adults (ages 18 to 24)
with MDD and other psychiatric disorders. Short-term studies did not show an increase in the
risk of suicidality with antidepressants compared to placebo in adults beyond age 24; there was a
reduction with antidepressants compared to placebo in adults aged 65 and older.

The pooled analyses of placebo-controlled trials in children and adolescents with MDD, obsessive
compulsive disorder (OCD), or other psychiatric disorders included a total of 24 short-term trials
of 9 antidepressant drugs in over 4,400 patients. The pooled analyses of placebo-controlled
trials in adults with MDD or other psychiatric disorders included a total of 295 short-term trials
(median duration of 2 months) of 11 antidepressant drugs in over 77,000 patients. There was
considerable variation in risk of suicidality among drugs, but a tendency toward an increase in the
younger patients for almost all drugs studied. There were differences in absolute risk of suicidality
across the different indications, with the highest incidence in MDD. The risk differences (drug
vs. placebo), however, were relatively stable within age strata and across indications. These risk
differences (drug-placebo difference in the number of cases of suicidality per 1,000 patients
treated) are provided in Table 1.

Table 1
Drug-Placebo Difference in Number of Cases

Age Range of Suicidality per 1,000 Patients Treated
Increases Compared to Placebo
<18 14 additional cases
18-24 5 additional cases
Decreases Compared to Placebo
25-64 1 fewer case
> 65 6 fewer cases

No suicides occurred in any of the pediatric trials. There were suicides in the adult trials, but the
number was not sufficient to reach any conclusion about drug effect on suicide.

Itis unknown whether the suicidality risk extends to longer-term use, i.e., beyond several months.
However, there is substantial evidence from placebo-controlled maintenance trials in adults with
depression that the use of antidepressants can delay the recurrence of depression.

All patients being treated with antidepressants for any indication should be monitored
appropriately and observed closely for clinical worsening, suicidality, and unusual changes
in behavior, especially during the initial few months of a course of drug therapy, or at times
of dose changes, either increases or decreases.

The following symptoms, anxiety, agitation, panic attacks, insomnia, irritability, hostility,
aggressiveness, impulsivity, akathisia (psychomotor restlessness), hypomania, and mania,
have been reported in adult and pediatric patients being treated with antidepressants for major
depressive disorder as well as for other indications, both psychiatric and nonpsychiatric.
Although a causal link between the emergence of such symptoms and either the worsening of
depression and/or the emergence of suicidal impulses has not been established, there is concern
that such symptoms may represent precursors to emerging suicidality.

Consideration should be given to changing the therapeutic regimen, including possibly
discontinuing the medication, in patients whose depression is persistently worse, or who
are experiencing emergent suicidality or symptoms that might be precursors to worsening
depression or suicidality, especially if these symptoms are severe, abrupt in onset, or were not
part of the patient's presenting symptoms.

Families and caregivers of patients being treated with antidepressants for major depressive
disorder or other indications, both psychiatric and nonpsychiatric, should be alerted about
the need to monitor patients for the emergence of agitation, irritability, unusual changes in
behavior, and the other symptoms described above, as well as the emergence of suicidality,
and to report such symptoms immediately to healthcare providers. Such monitoring should
include daily observation by families and caregivers. Prescriptions for trazodone should be
written for the smallest quantity of tablets consistent with good patient management, in order to
reduce the risk of overdose.

5.2 Serotonin Syndrome or Neuroleptic Malignant Syndrome (NMS)-Like Reactions

The development of a potentially life-threatening serotonin syndrome or neuroleptic malignant
syndrome (NMS)-like reactions have been reported with antidepressants alone and may occur
with trazodone treatment, but particularly with concomitant use of other serotoninergic drugs
(including SSRIs, SNRIs and triptans) and with drugs that impair metabolism of serotonin
(including monoamine oxidase inhibitors [MAOIs]), or with antipsychotics or other dopamine
antagonists. Serotonin syndrome symptoms may include mental status changes (e.g., agitation,
hallucinations, and coma), autonomic instability (e.g., tachycardia, labile blood pressure,
and hyperthermia), neuromuscular aberrations (e.g., hyperreflexia, incoordination) and/or
gastrointestinal symptoms (e.g., nausea, vomiting, and diarrhea). Serotonin syndrome, in its
most severe form, can resemble neuroleptic malignant syndrome, which includes hyperthermia,
muscle rigidity, autonomic instability with possible rapid fluctuation of vital signs, and mental
status changes.

Treatment with trazodone hydrochloride tablets and any concomitant serotonergic or
antidopaminergic agents, including antipsychotics, should be discontinued immediately if the
above reactions occur and supportive symptomatic treatment should be initiated.

Trazodone hydrochloride tablets should not be used within 14 days of an MAOI [see Warnings
andPrecautions (5.8) and Drug Interactions (7)].

If concomitant treatment with trazodone hydrochloride tablets and an SSRI, SNRI or a
5-hydroxytryptamine receptor agonist (triptan) is clinically warranted, careful observation of the
patient is advised, particularly during treatment initiation and dose increases.

The concomitant use of trazodone hydrochloride tablets with serotonin precursors (such as
tryptophan) is not recommended.

5.3 Screening Patients for Bipolar Disorder and Monitoring for Mania/Hypomania

A major depressive episode may be the initial presentation of bipolar disorder. It is generally
believed (though not established in controlled trials) that treating such an episode with an
antidepressant alone may increase the likelihood of precipitation of a mixed/manic episode in
patients at risk for bipolar disorder. Whether any of the symptoms described for clinical worsening
and suicide risk represent such a conversion is unknown. However, prior to initiating treatment with
an antidepressant, patients with depressive symptoms should be adequately screened to determine
if they are at risk for bipolar disorder; such screening should include a detailed psychiatric history,
including a family history of suicide, bipolar disorder, and depression. It should be noted that
trazodone hydrochloride tablets are not approved for use in treating bipolar depression.

5.4 QT Prolongation and Risk of Sudden Death

Trazodone is known to prolong the QT/QT; interval. Some drugs that prolong the QT/QT; interval
can cause torsade de pointes with sudden, unexplained death. The relationship of QT prolongation
is clearest for larger increases (20 msec and greater), but it is possible that smaller QT/QTc
prolongations may also increase risk, especially in susceptible individuals, such as those with
hypokalemia, hypomagnesemia, or a genetic predisposition to prolonged QT/QT;.

Although torsade de pointes has not been observed with the use of trazodone hydrochloride
tablets at recommended doses in premarketing trials, experience is too limited to rule out an
increased risk. However, there have been postmarketing reports of torsade de pointes with the
immediate-release form of trazodone (in the presence of multiple confounding factors), even at
doses of 100 mg per day or less.

5.5 Use in Patients With Heart Disease

Trazodone hydrochloride is not recommended for use during the initial recovery phase of
myocardial infarction.

Caution should be used when administering trazodone hydrochloride tablets to patients with
cardiac disease and such patients should be closely monitored, since antidepressant drugs
(including trazodone hydrochloride) may cause cardiac arrhythmias.

QT prolongation has been reported with trazodone therapy [see Wamings and Precautions
(5.4)]. Clinical studies in patients with preexisting cardiac disease indicate that trazodone
hydrochloride may be arrhythmogenic in some patients in that population. Arrhythmias identified
include isolated PVCs, ventricular couplets, tachycardia with syncope, and torsade de pointes.
Postmarketing events have been reported at doses of 100 mg or less with the immediate-release
form of trazodone.

Concomitant administration of drugs that prolong the QT interval or that are inhibitors of CYP3A4
may increase the risk of cardiac arrhythmia.

5.6 Orthostatic Hypotension and Syncope

Hypotension, including orthostatic hypotension and syncope has been reported in patients
receiving trazodone hydrochloride. Concomitant use with an antihypertensive may require a
reduction in the dose of the antihypertensive drug.

5.7 Abnormal Bleeding

Postmarketing data have shown an association between use of drugs that interfere with serotonin
reuptake and the occurrence of gastrointestinal (GI) bleeding. While no association between trazodone
and bleeding events, in particular G bleeding, was shown, patients should be cautioned about potential
risk of bleeding associated with the concomitant use of trazodone and NSAIDs, aspirin, or other drugs
that affect coagulation or bleeding. Other bleeding events related to SSRIs and SNRIs have ranged
from ecchymosis, hematoma, epistaxis, and petechiae to life-threatening hemorrhages.

5.8 Interaction With MAOIs

In patients receiving serotonergic drugs in combination with a monoamine oxidase inhibitor
(MAOI), there have been reports of serious, sometimes fatal reactions including hyperthermia,
rigidity, myoclonus, autonomic instability with rapid fluctuation in vital signs, and mental status
changes that include extreme agitation progressing to delirium and coma. These reactions have
also been reported in patients who have recently discontinued antidepressant treatment and have
been started on an MAOI. Some cases presented with features resembling neuroleptic malignant
syndrome. Furthermore, limited animal data on the effects of combined use of serotonergic
antidepressants and MAOIs suggest that these drugs may act synergistically to elevate
blood pressure and evoke behavioral excitation. Therefore, it is recommended that trazodone
hydrochloride tablets should not be used in combination with an MAOI or within 14 days of
discontinuing treatment with an MAOI. Similarly, at least 14 days should be allowed after stopping
trazodone hydrochloride tablets before starting an MAOI.

5.9 Priapism

Rare cases of priapism (painful erections greater than 6 hours in duration) were reported in men
receiving trazodone. Priapism, if not treated promptly, can result in irreversible damage to the
erectile tissue. Men who have an erection lasting greater than 6 hours, whether painful or not,
should immediately discontinue the drug and seek emergency medical attention [see Adverse
Reactions (6.2) and Overdosage (10)].

Trazodone should be used with caution in men who have conditions that might predispose them
to priapism (e.g., sickle cell anemia, multiple myeloma, or leukemia), or in men with anatomical
deformation of the penis (e.g., angulation, cavernosal fibrosis, or Peyronie’s disease).

5.10 Hyponatremia

Hyponatremia may occur as a result of treatment with antidepressants. In many cases, this
hyponatremia appears to be the result of the syndrome of inappropriate antidiuretic hormone
secretion (SIADH). Cases with serum sodium lower than 110 mmol/L have been reported. Elderly
patients may be at greater risk of developing hyponatremia with antidepressants. Also, patients
taking diuretics or who are otherwise volume-depleted can be at greater risk. Discontinuation of
trazodone hydrochloride tablets should be considered in patients with symptomatic hyponatremia
and appropriate medical intervention should be instituted.

Signs and symptoms of hyponatremia include headache, difficulty concentrating, memory
impairment, confusion, weakness, and unsteadiness, which can lead to falls. Signs and
symptoms associated with more severe and/or acute cases have included hallucination, syncope,
seizure, coma, respiratory arrest, and death.

5.11 Potential for Cognitive and Motor Impairment

Trazodone hydrochloride tablets may cause somnolence or sedation and may impair the mental
and/or physical ability required for the performance of potentially hazardous tasks. Patients
should be cautioned about operating hazardous machinery, including automobiles, until they are
reasonably certain that the drug treatment does not affect them adversely.

5.12 Discontinuation Symptoms

Withdrawal symptoms including anxiety, agitation and sleep disturbances, have been reported
with trazodone. Clinical experience suggests that the dose should be gradually reduced before
complete discontinuation of the treatment.

6  ADVERSE REACTIONS
The following serious adverse reactions are described elsewhere in the labeling:

« Clinical Worsening and Suicide Risk [see Boxed Waming and Warnings and Precautions (5.1)]
« Serotonin Syndrome or NMS-Like Reactions [see Wamings and Precautions (5.2)]

« QT Prolongation and Risk of Sudden Death [see Wamings and Precautions (5.4)]

* Orthostatic Hypotension [see Warnings and Precautions (5.6)]

« Abnormal Bleeding Events [see Wamings and Precautions (5.7)]

* Priapism [see Warnings and Precautions (5.9)]

* Hyponatremia [see Warnings and Precautions (5.10)]

« Cognitive and Motor Impairment [see Wamings and Precautions (5.11)]

« Discontinuation Symptoms [see Warnings and Precautions (5.12)]

The most common adverse reactions (reported in > 5% and at twice the rate of placebo) are:
Somnolence/sedation, dizziness, constipation, vision blurred.

Table 2 presents the summary of adverse events (AEs) leading to discontinuation of trazodone
hydrochloride tablets treatment with an incidence of at least 1% and at least twice that for placebo.

Table 2: Adverse Reactions With Discontinuation as
Action Taken (> 1%) Incidence and Incidence 2x Placebo

Trazodone

N = 202
Somnolence/Sedation 8 (4%)

Dizziness 7(3.5%)
Confusional state 2 (1%)
Coordination abnormal 2 (1%
Headache 2 51%;
Nausea 2 (1%)
Balance disorder/Gait disturbance 2 (1%)

6.1 Clinical Studies Experience

The table below is presented solely to indicate the relative frequency of adverse events reported
in representative controlled clinical studies conducted to evaluate the safety and efficacy of
trazodone hydrochloride.

The figures cited cannot be used to predict concisely the incidence of untoward events in the
course of usual medical practice where patient characteristics and other factors often differ from
those which prevailed in the clinical trials. These incidence figures, also, cannot be compared with
those obtained from other clinical studies involving related drug products and placebo as each
group of drug trials is conducted under a different set of conditions.

Table 3: Adverse Reactions: Percentage of Patients (> 2%) as Observed in Controlled Clinical
Studies

Inpatients Outpatients
| | Trazodone | Placebo | Trazodone | Placebo |
158

Number of Patients 142 95 157
% of Patients Reporting

Allergic

Skin Condition/Edema 28 11 7 1.3
Autonomic

Blurred Vision 6.3 42 14.7 3.8
Constipation 7 42 7.6 5.7
Dry Mouth 14.8 84 33.8 20.3
Cardiovascular

Hypertension 21 11 1.3 .
Hypotension 7 11 38 0
Shortness of Breath » 11 1.3 0
Syncope 28 21 45 1.3
Tachycardia/Palpitations 0 0 7 7
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Read the Medication Guide that comes with trazodone hydrochloride
tablets before you start taking it and each time you get a refill. There
may be new information. This information does not take the place
of talking to your healthcare provider about your medical condition
or treatment. Talk to your healthcare provider or pharmacist if there
is something you do not understand or you want to learn about
trazodone hydrochloride tablets.

What is the most important information | should know ahout
trazodone hydrochloride tablets?

Antidepressant medicines, depression or other serious mental
ilinesses, and suicidal thoughts or actions: Talk to your healthcare
provider about:

* All risks and benefits of treatment with antidepressant medicines
. _lI\III treatment choices for depression or other serious mental
illnesses

1. Antidepressant medicines may increase suicidal thoughts or
actions in some children, teenagers, and young adults within
the first few months of treatment.

2. Depression and other serious mental illnesses are the most
important causes of suicidal thoughts and actions. Some
people may have a higher risk of having suicidal thoughts or
actions. These include people who have or have a family history
of bipolar illness (also called manic-depressive illness) or suicidal
thoughts or actions.

3. How can | watch for and try to prevent suicidal thoughts and actions?

e Pay close attention to any changes, especially sudden changes in
mood, behaviors, thoughts, or feelings. This is very important when
an antidepressant medicine is started or when the dose is changed.

e Call your healthcare ;')]rovider right away to report new or sudden
changes in mood, behavior, thoughts or feelings.

o Keep all follow-up visits with your healthcare provider as scheduled.
Call your healthcare provider between visits as needed, especially
if you are worried about symptoms.

Call a healthcare provider right away if you have any of the following
symptoms, especially if they are new, worse, or worry you:

e Thoughts about suicide or dying

o Attempts to commit suicide

e New or worse depression

e New or worse anxiety

e Feeling very agitated or restless

e Panic attacks

e Trouble sleeping (insomnia)

e New or worse irritability

e Acting aggressive, being angry or violent
e Acting on dangerous impulses

e An extreme increase in activity and talking Smania)
e Other unusual changes in behavior or moo

What else do | need to know ahout antidepressant medicines?

Never stop an antideéjressant medicine without first talking to a
healthcare provider. Stopping an antidepressant medicine suddenly
can cause other symptoms.

Antidepressants are medicines used to treat depression and
other illnesses. It is important to discuss all the risks of treating
depression and also the risks of not treating it. You should discuss
all treatment choices with your healthcare provider, not just the use
of antidepressants.

Antidepressant medicines have other side effects. Talk to your
healthcare provider about the side effects of your medicines.

Antidepressant medicines can interact with other medicines.
Know all of the medicines that you take. Keep a list of all medicines
to show your healthcare provider. Do not start new medicines
without first checking with your healthcare provider.

4.Trazodone hydrochloride tablets are not approved for use in
children. Talk to your healthcare provider for more information.

What are trazodone hydrochloride tablets?

Trazodone hydrochloride tablets are a prescription medicine used to
treat major depressive disorder in adults.

What should | tell my healthcare provider hefore taking trazodone
hydrochloride tablets?

Before you take trazodone hydrochloride tablets tell your healthcare
provider if you:

. h?ve heart problems, including QT prolongation or a family history
of it

* have ever had a heart attack

* have bipolar disorder

* have liver or kidney problems

* have other serious medical conditions

e are pregnant or plan to become pregnant. Trazodone hydrochloride
tablets may harm your unborn baby. Talk to your healthcare
provider if you are pregnant or plan to become pregnant.

e are breastfeeding or plan to breastfeed. It is not known if trazodone
hydrochloride tablets passes into your breast milk. You and your
healthcare provider should decide if you will take trazodone
hydrochloride tablets or breastfeed.

* have taken a Monoamine Oxidase Inhibitor (MAOI) or if you have
stopped taking an MAOI in the last 2 weeks.

Tell your healthcare provider ahout all the medicines you take,
including prescription and non-prescription medicines, vitamins,
and herbal supplements.

Using trazodone hydrochloride tablets with certain other medicines
can affect each other causing serious side effects.

Know the medicines you take. Keep a list of them and show it to your
healthcare provider and pharmacist when you get a new medicine.
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How should | take trazodone hydrochloride tablets?

* Take trazodone hydrochloride tablets exactly as your healthcare
provider tells you.

* Trazodone hydrochloride tablets should be taken shortly after a
meal or light snack.

e |f Kou feel drowsy after taking trazodone hydrochloride tablets,
talk to your healthcare provider. Your healthcare provider may
change your dose or the time of day you take your trazodone
hydrochloride tablets.

* Do not stop taking trazodone hydrochloride tablets without talking
to your healthcare provider.

* Trazodone hydrochloride tablets should be swallowed whole
or broken in half along the score line. Do not chew or crush
trazodone hydrochloride tablets. Tell your healthcare provider if
you cannot swallow trazodone either whole or as a half tablet.

e |f you take too much trazodone hydrochloride, call your doctor or
go to the nearest emergency room right away.

What should | avoid while taking trazodone hydrochloride tablets?

* Do not drive, operate heavy machinery, or do other dangerous
activities until you know how trazodone hydrochloride tablets
affect you. Trazodone hydrochloride tablets can slow your thinking
and motor skills.

* Do not drink alcohol or take other medicines that make you sleepy
or dizzy while taking trazodone h¥_drochloride tablets until you talk
with your healthcare provider. Trazodone hydrochloride tablets
may make your sleepiness or dizziness worse if you take it with
alcohol or other medicines that cause sleepiness or dizziness.

What are the possible side effects of trazodone hydrochloride tablets?

Trazodone hydrochloride tablets can cause serious side effects or
death. See “What is the most important information | should know
about trazodone hydrochloride tahlets?”

Serious side effects include:

 Serotonin syndrome. Symptoms of serotonin syndrome include:
agitation, hallucinations, problems with coordination, fast heartbeat,
tight muscles, trouble walking, nausea, vomiting, diarrhea.

e Feeling high or in a very good mood, then becoming irritable, or
having too much energy, feeling like you have to keep talking or
do not sleep (mania).

* Irregular or fast heartbeat or faint (QT prolongation).

e Low blood pressure. You feel dizzy or faint when you change
positions (go from sitting to standing).

* Unusual bruising or bleeding.

* Erection lasting for more than 6 hours (priapism).

* Low sodium in your blood (hyponatremia). Symptoms of
hyponatremia include: headache, feeling weak, feeling confused,
trouble concentrating, memory problems and feeling unsteady
when you walk.

e Withdrawal symptoms. Symptoms of withdrawal can include
anxiety, agitation, and sleep problems. Do not stop taking trazodone
hydrochloride tablets without talking to your healthcare provider.

Get medical help right away, if you have any of the symptoms listed above.

'_rhei nJost common side effects of trazodone hydrochloride tablets
include:

* Sleepiness

* Dizziness

e Constipation
* Blurry vision

Tell your healthcare provider if you have any side effect that bothers
you or that does not go away.

These are not all the possible side effects of trazodone hydrochloride
tablets. For more information, ask your healthcare provider or pharmacist.

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

How should | store trazodone hydrochloride tablets?

* Store trazodone hydrochloride tablets between 20° to 25°C (68° to 77°F).
* Keep in tight container

* Keep out of the light

» Safely throw away medicine that is out of date or no longer needed.

Keep trazodone hydrochloride tablets and all medicines out of the
reach of children.

General information about the safe and effective use of trazodone
hydrochloride tablets.

Medicines are sometimes prescribed for purposes other than those
listed in a Medication Guide. Do not use trazodone hydrochloride
tablets for a condition for which it was not prescribed. Do not give
trazodone hydrochloride tablets to other people, even if they have
the same symptoms that you have. It may harm them.

This Medication Guide summarizes the most important information
about trazodone hydrochloride tablets. If you would like more
information, talk with your healthcare provider. You can ask your
pharmacist or healthcare provider for information about trazodone
hydrochloride tablets that is written for health professionals.

What are the ingredients in trazodone hydrochloride tablets?
Active ingredient: trazodone hydrochloride, USP

Inactive ingredients: colloidal silicon dioxide, magnesium stearate,
microcrystalline cellulose, pregelatinized starch, sodium lauryl
sulfate, and sodium starch glycolate.

This Medication Guide has been approved by the U.S. Food and
Drug Administration.

APOTEX INC.
TRAZODONE HYDROCHLORIDE TABLETS, USP
50 mg, 100 mg, 150 mg and 300 mg

Manufactured by: Manufactured For:

Apotex Inc. Apotex Corp.
Toronto, Ontario Weston Florida
Canada M9L 1T9 33326

Revised: May 2013

How should | take trazodone hydrochloride tablets?

» Take trazodone hydrochloride tablets exactly as your healthcare
provider tells you.

¢ Trazodone hydrochloride tablets should be taken shortly after a
meal or light snack.

o |f ﬁou feel drowsy after taking trazodone hydrochloride tablets,
talk to your healthcare provider. Your healthcare provider may
change your dose or the time of day you take your trazodone
hydrochloride tablets.

* Do not stop taking trazodone hydrochloride tablets without talking
to your healthcare provider.

* Trazodone hydrochloride tablets should be swallowed whole
or broken in half along the score line. Do not chew or crush
trazodone hydrochloride tablets. Tell your healthcare provider if
you cannot swallow trazodone either whole or as a half tablet.

e |f you take too much trazodone hydrochloride, call your doctor or
go to the nearest emergency room right away.

What should | aveid while taking trazodone hydrochloride tablets?

* Do not drive, operate heavy machinery, or do other dangerous
activities until you know how trazodone hydrochloride tablets
affect you. Trazodone hydrochloride tablets can slow your thinking
and motor skills.

* Do not drink alcohol or take other medicines that make you sleepy
or dizzy while taking trazodone h{_drochloride tablets until you talk
with your healthcare provider. Trazodone hydrochloride tablets
may make your sleepiness or dizziness worse if you take it with
alcohol or other medicines that cause sleepiness or dizziness.

What are the possible side effects of trazodone hydrochloride tablets?

Trazodone hydrochloride tablets can cause serious side effects or
death. See “What is the most important information | should know
about trazodone hydrochloride tablets?”

Serious side effects include:

e Serotonin syndrome. Symptoms of serotonin syndrome include:
agitation, hallucinations, problems with coordination, fast heartbeat,
tight muscles, trouble walking, nausea, vomiting, diarrhea.

¢ Feeling high or in a very good mood, then becoming irritable, or
having too much energy, feeling like you have to keep talking or
do not sleep (mania).

e [rregular or fast heartbeat or faint (QT prolongation).

e Low blood pressure. You feel dizzy or faint when you change
positions (go from sitting to standing).

* Unusual bruising or bleeding.

e Erection lasting for more than 6 hours (priapism).

* Low sodium in your blood (hyponatremia). Symptoms of
hyponatremia include: headache, feeling weak, feeling confused,
trouble concentrating, memory problems and feeling unsteady
when you walk.

e Withdrawal symptoms. Symptoms of withdrawal can include
anxiety, agitation, and sleep problems. Do not stop taking trazodone
hydrochloride tablets without talking to your healthcare provider.

Get medical help right away, if you have any of the symptoms listed above.

Thti nJost common side effects of trazodone hydrochloride tablets
include:

e Sleepiness

* Dizziness

* Constipation
e Blurry vision

Tell your healthcare provider if you have any side effect that bothers
you or that does not go away.

These are not all the possible side effects of trazodone hydrochloride
tablets. For more information, ask your healthcare provider or pharmacist.

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

How should | store trazodone hydrochloride tablets?

* Store trazodone hydrochloride tablets between 20° to 25°C (68° to 77°F).
e Keep in tight container

* Keep out of the light

« Safely throw away medicine that is out of date or no longer needed.

Keep trazodone hydrochloride tablets and all medicines out of the
reach of children.

General information about the safe and effective use of trazodone
hydrochloride tablets.

Medicines are sometimes prescribed for purposes other than those
listed in a Medication Guide. Do not use trazodone hydrochloride
tablets for a condition for which it was not prescribed. Do not give
trazodone hydrochloride tablets to other people, even if they have
the same symptoms that you have. It may harm them.

This Medication Guide summarizes the most important information
about trazodone hydrochloride tablets. If you would like more
information, talk with your healthcare provider. You can ask your
pharmacist or healthcare provider for information about trazodone
hydrochloride tablets that is written for health professionals.

What are the ingredients in trazodone hydrochloride tablets?
Active ingredient: trazodone hydrochloride, USP

Inactive ingredients: colloidal silicon dioxide, magnesium stearate,
microcrystalline cellulose, pregelatinized starch, sodium lauryl
sulfate, and sodium starch glycolate.

This Medication Guide has been approved by the U.S. Food and
Drug Administration.

APOTEX INC.
TRAZODONE HYDROCHLORIDE TABLETS, USP
50 mg, 100 mg, 150 mg and 300 mg

Manufactured by: Manufactured For:

Apotex Inc. Apotex Corp.
Toronto, Ontario Weston Florida
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How should | take trazodone hydrochloride tablets?

* Take trazodone hydrochloride tablets exactly as your healthcare
provider tells you.

* Trazodone hydrochloride tablets should be taken shortly after a
meal or light snack.

e |f Kou feel drowsy after taking trazodone hydrochloride tablets,
talk to your healthcare provider. Your healthcare provider may
change your dose or the time of day you take your trazodone
hydrochloride tablets.

* Do not stop taking trazodone hydrochloride tablets without talking
to your healthcare provider.

* Trazodone hydrochloride tablets should be swallowed whole
or broken in half along the score line. Do not chew or crush
trazodone hydrochloride tablets. Tell your healthcare provider if
you cannot swallow trazodone either whole or as a half tablet.

e |f you take too much trazodone hydrochloride, call your doctor or
go to the nearest emergency room right away.

What should | avoid while taking trazodone hydrochloride tablets?

* Do not drive, operate heavy machinery, or do other dangerous
activities until you know how trazodone hydrochloride tablets
affect you. Trazodone hydrochloride tablets can slow your thinking
and motor skills.

* Do not drink alcohol or take other medicines that make you sleepy
or dizzy while taking trazodone h¥_drochloride tablets until you talk
with your healthcare provider. Trazodone hydrochloride tablets
may make your sleepiness or dizziness worse if you take it with
alcohol or other medicines that cause sleepiness or dizziness.

What are the possible side effects of trazodone hydrochloride tablets?

Trazodone hydrochloride tablets can cause serious side effects or
death. See “What is the most important information | should know
about trazodone hydrochloride tablets?”

Serious side effects include:

* Serotonin syndrome. Symptoms of serotonin syndrome include:
agitation, hallucinations, problems with coordination, fast heartbeat,
tight muscles, trouble walking, nausea, vomiting, diarrhea.

* Feeling high or in a very good mood, then becoming irritable, or
having too much energy, feeling like you have to keep talking or
do not sleep (mania).

* Irregular or fast heartbeat or faint (QT prolongation).

* Low blood pressure. You feel dizzy or faint when you change
positions (go from sitting to standing).

* Unusual bruising or bleeding.

e Erection lasting for more than 6 hours (priapism).

* Low sodium in your blood (hyponatremia). Symptoms of
hyponatremia include: headache, feeling weak, feeling confused,
trouble concentrating, memory problems and feeling unsteady
when you walk.

e Withdrawal symptoms. Symptoms of withdrawal can include
anxiety, agitation, and sleep problems. Do not stop taking trazodone
hydrochloride tablets without talking to your healthcare provider.

Get medical help right away, if you have any of the symptoms listed above.

'_rht=i nl]ost common side effects of trazodone hydrochloride tablets
include:

* Sleepiness

* Dizziness

* Constipation
* Blurry vision

Tell your healthcare provider if you have any side effect that bothers
you or that does not go away.

These are not all the possible side effects of trazodone hydrochloride
tablets. For more information, ask your healthcare provider or pharmacist.

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

How should | store trazodone hydrochloride tablets?

* Store trazodone hydrochloride tablets between 20° to 25°C (68° to 77°F).
* Keep in tight container

* Keep out of the light

« Safely throw away medicine that is out of date or no longer needed.

Keep trazodone hydrochloride tablets and all medicines out of the
reach of children.

General information about the safe and effective use of trazodone
hydrochloride tablets.

Medicines are sometimes prescribed for purposes other than those
listed in a Medication Guide. Do not use trazodone hydrochloride
tablets for a condition for which it was not prescribed. Do not give
trazodone hydrochloride tablets to other people, even if they have
the same symptoms that you have. It may harm them.

This Medication Guide summarizes the most important information
about trazodone hydrochloride tablets. If you would like more
information, talk with your healthcare provider. You can ask your
pharmacist or healthcare provider for information about trazodone
hydrochloride tablets that is written for health professionals.

What are the ingredients in trazodone hydrochloride tablets?
Active ingredient: trazodone hydrochloride, USP

Inactive ingredients: colloidal silicon dioxide, magnesium stearate,
microcrystalline cellulose, pregelatinized starch, sodium lauryl
sulfate, and sodium starch glycolate.

This Medication Guide has been approved by the U.S. Food and
Drug Administration.

APOTEX INC.
TRAZODONE HYDROCHLORIDE TABLETS, USP
50 mg, 100 mg, 150 mg and 300 mg

Manufactured by: Manufactured For:

Apotex Inc. Apotex Corp.
Toronto, Ontario Weston Florida
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Inpatients Outpatients

[ [ Trazodone | Placebo | Trazodone | Placebo ]
CNS
Anger/Hostility 35 6.3 13 25
Confusion 49 0 5.7 7.6
Decreased Concentration 28 21 13 0
Disorientation 21 0 : 0
Dizziness/Light-Headedness 197 5.3 28 15.2
Drowsiness 239 6.3 408 19.6
Excitement 1.1 1.1 5.1 5.7
Fatigue 1.3 42 5.7 25
Headache 99 5.3 198 15.8
Insomnia 99 105 6.4 12
Impaired Memory 14 0 . .
Nervousness 148 105 6.4 8.2
Gastrointestinal
Abdominal/Gastric Disorder 35 42 57 44
Bad Taste in Mouth 14 0 0 0
Diarrhea 0 11 45 1.9
Nausea/Vomiting 99 11 127 95
Musculoskeletal
Musculoskeletal Aches/Pains 56 32 51 25
Neurological
Incoordination 49 0 19 0
Paresthesia 14 0 0 .
Tremors 28 1.1 5.1 38
Sexual Function
Decreased Libido . 11 1.3
Other
Decreased Appetite 35 5.3 0 .
Eyes Red/Tired/ltching 28 0 0 0
Head Full-Heavy 28 0 0 0
Malaise 28 0 0 0
Nasal/Sinus Congestion 28 0 5.7 32
Nightmares/Vivid Dreams . 1.1 5.1 5.7
Sweating/Clamminess 14 11 : :
Tinnitus 14 0 0 o
Weight Gain 14 0 45 1.9
Weight Loss . 3.2 5.7 25

“Incidence less than 1%
Occasional sinus bradycardia has occurred in long-term studies.

In addition to the relatively common (i.e., greater than 1%) untoward events enumerated above,
the following adverse events have been reported to occur in association with the use of trazodone
hydrochloride in the controlled clinical studies: akathisia, allergic reaction, anemia, chest pain,
delayed urine flow, early menses, flatulence, hallucinations/delusions, hematuria, hyper-salivation,
hypomania, impaired speech, impotence, increased appetite, increased libido, increased urinary
frequency, missed periods, muscle twitches, numbness, and retrograde ejaculation.

6.2 Postmarketing Experience

Spontaneous reports regarding trazodone hydrochloride received from postmarketing experience
include the following: abnormal dreams, agitation, alopecia, anxiety, aphasia, apnea, ataxia,
breast enlargement or engorgement, cardiospasm, cerebrovascular accident, chills, cholestasis,
clitorism, congestive heart failure, diplopia, edema, extrapyramidal symptoms, grand mal
seizures, hallucinations, hemolytic anemia, hirsutism, hyperbilirubinemia, increased amylase,
increased salivation, insomnia, leukocytosis, leukonychia, jaundice, lactation, liver enzyme
alterations, methemoglobinemia, nausea/vomiting (most frequently), paresthesia, paranoid
reaction, priapism [see Warnings and Precautions (5.9) and Patient Counseling Information
(17.1)], pruritus, psoriasis, psychosis, rash, stupor, inappropriate ADH syndrome, tardive
dyskinesia, unexplained death, urinary incontinence, urinary retention, urticaria, vasodilation,
vertigo, and weakness.

Cardiovascular system effects which have been reported include the following: conduction block,
orthostatic hypotension and syncope, palpitations, bradycardia, atrial fibrillation, myocardial
infarction, cardiac arrest, arrhythmia, ventricular ectopic activity, including ventricular tachycardia
and QT prolongation. In postmarketing surveillance, prolonged QT interval, torsade de pointes,
and ventricular tachycardia have been reported with the immediate-release form of trazodone at
doses of 100 mg per day or less [see Warnings and Precautions (5.4)].

7 DRUG INTERACTIONS

MAOIs

MAQIs should not be used within 14 days of trazodone [see Warnings and Precautions (5.8)].
Central Nervous System (CNS) Depressants

Trazodone may enhance the response to alcohol, barbiturates, and other CNS depressants.
Cytochrome P450 3A4 Inhibitors

In vitro drug metabolism studies suggest that there is a potential for drug interactions when
trazodone is given with cytochrome P450 3A4 (CYP3A4) inhibitors. The effect of short-term
administration of ritonavir (200 mg twice daily, 4 doses) on the pharmacokinetics of a single dose
of trazodone (50 mg) has been studied in 10 healthy subjects. The Cmax of trazodone increased by
34%, the AUC increased 2.4 fold, the half-life increased by 2.2 fold, and the clearance decreased
by 52%. Adverse effects including nausea, hypotension, and syncope were observed when
ritonavir and trazodone were coadministered. It is likely that ketoconazole, indinavir, and other
CYP3A4 inhibitors such as itraconazole may lead to substantial increases in trazodone plasma
concentrations with the potential for adverse effects. If trazodone is used with a potent CYP3A4
inhibitor, the risk of cardiac arrhythmia may be increased [see Warnings and Precautions (5.4)]
and a lower dose of trazodone should be considered.

Cytochrome P450 Inducers (e.g., Carbamazepine)

Carbamazepine induces CYP3A4. Following coadministration of carbamazepine 400 mg per
day with trazodone 100 mg to 300 mg daily, carbamazepine reduced plasma concentrations of
trazodone and m-chlorophenlypiperazine (an active metabolite) by 76% and 60% respectively,
compared to pre-carbamazepine values. Patients should be closely monitored to see if there is a
need for an increased dose of trazodone when taking both drugs.

Digoxin and Phenytoin

Increased serum digoxin or phenytoin levels have been reported in patients receiving trazodone
concurrently with either of these drugs. Monitor serum levels and adjust dosages as needed.

Serotonergic Drugs

Based on the mechanism of action of trazodone and the potential for serotonin syndrome,
caution is advised when trazodone is coadministered with other drugs that may affect the
neurotransmitter systems [see Warnings and Precautions (5.2)).

NSAIDs, Aspirin, or Other Drugs Affecting Coagulation or Bleeding

Due to a possible association between serotonin modulating drugs and gastrointestinal bleeding,
patients should be monitored for and cautioned about the potential risk of bleeding associated
with the concomitant use of trazodone and NSAIDs, aspirin, or other drugs that affect coagulation
or bleeding [see Warnings and Precautions (5.7)).

Warfarin

There have been reports of altered (either increased or decreased) prothrombin times in taking
both warfarin and trazodone.

8  USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Teratogenic Effects

Pregnancy Category C

Trazodone hydrochloride has been shown to cause increased fetal resorption and other adverse
effects on the fetus in two studies using the rat when given at dose levels approximately 30 to 50
times the proposed maximum human dose. There was also an increase in congenital anomalies
in one of three rabbit studies at approximately 15 to 50 times the maximum human dose. There

are no adequate and well-controlled studies in pregnant women. Trazodone hydrochloride should
be used during pregnancy only if the potential benefit justifies the potential risk to the fetus.

8.3 Nursing Mothers

Trazodone and/or its metabolites have been found in the milk of lactating rats, suggesting
that the drug may be secreted in human milk. Caution should be exercised when trazodone is
administered to a nursing woman.

8.4 Pediatric Use

Safety and effectiveness in the pediatric population have not been established [see Boxed Warning
and Wamings and Precautions (5.1)]. Trazodone hydrochloride should not be used in children
or adolescents.

8.5 Geriatric Use

Reported clinical literature and experience with trazodone has not identified differences in
responses between elderly and younger patients. However, as experience in the elderly with
trazodone hydrochloride is limited, it should be used with caution in geriatric patients.

Antidepressants have been associated with cases of clinically significant hyponatremia in elderly
patients who may be at greater risk for this adverse reaction [see Warnings and Precautions (5.10)].

8.6 Renal Impairment

Trazodone has not been studied in patients with renal impairment. Trazodone should be used with
caution in this population.

8.7 Hepatic Impairment

Trazodone has not been studied in patients with hepatic impairment. Trazodone should be used
with caution in this population.

9 DRUG ABUSE AND DEPENDENCE
9.1 Controlled Substance

Trazodone hydrochloride tablets are not a controlled substance.
9.2 Abuse

Although trazodone hydrochloride has not been systematically studied in preclinical or clinical
studies for its potential for abuse, no indication of drug-seeking behavior was seen in the clinical
studies with trazodone hydrochloride. However, it is difficult to predict the extent to which
a CNS-active drug will be misused, diverted, and abused. Consequently, physicians should
carefully evaluate patients for a history of drug abuse and follow such patients closely, observing
them for signs of misuse or abuse of trazodone hydrochloride (e.g., development of tolerance,
incrementation of dose, drug-seeking behavior).

10 OVERDOSAGE
10.1 Human Experience

Death from overdose has occurred in patients ingesting trazodone and other CNS depressantdrugs
concurrently (alcohol; alcohol and chloral hydrate and diazepam; amobarbital; chlordiazepoxide;
or meprobamate).

The most severe reactions reported to have occurred with overdose of trazodone alone have been
priapism, respiratory arrest, seizures, and ECG changes, including QT prolongation. The reactions
reported most frequently have been drowsiness and vomiting. Overdosage may cause an increase
in incidence or severity of any of the reported adverse reactions.

10.2 Management of Overdose
There is no specific antidote for trazodone hydrochloride overdose.

Treatment should consist of those general measures employed in the management of overdosage
with any drug effective in the treatment of major depressive disorder.

Ensure an adequate airway, oxygenation and ventilation. Monitor cardiac rhythm and vital signs.

General supportive and symptomatic measures are also recommended. Induction of emesis
is not recommended. Gastric lavage with a large bore orogastric tube with appropriate airway
protection, if needed, may be indicated if performed soon after ingestion, or in symptomatic
patients. Activated charcoal should be administered. Forced diuresis may be useful in facilitating
elimination of the drug.

In managing overdosage, consider the possibility of multiple drug involvement. The physician
should consider contacting a poison control center for additional information on the treatment
of any overdose.

11 DESCRIPTION

Trazodone hydrochloride is an antidepressant chemically unrelated to tricyclic, tetracyclic, or
other known antidepressant agents. Trazodone hydrochloride is a triazolopyridine derivative
designated as 2-[3-[4-(3-chlorophenyl)-1-piperazinyl]propyl]-1,2,4-triazolo[4, 3-a]pyridin-3(2H)-
one hydrochloride. It is a white odorless crystalline powder which is freely soluble in water. The
structural formula is represented as follows:
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Molecular Formula: C1gH22CIN50 - HCI
Molecular Weight: 408.33

Each tablet, for oral administration, contains 50 mg, 100 mg, 150 mg or 300 mg of trazodone
hydrochloride. In addition, each tablet contains the following inactive ingredients: colloidal silicon
dioxide, magnesium stearate, microcrystalline cellulose, pregelatinized starch, sodium lauryl
sulfate, and sodium starch glycolate.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

The mechanism of trazodone's antidepressant action is not fully understood, but is thought to be
related to its potentiation of serotonergic activity in the CNS.

12.2 Pharmacodynamics

Preclinical studies have shown that trazodone selectively inhibits neuronal reuptake of serotonin
and acts as an antagonist at 5-HT-2A/2C serotonin receptors.

Trazodone is not a monoamine oxidase inhibitor and, unlike amphetamine-type drugs, does not
stimulate the central nervous system.

Trazodone antagonizes alpha 1-adrenergic receptors, a property which may be associated with
postural hypotension.

12.3 Pharmacokinetics
Absorption

In humans, trazodone hydrochloride is well absorbed after oral administration without selective
localization in any tissue. When trazodone hydrochloride is taken shortly after ingestion of food,
there may be an increase in the amount of drug absorbed, a decrease in maximum concentration
and a lengthening in the time to maximum concentration. Peak plasma levels occur approximately
one hour after dosing when trazodone hydrochloride is taken on an empty stomach or 2 hours
after dosing when taken with food.

Metabolism

In vitro studies in human liver microsomes show that trazodone is metabolized, via oxidative

cleavage, to an active metabolite, m-chlorophenylpiperazine (nCPP) by CYP3A4. Other metabolic

pathways that may be involved in the metabolism of trazodone have not been well characterized.

It:azoqone is extensively metabolized; less than 1% of an oral dose is excreted unchanged in
e urine.

Elimination
In some patients trazodone may accumulate in the plasma.

Protein Binding

Trazodone is 89 to 95% protein bound in vitro at concentrations attained with therapeutic doses
in humans.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

No drug- or dose-related occurrence of carcinogenesis was evident in rats receiving trazodone in
daily oral doses up to 300 mg/kg for 18 months.

14 CLINICAL STUDIES

The efficacy and safety of trazodone hydrochloride were established from both inpatient and
outpatient trials of the trazodone immediate release formulation in the treatment of major
depressive disorder.

16 HOW SUPPLIED/STORAGE AND HANDLING

Trazodone Hydrochloride Tablets, USP 50 mg are available for oral administration as
white, round, biconvex, tablets. Engraved “APO” bisect “T50" on one side, other side plain.

Bottles of 100 (NDC 60505-2653-1)
Bottles of 500 (NDC 60505-2653-5)
Unit Dose Blister Packages of 100 (10 x 10 unit dose) (NDC 60505-2653-0)

Trazodone Hydrochloride Tablets, USP 100 mg are available for oral administration as
white, round, biconvex, tablets. Engraved “APQO" bisect “T100" on one side, other side plain.

Bottles of 100 (NDC 60505-2654-1)
Bottles of 500 (NDC 60505-2654-5)
Unit Dose Blister Packages of 100 (10 x 10 unit dose) (NDC 60505-2654-0)

Trazodone Hydrochloride Tablets, USP 150 mg are available for oral administration as
white, oval, flat faced beveled-edge tablets with a full bisect and 2 partial trisects. Engraved “APO”
bisect “T150" on one side, and “50 50 50" on the other side.

Bottles of 100 (NDC 60505-2655-1)
Bottles of 500 (NDC 60505-2655-5)

Directions for using the correct score when breaking the tablet, please refer to the following:

-For 50 mg, break the score on either the left or right side of the tablet (one-third of a tablet).

-For 75 mg, break the score down the middle of the tablet (one-half of a tablet).

Gl

-For 100 mg, break the score on either the left or right side of the tablet (two-thirds of a tablet).

-For 150 mg, use the entire tablet.

10
i
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Trazodone Hydrochloride Tablets, USP 300 mg are available for oral administration as white, oval,
flat faced beveled-edge tablets with a full bisect and 2 partial trisects. Engraved “APQ” bisect

“T300" on one side, and “100 100 100" on the other side with the middle “100" perpendicular
to the others.

Bottles of 100 (NDC 60505-2659-1)
Bottles of 500 (NDC 60505-2659-5)

Directions for using the correct score when breaking the tablet, please refer to the following:

-For 100 mg, break the score on either the left or right side of the tablet (one-third of a tablet).

-For 150 mg, break the score down the middle of the tablet (one-half of a tablet).

C i

-For 300 mg, use the entire tablet.
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Store at 20° to 25°C (68° to 77°F); excursions permitted to 15° to 30°C (59° to 86°F) [see

USP Controlled Room Temperature]. Dispense with a child-resistant closure in a tight, light-
resistant container.

17 PATIENT COUNSELING INFORMATION
See FDA-approved Medication Guide
17.1 Information for Patients

Prescribers or other health professionals should inform patients, their families, and their
caregivers about the benefits and risks associated with treatment with trazodone hydrochloride
and should counsel them in its appropriate use.

Patients should be warned that:

 There is a potential for increased risk of suicidal thoughts especially in children, teenagers and
young adults.

« The following symptoms should be reported to the physician: anxiety, agitation, panic attacks,
insomnia, irritability, hostility, aggressiveness, impulsivity, akathisia, hypomania and mania.

o They should inform their physician if they have a history of bipolar disorder, cardiac disease or
myocardial infarction.

« Serotonin syndrome could occur and symptoms may include changes in mental status (e.g.,
agitation, hallucinations, and coma), autonomic instability (e.g., tachycardia, labile blood
pressure, and hyperthermia), neuromuscular aberrations (e.g., hyperreflexia, incoordination)
and/or gastrointestinal symptoms (e.g., nausea, vomiting, and diarrhea).

 Trazodone hydrochloride has been associated with the occurrence of priapism.

 There is a potential for hypotension, including orthostatic hypotension and syncope.

« There is a potential risk of bleeding (including life-threatening hemorrhages) and bleeding related
events (including ecchymosis, hematoma, epistaxis, and petechiae) with the concomitant use of
trazodone hydrochloride and NSAIDs, aspirin, or other drugs that affect coagulation or bleeding.

o Withdrawal symptoms including anxiety, agitation and sleep disturbances, have been reported
with trazodone. Clinical experience suggests that the dose should be gradually reduced.

Patients should be counseled that:

« Trazodone may cause somnolence or sedation and may impair the mental and/or physical ability
required for the performance of potentially hazardous tasks. Patients should be cautioned about
operating hazardous machinery, including automobiles until they are reasonably certain that the
drug treatment does not affect them.

« Trazodone may enhance the response to alcohol, barbiturates, and other CNS
depressants.

« Women who intend to become pregnant or who are breastfeeding should
discuss with a physician whether they should continue to use trazodone, since
use in pregnant and nursing women is not recommended.

Important Administration Instructions:

 Trazodone hydrochloride tablets should be swallowed whole or broken in half
along the score line.

o Trazodone hydrochloride tablets should be taken shortly after a meal or light
snack.

APOTEX INC.
TRAZODONE HYDROCHLORIDE TABLETS, USP
50 mg, 100 mg, 150 mg and 300 mg

Manufactured by: Manufactured For:
Apotex Inc. Apotex Corp.
Toronto, Ontario Weston Florida
Canada MOL 1T9 33326
Revised: May 2013
Rev. 3
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MEDICATION GUIDE

Trazodone
hydrochloride tablets, USP

Read the Medication Guide that comes with trazodone
hydrochloride tablets before you start taking it and each
time you get a refill. There may be new information. This
information does not take the place oftalking to your healthcare
provider about your medical condition or treatment. Talk to
your healthcare provider or pharmacist if there is something
you do not understand or you want to learn about trazodone
hydrochloride tablets.

What is the most important information | should know about
trazodone hydrochloride tablets?

Antidepressant medicines, depression or other serious
mental illnesses, and suicidal thoughts or actions: Talk to
your healthcare provider about:

* All risks and benefits of treatment with antidepressant
medicines

* All treatment choices for depression or other serious mental
illnesses

1. Antidepressant medicines may increase suicidal thoughts
or actions in some children, teenagers, and young adults
within the first few months of treatment.

2. Depression and other serious mental ilinesses are the
most important causes of suicidal

E_i_— thoughts and actions. Some people
302613 suicidal thoughts or actions.

may have a higher risk of having

These include people who have or have a family history
of bipolar illness (also called manic-depressive illness) or
suicidal thoughts or actions.

3. How can | watch for and try to prevent suicidal thoughts
and actions?

e Pay close attention to any changes, especially sudden
changes in mood, behaviors, thoughts, or feelings. This is
very important when an antidepressant medicine is started
or when the dose is changed.

Call your healthcare provider right away to report new or
sudden changes in mood, behavior, thoughts or feelings.
Keep all follow-up visits with your healthcare provider as
scheduled. Call your healthcare provider between visits as
needed, especially if you are worried about symptoms.

Call a healthcare provider right away if you have any
of the following symptoms, especially if they are new,
worse, or worry you:

e Thoughts about suicide or dying

e Attempts to commit suicide

e New or worse depression

o New or worse anxiety

e Feeling very agitated or restless

e Panic attacks

e Trouble sleeping (insomnia)

e New or worse irritability

¢ Acting aggressive, being angry or violent

¢ Acting on dangerous impulses

» An extreme increase in activity and talking (mania)
e Other unusual changes in behavior or mood

What else do | need to know about antidepressant medicines?

Never stop an antidepressant medicine without first
talking to a healthcare provider. Stopping an antidepressant
medicine suddenly can cause other symptoms.

Antidepressants are medicines used to treat depression
and other illnesses. It is important to discuss all the risks of
treating depression and also the risks of not treating it. You
should discuss all treatment choices with your healthcare
provider, not just the use of antidepressants.

Antidepressant medicines have other side effects. Talk to your
healthcare provider about the side effects of your medicines.

Antidepressant medicines can interact with other medicines.
Know all of the medicines that you take. Keep a list of all
medicines to show your healthcare provider. Do not start new
medicines without first checking with your healthcare provider.

4.Trazodone hydrochloride tablets are not approved for use in
children. Talk to your healthcare provider for more information.

What are trazodone hydrochloride tablets?

Trazodone hydrochloride tablets are a prescription medicine
used to treat major depressive disorder in adults.

What should | tell my healthcare provider hefore taking
trazodone hydrochloride tablets?

Before you take trazodone hydrochloride tablets tell your
healthcare provider if you:

have heart problems, including QT prolongation or a family
history of it
have ever had a heart attack

have bipolar disorder

have liver or kidney problems

have other serious medical conditions

are pregnant or plan to become pregnant. Trazodone

hydrochloride tablets may harm your unborn baby. Talk

to your healthcare provider if you are pregnant or plan to
become pregnant.

* are breastfeeding or plan to breastfeed. It is not known
if trazodone hydrochloride tablets passes into your breast
milk. You and your healthcare provider should decide if you
will take trazodone hydrochloride tablets or breastfeed.

* have taken a Monoamine Oxidase Inhibitor (MAOI) or if you

have stopped taking an MAOI in the last 2 weeks.

Tell your healthcare provider about all the medicines you
take, including prescription and non-prescription medicines,
vitamins, and herbal supplements.

Using trazodone hydrochloride tablets with certain other
medicines can affect each other causing serious side effects.

Know the medicines you take. Keep a list of them and show
it to your healthcare provider and pharmacist when you get
a new medicine.

How should | take trazodone hydrochloride tablets?

* Take trazodone hydrochloride tablets exactly as your
healthcare provider tells you.

* Trazodone hydrochloride tablets should be taken shortly
after a meal or light snack.

* If you feel drowsy after taking trazodone hydrochloride
tablets, talk to your healthcare provider. Your healthcare
provider may change your dose or the time of day you take
your trazodone hydrochloride tablets.
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