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1.5 EJFUULZE R ORGHE K OB 38 Ok
—W4  TF Y = RIRVET 1 — )L 7 < VI K FnY)

BREXUVEMAZE &

ATE T3 2 W5k M OV PR 2 LA R ISR,

MERUEMAE FREEDERA

COPD chronic obstructive pulmonary disease : 2P ZEME fifi < i,

LABA long-acting B,-agonists : = IFFIVERM: B, Hilv4 5

pMDI pressurized metered dose inhaler : JIEZE R W A%

SABA short-acting B,-agonists : FZRFRHEITER P B, HITE

A a— R TFYV = RERVET 10—V 7 < VR K I & RS L 7= W A

B =tz F7—" HEMERY RN

RIGHE Symbicort Maintenance And Reliever Therapy : AH| % #EFp#IE L L CEM

WAT % Z LITMA T, BIERESE & U TUERIETURF ISR A 2B
ISERREY RS




1.5 EJFUULZE R ORGHE K OB 38 Ok
—W4  TF Y = RIRVET 1 — )L 7 < VI K FnY)

1.5.1 2 MBFE DR
1.5.1.1 [F LI
YA a— R® BREATaA REITHLTT Y=L, B, ZREAEE (LLF IR, #

ﬁij)fﬁéTW%Tﬂ%w7vwﬁ Ak (UL FALETr—L) ZERE LEWARITH
Do YAETA— L F —Eand T3, HEHKEBAL (F—Eang T7=") 254 2L
TEHWMAKITH D,

7T = ROWAFNE B AR Z G Tt {44 E TRE M B OTREIK L U CKREZRGE L TWD,
AARTIH LI a— F% —Eandt 57— (1999 4 6 HH&R) KOV I a— KNI ARK (2006
H7 A& NS Tn5

ﬁw%TD%wi%ﬁﬁﬁmﬁﬂb%ﬁ%(HTTUWAJ)kLT&%HH%ﬂT%D\%A
&5#5&\W%%ﬁﬁﬁﬁ%@%ﬁm%ﬁ%&ﬁ&@ﬂﬁ%#f Dipd &b 12 BRREN
Bt 5 L ML 55, RALETE—LOWAKITHS Oxis® Turbuhaler™/%., &/& 3 &
DX MEPAZEME R (LLF TCOPDJ ) fﬁﬁﬁﬁ%%ﬁrh®%%%éwi%m%@mk
U CTHERASE CTRRBZHUG L TV D, AFRTIERE A A 0 PAZEM: R E (2 55D < BRIEIR 0 B 2
WIGIE L LTRRENTEBY, fams7 by 27 L LTT7 A7 7 AR SN TRENT
WD, KITRHAFNIARAGRTH DA, COPD (CESL FEIEIRDOEMAZZIRE « ZhR L LzZ—b
A T—ERWTERAF] (BG4 T4 —% 2 22 —Eand 7= ) OERLLRER AR
iz 20 = P T

YAt a— NI, 7T V= ROFRIENR E . FET v— L OBGE ) D FERE I 72 K YRR
HRICEIVEE =z ha— 2 lETLEATHL, VAT — M —Eand T—%, JEX
Wi & ORI L LT 2000 FIZA Y = —F » THID TERBI NI, WHNTIET T Y = RIALVET
n—/L& LT 80/4.5 g, 160/4.5 ug. 320/9 ug ® 3 SOFLELORFINHES N TEBY, #lE LT
1@%5%§%m;1@@%Af7?yzﬁmo%\ﬁw%%u~w45%%wmﬁéoyAH
O— h =B o T—ik, K& LB COPD OEEHKE LT, 2012 4 4 ABIE 117 »[H
THAREIN TN D, HKTiF TR (BAART v A R ORREHIET R AR, HIE A D
OFANMERGE) | ZHIGAEE LT, 2009 4 10 A2 160/4.5 ng Al (30 WA &Y 60 A
&1 28 ORSERGAREZEIG L, £/ a8 a— M, pMDI OnERE ErE kA
%%, pressurized metered dose inhaler) ZW{ AT /A AL L72MBFIE L CTHBEINTED ., 2005
FEIZAA ZATOERED L LT, ¥ —E o T —HH L REEICRE M E KON COPD Dbk
%&Lﬂ‘2m2$4ﬂﬁfﬁﬂa6ﬁlf% L& TW5

3N D ORI, KOBER f@aﬂz%&()\%ﬁ@?%%ﬁﬁﬁ TEHBNCE 53 D HERTR R
ik\%ﬁﬁﬁﬁ@f%ﬁ%%ﬁm CEIRFEE I 2 BAEERERIC KA S s (B 2 ¥ 2.5.1.22
ZH) . VA a— MIMERREEK S L TEROAR T, MERHREE S L TEMRAT L Z &
(N Z THERFEBURFIZ T ETR IR & U CEIRFI A Z JBINTYT 9 1A% (Symbicort Maintenance and
Reliever Therapy : LA [AJGHEE) ) &L LCOBHAMNAEETH S,

HACHEARINTWVWAY AL I — M —FEan~d F—OKE M EIZRT 2 B - HElT
HEFFIBIE L L COEMMEATH S, AR, A TARIBEEE LTCOME - AEOAREZ IS



1.5 EJFUULZE R ORGHE K OB 38 Ok
—W4  TF Y = RIRVET 1 — )L 7 < VI K FnY)

T O DR ZED, TRRONA TEHKMRIERITAGEFHE - MAFARRGE (LIF K
HIEE] ) 21T DICE o7, HEEXK I3 B A 5%

Lk
el
ON

o

x 1 VLEQA—FE—EaANA S—DERXRRAUERTADERE-MMERAZHFE (THRE

ZiBm)
FIGE S H* YAhbEa—hE—E g T— 30WA
VA a—hH—E oA T— 60 KA
EIERIEIE S KSR (BART 1A RHF| K O R EEh R AR, HI A o OF F 23 2
R GE)
M- & W RS, MEERREE LTI E T RA (7Y =RELT 160 pg,

RVETR— LT VKR E LT 45 pg) & 1 H 2 RIRARERLGT
Do 7B, JERITS UTHRET 228, MEFRFIEL LT 1| Hokm&EIT 1
M4 A1 H20E (BFF8WA: 75 Y=FK&LTI1280 pug, HSLETT—
T VKR & LC 36 ug) £TET D,

FEFFRIELE LT LB 1 MAHDIWIE 2 AEZ 1 H 2 FEELTCVNDEE
L. FIERBRFCABIOEHWAZBINTITY) 2 N TE D, RAIEHEEE
BEIINZ TR AT D500E, FBIERBIRFC 1 MAT D, Bt L
TOHRENEFET 2B, SHIBENT 1 AT S, HEOSL TS
NEY T, 1 RIORIERBUZHOE, FROWMAETET D,
HEERRIE LM AZ BRI LEAAID 1 BogEElE, @i 8 WAETL
50, —ERIC 1 BAEEF 12 WA (7 Y =F& 1L T1920 pg, HILET
0 —)L 7 <LK L LT 54ug) ETHERETHD,

* T ERARNTT Y = R Tr— e LT 160/4.5 ug T, 1 ARH 720 OB AEEAS 30 [0 K O 60 [E 0D

U

RBAMTIE, vAEI— M —E o~ T—D 160/4.5 pg BANZSUV T, COPD DHERFEE
L LT oRRIE 2 B L LR s AR E - kR i 2 2] £ I o
770

1.5.1.2 REAREDER EDER T

AVRFET, B IIAA O E WA TRE e Z a2 e —/L L, FERIFEBLRFIZ IR AR
FAPE B, HIELEE (SABA) %5 DIEAEIAIRIK L [FkE O AL TAA Z B AT 5% G51:TH D, IiE
IRHBFIBMBAT D Z Elck 0, @y A I 7 TARBEIOEENAGEL 2D, RLVET
0 — /U X AR ER S ES RIS A2, 77 Y = RIC X 2HRIEREORIL NI T 5, A
7 BIREENTHIR SN TEBY . MEEENH EL TWAHETH, A8 XmElICBiT 58
HABE DS BLIGIR ERE & 72> T D, RIBHIETIL, WEJER OBEAVIZIE UR DB CHIRIE
WChHr7TV=RFREEIMEATL2ZLI2EY, MEar he— L a2dE L, SMEEORBUE
FE M OVESEE A BT D 2 & BN HIRFTE D,

WAARAT A L LABA OOFFIC L 2HEFFRIEIZ SABA ZRIERHICEINGE AT 2 1EkD#
kL OHBIZBW T, AIBEEICHIE SN AFSE 2 DL TFICER L,



1.5 EJFUULZE R ORGHE K OB 38 Ok
—W4  TF Y = RIRVET 1 — )L 7 < VI K FnY)

o i EIEALDIRMEAFE D B I T= B i TAKI % @bL%%¢5 LTk, APEREOIRH
BEE AWV T2 E L BICTOREEZBH L, BRAOAT oA FEOFEHCAR, KEaRFEE
oz enTEs

o AFOHEIZRIETERFICOAERE SN, BEOIEROREIIG U THEBSNDZ b,
AT aA ROBBEEEORD K OEANZLH2HEEZO Y A7 BENPHREIND

o  SUERIETLHERFIZISIT D SABA ~DIBE DIRENERET b, PIRIERBENA 512725
A7 HBHTED

COXDITKRIBEFIEICL Y IBREEROAT oA FAMEZRU D & & Hic, BIERFERIGRE

W52 70, AMEEORBL 2L IE5 2 &#%ﬁéhéo_hgwﬂm Ereety e
K OV 2 2 fast U 7o g AR R RRBR CRERE S v TV 5,
72 BAIRIRIE DG RRINLE ST OFEAC W T, 552 568 2.5.1.2.3 JH|IZFEH L=,

1.5.1.3 GEREAFRDIELE

AETEHETVLAEa— M —Eand 77— (LIT TAK ) OEERBEEOMKZ R L, KD
TARBGIEICET 2R ROBHEEZ R LTz, RBAKRGEICR L L7 T Y= RiALvEeTn—
JVBLAFN O BRI K OFERGER D BAZE 1T T L T 2Ly,

1.5.1.3.1 ANF) 0D 265 PR B 3 0D R B

BRI 12 35 1 2 A F| D PR B 5 D BERE
SEXMEOEMEHICBITA2WMAAT oA RE LA LABA OUFRRIEDA AMEIZZ O
IREEFRRER DN HRE STy, ZREO3EAZBEICB AT H Z L1 LD IREEOME T &
UL - HEORYESF AR SN TV, ZORMBEIXW NS &2 F— DWW AZREZ N L THRE5T
LZLICEVRETEDLEEZLN, TAMIH BT AT EXIH) ICBWTRAAT B A
K& A LABA OAHITH 2 ARKFN OB NG S vz,

AANESUE SO0 B O RV FIEL LT, BN O EFRAES RUT & 0 20004E8 HIZ A Y = —F
CTHR T TR S iz, 2Ok, BOHNIZBO TR 201k CIBIIERS 5 2 b,



1.5 EJFUULZE R ORGHE K OB 38 Ok
—W4  TF Y = RIRVET 1 — )L 7 < VI K FnY)

x 2 YLEQA—FE—Eanda S—ORMBEZRARIC L 2EEDORERE

AR ARNE

2000 4 80/4.5 ng. KU 160/4.5 pg BHIH 12 sl L O FH DR QRN E S B O HERF
TR L UK (1 H @ & 640/18 pg)

2001 4F 320/9 pg BHIA 12 oL EOHFDER ORANKE 3B OHEFRHRIEK L L TiB
TN

2002 4 80/4.5 ng BAIA 6 kLA b 12 FEARTE /N &UE SO B OMERFAIIE & L CIE N
TR

2003 4 1 H s 1280736 pg 23 12 kLA B F DA J O SUE S 2 OHERFIRHRESE &
L CBIIAGE (80/4.5 ng, 160/4.5 pg, TN 320/9 pg HiAl)
18 kLA E DR NIZIS T H1BMEPAZEM PR (COPD) DI BANARE (160/4.5
ug. KON 320/9 pg BAl)

2006 4F AIEFEOBINARE (80/4.5 pg, KON 160/4.5 pug HiFH)

(RIBFIEICB T D 1 BHigmEix, @5 1280/36 ng £ T, —KHTHILIL
1920/54 pg % THHE)

A (5 AHIDOERER RIS O HERE
AHIOWESN TOERBEZ T T, AT 20 L0 RAKE L EORERHAR S LT oK

REFE B L7 BRI 2 DA LT, AHUCHB T BRI Sy m — VI3 T O Y Th 5.,
o RAIDHE T HHIHIE K O # 5 7BR

o HRNETE—IRSOEMEHKLE L TOHEREEZHNE LA LET 72— LR AA|ID

I EA IR
o TTYV=FRRAAET AT 4 U EARIOGHZ IR & U7 ARAFOF T AH R
o AKAIDEMELGABR

2D DEFIRERBR ORI D & | A 160/4.5 pg FHID 30 W NI K& O 60 W AHH| o i

ez 20 = [0 P T, 2000 4 10 A 16 BICER ARG Li-, AICBIT 5K
TR BT 5 BURBI R OB ITKIE A B RO = &,

1.5.1.3.2

AEEZOREDRERE

A GEICET DB ORI A 1ITR LT,
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1 AR GEICHT 2REDRER

CTD

SHAERT
EES ABRIER

BAANREXMEBBEEENRE LEERRR (ERLRRABEEED)
53.5.1.1 |95 A B R EERR
5.3.5.1.3 | @ A EAAE MR
TNTE Y v OFREE
b U 7= 3kBR
NEAREXHMEBEERRE LIERRHAR
B | 53.5.0.4 |55 00— B SRR
IR | 5.3.5.1.5 |36 1A 5 5 Wbk ek
53.5.1.6 |95 NI B REERR
53.5.2.1 |5 M A —7 3Bk
5.3.5.1.7 | MR 3G R
5.3.5.1.8 | MR S AERER

53.5.1.9 | EAAMERR i 19l ol
B oI A 2T

53.5.12




1.5 RUFUUTSE R ooR R OB D fth
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BHCEITAAESEORREORERE

AIGFIED 2 27 NI WS CFE R S 7o &AM & OV MR TR ICmE S T
T, TNHORERTIT, AFIEZHERREE LTI H 1IRSUT 1T B 2B A L, FICHEERBR
IV A a— FEBMCTERERA L, SRETE, MREREE LTEEHEOWMARATBA R
/LABA G (KFIHH NI T o F @7 VT h ) /TR IL AT a—LOEASRA
) . HOEWNTEHABEORAAT A REFIOWTINIT SABA XILH/NVET o — L EIEIERE
LU THERRAL,

AVEHIET, BEAEOWAAT B A R/LABA ffH. KOEHEOWART oA RHEA| L g
LTANTHDZ EWNRENTZ, KIBEETIILVIERARCLY BiFemB oy bo—Ungs

WA Z2 BRI LB 7T Y = REOVRVET 0 —/ L D5y DR RN H T,
F 7o, AL OGS O FEIERE & [T A e HERF S vz,

INDHORERTIX, BHE O SABA OERFLA LRI, M EBIERFE D & - BRI EIR RS
R AT S L OHE L, “EEMRRBRTIL. AF AR EERBIRBE A s ETR IR (RFH.
SABA 5 WIRNET m—/V) ZIH Lo, BNEE CIIHEFHGE & BERERADOAEIT1 H 12
[BlE COWANZFREE BUE LTc, RIGEEZ R Lot OBRTix, AFD 1 H OZERFR AR
BUTFRBRB OFE) TR 1 MATH o7, TRTORLGEIZBNTEH, 1| HOERRAREN LN
HEOITITEAERL . XHBEE (SABA XIIA/NLET 0 —/LOBERIRA) &k LT, KIBEED
14 D BRF A RIBUIE KD > 72, FBERFRARBEB L NVEE IV ETHY . b 0EE
BN A & BHENZAT > T2 R RR S 4T,

AIRFIEIZ OV T, 2006 4F 10 A 2N THAZRGEES N (Mutual Recognition Procedure) |
DIAGBE Tz, 2012 4F 4 FHIAE, 101 DETHER SN TND

AIBIZH 1T BRAREOBERE

AFINC I 2 AIRIREOBRRBRFIZ OV T, m.&] %ﬁé%& JE B O VBBRAH

REAT ( . 2o
_@HJJ BT, ma HTELNIZBEIC
Eox I - 57 7o, A ORERHR SR & LT
DRYER TR 21T > 124 ATRBEEICEET % BSE & FERa L, zo|$|ﬂ B
2501 2 5 F o BT %17 - | N . s> <.
. AR CE BN SIS

TR0 7T LERE LT,

Alal, AFRICBT DARIGHREOARES 2 AL LT, HEME kR (GL8 D589LC00001) .
EHEAAMRER GLER D589LC00003) . WNZ HAANRE XM EBEICBITAT VT XY D
ﬁ@@%@%btﬁﬁ(M@UNWM)@ﬁ3ﬁ%%5$kﬂaiﬂ%%%%ﬁ% ey TR DY

1.51.4 KBEIZBITAT—2/\yr—

AR CTHER L L TRV S BRERRBE R 3 (R, AR TR, RIBIRIEDRET — 2 2
185007 LUF OB R % SR L LTI

o  KIREIEZ MG L3ER . HARNGE I BAEE %2 & T EFR R 28 AR bh i alhR 1 55k

(FHR D589LC00001) K ONHgA oD B8 TLAA bb il 4 3Bk (FABR SD-039-0734. SD-039-
0735. D5890C00002 &% T} SD-039-0691)



1.5 LR T RO B OB DR f
—f%& 7T Y = RIARVET r—L

o EHEAEMERER  KUE S EEE A RGIIAR O R mMAE (KA 160/45ng 1 B 12 %
AN) OEFVEZRG Uz 2 BBk (HEWN 1 3B (B8 D589LC00003] | #sh 1 ik [R5k
SD-039-0367] )

o AUWERE ZUHERER ¢ BIEIBHER L U CORA|DZZ BN OF 90 2 K8 SRR B D
B X RITRE U7 iEsk 2 3Bk GRABR SD-039-0702 & O SD-039-0693)

o AARANZEXIWMBBEICBITAT VLT HZY O ZBG L7235 - 3Bk D589LC00001
TR LE L THEH LT AT XY &, BARARE XMEEREICKRE L & Eoa3
Zhat U7z 1 3BR GUR D589LC00002)

10



1.5 RUFUUTSE R ooR R OB D fth
—W4 T Y = FIARLET o—)b

® 3 RABEICET IBERT—2/\v 75— GHEEHR)
SBREE |ZBow| =B e Bk - B8 ES
CTDEE |#hAm| 71 B 14515 %5 4AR8 HAR]
AARASEXBERENSM L - RAREER LR
D389LCO0001 | #MIAH | ~EEH, EEINL0) AH| 1A bid 20[ |
S35.L1Y | Huhths | MATHERM. SMEL AR + TR (10 /A £ T) ~
geob | EIEREE | KB KWEBE | A 1A bid 20l
(16 #Ll k) +FATHEY Y (A= and T—)
2091 4 0.4 mg ZERFR A (10 W A/H £ T)
(BAA 400 f5) | B H-HR8 - 52 R
ENERERAMRER
DS89LC00003 | #MIfH | —HE M, HANBA | #Repes 20l |
53.5.13 A |7 e A SUE S BB AFI 1 %A bid+SABA R A =
AT (16~655%) | Atk 20l
e S 25 {3 (MR IBN)
A 10 W A/H
TNTEY Y (F—Ea~fTF—)
0.4 mg 10 W A/H
PR (% BAMERER) 3 B
BAASEXBEEECETETILIZY L OENEERN L-RER
D589LC00002 | #5IIAH | HAEH. HAR AR TNTHEY Y (B—Ea~ATF—) 20-_
53512 e |7 r R S A s E 0.4 mg 1 WA ~
A==, (16 5% LA E) 17 % E—/L (pMDI) 100 pg2 WA 20l
FA 24 15 PG ; HER S
RABELRT LI BIVEERRER
SD-039-0734 | UK | ~EEH. SHELA AH 1WA bid 20fl |
53514 | gaphe |MATRERD. | BRAROUVEAEY + SEER A (10 W A/H £ T) ~
Feabt | FEAB | QEIWEBE |- AK 1A bid 20l
(12 % Lh k) + AL ETFO—L (X—FE a2~d T—)
3394 {3 4.5 pg ERFE A (10 W A/H £ T)
A 1WA bid
+ TNTHRY S (X—EandTF—)
0.4 mg FRFWLA (10 e A/H £ T)
Be G 12 B H
SD-039-0735 | #5IIF | ~EEH. SHELA - A 1WA bid 20|
535.15 Ak | WATRERL, | AR OVEAR + SEEER A (10 W A/H £ T) ~
geatt |EEAE | KEKMEBBE | LA a— A e e T 20l
(12 %20 F) 320/9 pg 1 WA bid
3335 43 + TNATHEY Y (A—Ean~gT—)

0.4 mg ZERFLA (10 W A/H F£T)
P RATFa—)U/TNF T
(Evohaler) 25/125 pug 2 W A bid
+ TNTHEY S (A—Eand TF—)
0.4 mg ZERFLA (10 W A/H F£T)
BE5HM 6 A

11
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% 3 KABEICET IERT—2/\v5r—> GHEEH)

HERES AERDE B TR A% - RE =i
CTD&EE |f@BHAm| 71> BNt (+4518% 25 HAR HAR
D5890C00002 | 4TI | i Ef#, ShEE A AH 2 WA bid 20l |
53516 | gy [WATRER. | RAKOUERM |+ ERBA GWA/HET) ~

gt |EEAE | fEswmERE |- saxro—zrgayy 742 | 200
(12324 F) J A) 50/500 pug 1 A bid
2309 43 + TNTHEY S (A—Eand TF—)
0.4 mg ZERFLA (8 W A/H £ T)
#H M - 26 W]
SD-039-0691 | I |4—7 >\ SAE A BERG 4 M E T 20 |
5.35.2.1 Hahve | EATEER, | RRAROUEES |- A# 2 WA bid ~
Jehte |FEKE | AEWEEE |+ s 20l
(12 5RUL L) PARATF O TLFH T (F g &
2143 {51 B A) 50/250 pg 1 WA bid
+ YT EE—N (T4 ATA) 02mg
CUEIRZE DO IEAI) ZRFR A
5 4 WHELBED 11 7 AH
(H EFHEE ATRE M)
AF 1WA bid X 2 WA bid
UE 2 WA od + EEREWEA
YN RATaO—)V/TNFH Y (T4 A
HAR)
50/250 pug 1 WA bid X 1%
50/500 pg 1 WA bid X 1%
50/100 pg 1 WA bid
+ PV THE—) (T4 AHA) 02mg
CUEIRIZE DO IR FRFR A
BeHWIR 12 7 H
BN MR EZUERER
SD-039-0702 | I | —E &k, SRE A AT N F—Eand F— 20 |
5.3.5.1.7 A | EATEER. | R KR ONEAR 320/9 pg 4 WA ~
geatt |JCEAIR | wEswmamE |- s se—n oMDpD 100 ug 16 A | 20
(25RELE) | g ap 5 43 RINEC 2 8100 BA [ B 5 R O° 3
104 f51] IR RS O ZTAM
SD-039-0693 | Ikl | ~mEk. PNEEPN DN A 20l |
53518 Aok | WATEERD. | R R OUERY 320/9 pg 4 Wi A ~
geapt | EHHR | KEXWEEE |- RLETo— (F—Eand T—) 20l
(12 7%LL 1) 9 ng 4 WA
115 % PG5 - 5 MR T 2 Bl BE# 5 LT3

IRE [ D FFAM

12



15 REJFCETE R oORE#E & OB IS O
—fh TV = RARVET a—)b

x 3 KABEICEAT BRKRT—2 /v 7r—2 GHEER)

HBES | SBOH| =8 R ik - AE =i
CTD&EE |f@BHAm| 71> 214 (45 %% 1 5 5RS #ARS
ENESRAERAMEAR
SD-039-0367 | HIRAEHL | ~HEMH, SHEIA HEFRIELS - 1l |
53.5.1.9 HER VA= AR ORERAER | - A% 2 %A bid ~
gedry |F—r— | SELREBRE | garas MEEREISE) il
R (I8~6550) | . k#l 10 B A/H
i 1441 FLEF O —L (F—Eand T—)
I HE 4.5 ng 10 W A
FER (= and T—)
BEHE (FAAEMHER) 1 BRE

bid: 1 A 2\, od: 1 A 1[5, pMDI : EXEEEFERAZ, RIBEE : VA a— Y —bBand
T —RAERRRIE S LCEBIRAT S & & bic, ERICE U CGEITTERR AT 2 1555
a  YRBIXEBSIEFERBRE LTHEE L, RERD I LEAANEZNETRLE,

KABROMENT % L FIoRT,

[EI B 2 [R5 T FE 85 5 M kb ica B D589LC00001 Tik. A KOS (77, ik, K
I O NGE B BREICB T D ARIREED 12 1 AREEOE MR L e 2 AKFIOHE
ERAE (160/45ug 1WA 1 H 21E) +T7 VT XY o Z—Eand 7—OFERERA & BT L
2o ¥, KRBOLEBSHBBECHEAENTEZT AT Z ) v — and F—[ZERNKRERETH
5 Z b, R D589LC00002 T H A AN RE 3 B EBE 2B 2 A EL ENTHER S
TWAHH LT ZFE—/L pMDI & it L7,

WA IIAR — E S M it SD-039-0734, SD-039-0735 & Of D5890C00002 TlE., AN OVE
FHIRE I B BE CORBEIEOG ML 2%, 3Bk D589LC00001 & [ U X IiTHE/e 5
HMEFR B, BRG], Heloo BRRE CHla U7, MBSV IR S ML AR SD-039-0691 T,
ATEWE & B B OMERF B2 08 L722s & 12 4 A5 U= DA 01 R OVZe e 2 B L
776

A CILRAMESUE SRS 2 38R (AU SD-039-0702 K& (F SD-039-0693) 128\ T, v AL
TI— fF—Eand T—ORERFEELE L TORMEROLZEEZ R LTZ, AROBEETIE,
KRN OBHE « R L L TEHEDORAMKE SIREOIRRZBMT 52 L2 HE LTy, L
UATRIRIE CIIARI BB ER E LCTHERAT 2 Z 805, AFIRBRADREICBONTHREX
JERVER 28T 20073 AICTH 0 . BHEIICEITHW D RIERHIE & L i A EE 72 KA
ThHHZ EERTEDIZ, ZTNHDORBREARBFICEDHZEE LT,

Bk D589LC00003 T, HARARRANSRE W BRBE AR Z 1 Higm 12 WA TRE LS
BDOBRRMEEMER LT~ F71-. WFSRER SD-039-0367 Tl., MARE LB ERFICAKEZ 1 AK
B IR2WAETEREG LIESGEOREMEE MR LT,

13



1.5 LR T RO B OB DR f
—f%& 7T Y = RIARVET r—L

15.1.5 ERERRAED b A=A EEZDHFHERUVERME
1.5.1.5.1 EOHEDOEHN

HARNEBE %28 0RE S BB 2 3B ICARTRR L & ft L 7 EERIE[RFER D5S89LC00001 T
%, HERFAE L LT 32009 pg/H (KK 160/4.5 pg 2 1WA 1 H 2 [A]) &5 Lzt & OARIBFED
Btz AFIOFR CHRHARICT VT 2 ) 2B AT D18 EE TR E U CHlmat Lz,
o  TEIMEEHE THHYIEEELAMEMEE COMMEIEE L LZiHMEICES< &, MART
a2A ROBEMIZIPDLOLTHEE T ha— /L343 TROVEFIZEW T, RIgFRIETXR
RREHE L TR B Eay hr— Lz Rr LT,

o  RIRWEIEIC XV, HIRIEAESVEEE £ COMRM O HRIGE & g U CREH A BICHE
U7, FARBHFIEIC X 0 RHIRIEE & i U CRaMEEO RN L, SaMEEs
B L TZBEEOEIE IOV THED BB b,

o  LEEIHIEE THE® LN ARROMEMMEIL, BN AR, ey hr—LcBET 5
P, AiiiRE 72 & ORIRAIFEMIA H OFERIC L 0 BT b7,

AR DS8ILCO0001 DFEFIT, HEFFHE L L TAK 160/45 ng 1 A1 H 2[R ZH G LIzL & D
ARIBHEIEDOF M VL2 2 e L2 —FE Sk SD-039-0734 & Y SD-039-0735 Dt
IZ X o TEMT BN,

e Bk SD-039-0734 TlE, HEFFHE L L CTRHBEOARAF +SABA XIXH/VET 12—/ LERHL
ANZXIREIEEE LT, AFI+SABA X(IAR/LET u—/ LERG A L LT, RIGEEIC
V. PIROBEERMEEEE COMMBHIFICHERICIER L, E 7 HERNHE M
WCAHBIIET Lz, thoBFZMEOFEE B IO THRERE XTI LY BREFRIRI LN
77,

o R SD-039-0735 TiX, HEFFHE S L CHEMHEOARA (3209 pg 1 B 2 [E) XFHHED
PN ATa— T NVTF TV (50250 pg 1A 1 H 2 [F]) +SABA ZRF A % X PRI &
U7ce SPRRBE L Helt LT, ARIRIRIEIC K0 . FIEIOBHE SIS £ TOMM A HE 7RI
AEIUEE L, FEMERERFEFNICABRICKRT L, toGMEOFMER ICB W TH
RIFRE D ER A BT,

WA R BUER D5890C00002 Tld, HIEE N m WIRE 2 X5z, MFFHE L L TAA
160/4.5 pg 2 e A 1 H 2 [l (640/18 pg/H) &5 LMD AL, BAREBHEDO T LA T
a—)L/ZF A (50/500 pg 1 H 21[0) +SABA B A &% fRiAHR & L CHulhiat L=, 4
6] D FEIE S MEHE I F COMIRNIC O\ CHRIBE CRBREE O EAA 2 D v, ARTEHRE I B E i e 5
DA BB b~ 7o Tz,

HEFFH BT Z ATRE & L7-3Br SD-039-0691 TiL. Al BEAE MR & ¢ IR & OVEAE
SWEHRERE OGN T 2 ARIBIFRIEONRIL, FHEO Y VAT o — /T )VF TV (50/250
g 1WA 1 H 2B +SABA IZ K DIRE &l L CTHREICE > T,

LB B A R OFME AR S B A S RIS IR 2 et L2 BRI DG R 6 | Ttk
ITONTVDOWMART v A R/LABA |2 X DHEFHAR & SABA (2 X DFAFIRH & il LT, KJG
L CITEE AN EORE 2 A/ BICIE 35 Z LB RS,
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1.5.1.5.2 ZE2MHEDERN

HA N 2 & U8 S BB 2 M BRISARTBIRIE 2 et U 72 [EIER L [FRUBR DS8ILC00001 (2
BT, KIGFEFETRE SN2 TOREHRS, ECRCRHCUSOEBERAFFLR, LI
G- PR S A FRRORIMEIL, AF+T L7 2 ) UREL L ThRRInoTe, £2%
NOOEEEGOMME, HEBEE K OEEEICOW T, IBREEMICERRICEE 2232 b
o le, MIBFEDOREVEIRGTHY | FH IR OLEMET 1T 7 A b PRI L0
ZRME EORBITRD 2o 72, R CTH BN ZRMEOR RIT. RIRHIE & Bat L 72
PRFRBR (U SD-039-0734, SD-039-0735, D5890C00002 f Ut SD-039-0691) (Z&\WTHAF T B
2o ABFIEDORENT v 7 7 A WATAFI OMERFRIE SOIRER DIBHIE LR TH 525, Wi 5.5
EOAEEROFEHRIIE N B2 BT,

FIZEER D58ILC00001 (23T, HARAN M OSMENBE TR 2 AKIGHRIED Z 2R RIZH
SWREZHENIRIN T, e, AARNKE S ERBE IIAIGRIEZ 52 R E THEmE L L
ORI RIFCH -T2,

Bk DSS9LC00003 (23 T, HANGE e BEE Z R RICAKIZ 1 HH7-20 12 A (1 H
- OEEAE) & —FICERALEZE A, ARMIZIBRBHTH o2, RRBROK I, ok
TEM S - A EEAATERER SD-039-0367 (2B W TENIT b,

1.5.1.6 AFIZE T2 HFBHNEEUNDRAFIRNET

1.5.1.1 THIZFEHEHDO LBV, A TIEAFID 160/4.5 ng BANZSWT, COPD OffERpERIEE LT
DA% Hi & U iR s s maR e 2o« [l iciior. =
EHRLNETB—LDS = and T—5HOEBRAR (R4 T4H—F 2 —tan~g
F—"] ) 122V T, COPD T3 < SRR DREME % BIRE « AN & U 7o [ 58 5 B R 78 KRR i
oo = icto T
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AstraZeneca &

F1EH BHEEFTHRERRUVOAIXEICEAT 1R
—WE L . T = RIRAVET v — L 7 < LR KR
e : Il

1.6 SNEIZHITAFERAKREEICET H2EHN
SLEOQ—RA—Eangs5-—"

BEHAEmEICH L TARFHIFEELEE L TEHMAT S EICTMAT,
RIEBEEL L TERRERBERICERRAZENTITS AEE

ARERHNIFLH S NG BUTARDMERNNL T A b 7 B R W RASAEITm IR L £ 3, SO FaioK
7R S KER OB ZMICHTRT 2 Z L I3E TN TVET,



1.6 AENCIIT DR EICB T 5 &k
—fR& . TT Y = RIARVET 1 — )L 7 < VR KR

= 15U 2
1.6.1 2 NS Y G X iz Ry S TSRS 3
1.6.2 F E E DD R T S D oo ettt 3
FB R
= 1 BAEEEICEFAVLEaA—RFE—E a1~ S5—RU pMDI &F|D &
R T ettt ettt ettt ettt ettt e, 3
= 2 SLEA—FE—EaNAS—DBNEIEEDRGTXEDHRE BRM) ........... 5
= 3 SLEO— b pMDI HEDBNAETEEDRAXEOME CKE) e 12



1.6 AENCIIT DR EICB T 5 &k
—fR& . TT Y = RIARVET 1 — )L 7 < VR KR

1.6.1 NEICE T B ERRKER

VAEa— ROZ—Eant 70 (LIF, RAD (X, 2012 4F 4 ABUE, K& EIREIK L
LCHE, Av=—Fr&&t 114 BET, £z, BIEAEERZEER (COPD) E#HEE LT
106 7 ETHEBENTND, At a— b pMDI A& LTk, &M EIBHFIEKE LT 26 H[E,
COPD {f¥f3EEL LT 6 WETHAR SN TS, WA TZEEICBIT H2AA LN L 2— | pMDI
RIFN D AR OFEM &2 FEE TOARRROEMEZ R 11TR LT,

x 1 BAEIEEICE TSV LED— 2 —Eand 5—RU pMDI HEIDAZRIKR

E4 BR5E4 AEREAH
AT = —F Symbicort mite Turbuhaler, 80/4.5 200048 H 25 H

micrograms/inhalation, inhalation powder

Symbicort Turbuhaler, 160/4.5 micrograms/inhalation, 2000 48 H 25 H
inhalation powder

Symbicort forte Turbuhaler, 320/9 2001 &£ 12 H 28 H
micrograms/inhalation, inhalation powder
HE Symbicort® 100/6 Turbohaler®, Inhalation powder 2001 -5 H 15 H
Symbicort® 200/6 Turbohaler®, Inhalation powder 2001 %5 A 15 H
Syrnbicort® 400/12 Turbohaler®, Inhalation powder 200343 A 20 H
K[E (pMDI #51) | SYMBICORT® 80/4.5 2006 4E 7 A 21 H
SYMBICORT" 160/4.5 2006 47 H 21 H

AEKGEET 2 B L T D ARAORE SN BTk D515, Thb b AR ZHRRE S L
TEBRAT D Z LI T, FERFEHRFICEA TRAT 56 E (LUF, RIERIE) (22501 T
(T, 2012 4F 4 ABIE, 101 WETERINL TN D, £ 1 TR LA EEEICI T 2 ARIRHRIED
ARAT, AU x—F 232006 4 11 A 2 B, 3E7 2006 45 10 A 9 Ao, [N
|
I

1.6.2 TEEDRMTXENHME

AFNOWNFEE (AY =2—F  ROEE) (28T 20 LEFEOMELR 2 1TRT, v b
' = — bk pMDI OKEIZB T DU LEOME L F 31T, FOUIRSER L LT LT,

AAENIHES TIE T T Y = RIARVET 0 —)L 7 < VEREE KR & LT 80/4.5 pg. 160/4.5 pg.
320/9 ug @ 3 SOEAHOBHFINIGE SN TV D, KAE MBI D HERRE & LT 3 fA)
ATTH, ARIRFRIE L LTI 80/4.5 ng LN 160/4.5 pg THINAB SN TV D, £72, 1BIERHZENE
P (COPD) DOB#IK & LT 160/4.5 pg KO8 320/9 pg BAFIN AR SN TS,



1.6 AMEICI T DR BT 5 Bk
— 34 - TF Y = RIRAVET B — VT < VB KN

B, AKFORTBLIZEENIASHOETIZOWVTIE, AU =—F 2 Tl delivered dose (%%
AP D R SN 3AE) NMELDNTREY, KEEIZERLZRTLERSTWVDER, [Fl—0HHA|
ThbD,



1.6 SMENCRIT 2 E AR I BT 2 &k
— 34 - TF Y = RIRAVET B — VT < VB KN

x 2 VLETA—FE—EanS T—DBENTEEORTXEOHE (M)
B4 AYI—F %E
Bk 5E4 | Symbicort mite Turbuhaler, 80/4.5 micrograms/inhalation, Symbicort® 100/6 Turbohaler®, Inhalation powder

inhalation powder

Symbicort Turbuhaler, 160/4.5 micrograms/inhalation,

inhalation powder

Symbicort forte Turbuhaler, 320/9 micrograms/inhalation,

inhalation powder

Symbicort® 200/6 Turbohaler®, Inhalation powder
Symbicort™ 400/12 Turbohaler®, Inhalation powder

S -
MR
A% -
Rt

e <2®H>

AFNIOERHRIE (BAXT v A B & REHERER, RBCEOOM) 2580 &l S h D TR 8
(ZR U DN B OREFHRIEZEIE &5 ¢
- WMART v A R &R AVERAR, R O ZRR A TEYNIZ 2 > b e — /L STV RVEHR

E

- MAAT v A FRORRFERNER, SO O CREIC@EINIC 2> b r— L SN TV D A

<80/4.5 (100/6)

pg EEIDH>

I AHID 80/4.5 (100/6) pg BH 3 HERG BAEE IR S 720,
COPD <160/4.5 (200/6) ng K U* 320/9 (400/12) ug WH| D& >

FEVEAMERE KRR 2 EM I A% bIERE2 AT 5, SMEBEOREEENH 5 EIE COPD
BE (FEV,<FHIED 50%) %14 2% SHERE

R <EHHF>

AFNING B OPEER A2 B XK L7 3AI T Ze v, AEFIOHEITE 2 o838 Z L2 BEOEEEITIG
CCHETDZ L, ZORIIKRANC L D21RFERBREOLL LT RAIOHERHEFRERFIC OB ET
5, AAICERERRERAEUANAOHEOIMANMLEREFICIE, AT a4 REIUIB, FED
KHAZ @Y 2 HE UG THZ L,

LT ERN S B 2 E RIS HEE L CABIO &2 Rl Z &, R/AERFRCERD 2
P — A NEHRICHERR SN TV DIHAEDOROAT v 7L LT, WART A ROZDIGELE X
s,

<80/4.5 (100/6) ug R U 160/4.5 (200/6) pg BHID &>

HAEITEROFE 2 ba— AR CX a2 R/INHEICHET S Z &,

A HEEEL R EHEEEE LTEHRAL, BEABREICINOERBIERAEAEXILEES
Aund, <£3%I>

HELE =

320/9 (400/12) pg

80/4.5 (100/6) pg 160/4.5 (200/6) pg

A
(18 %L b)

1[E 1~2W A 1A 2
(1 Biemns
1E4% A1 H2E)

1[E 1~2W A 1A 2
(1 Bim=:
1E4% A1 H2FE)

1ETWALH2IE
(1 BixEs

1mE2%A LR 2IE)

HAE
(12 mld k18
AT

LEM~2W A1 H 2 [E

TEM~2% A1 H 2 [E

1ET%ATH2ME

AN
6 WUk 12
AT

LA 2 A1 H 2




1.6 SMENCRIT 2 E AR I BT 2 &k
— 34 - TF Y = RIRAVET B — VT < VB KN

x 2 VLETA—FE—EanS T—DBENTEEORTXEOHE (M)

E% 2y T—FY | %E

1 B2EWATIERS 2 ha— L IR TWAEAT, 22 b — LOHERHICERFEERTERE X5
EENMITH D EFEMPSHIETT 25681, /AR E~OREE LTRA 1 B 1 BIRAL
HHETH D,

SRR EAMERE RO AN EEM L7541, EEERERELLL TWD EEXLND D,
e BRI A AT 5 2 &,

<80/4.5 (100/6) ug R Uk 160/4.5 (200/6) g BHID &>
FEAVEIRIEIR & L CRIO BRI ERMERE IR A FiR T2 L O BB 2EET 52 &,

B. #BF+RMELBEEE: KFEHBFBEELLTEHERAT DI EL LT, FERICHEC TERRAT
%, <80/4.5(100/6) ug KU 160/4.5 (200/6) ng HHID 7 >

BEITHERRIE S L TAAIZm IR L, A TERITH U TAR 2 ZRER AT 2, BIFEGEELE
LCHERT 2120 AAZH T 0 & ) BEZHRET52 &,

ARANOHERF + FEARRIIE TR TRLOBEEFE TEET D&

- Wi = b B VIS ARG TRABR RIS S B B

- BRI EFERVLE 2 2 50 B REEEN S - 1B E
?%%%ﬁETEﬁWATéﬁﬁmu%%K%@Lkﬁ%?%mowfﬁﬁﬁ<ﬁ%?é%%ﬁ%

HELEH &
80/4.5 (100/6) pg 160/4.5 (200/6) pg 320/9 (400/12) pg
[BIN MEFrEE LCTIRIIEALR | MRS LT 1 BT A1
(A87ELA L) [ 2MIUX 1 m2WATH IR | H2EUZ1E2WALTH 1

2 WA/R), BEICL-T 1
E2W A1 H2IME,

SERIZISE UT 1~2 W BN
(1 [ENZ 6 W A\ %8 2 CE
L TIER B0

1 BIRKRETEY 8 A, —
RERIIZ 12 TR AN & CHAm Al RE

(@2 WA/H), BFIZE->T
LE2W\ AL H 2IE,
SERIZISE UT 1~2 W A58
(1 [ElZ 6 W& A\ %8 2 CfE
LT 6720

1 HECKEIZEE 8 WA, —
REROIZ 12 WA CTHY & AT E

<320/9 (400/12) pg BH D FH>

AFID 320/9 (400/12) pg FANTHEEPRIE L L TORMEMT 2 Z &, MR+ FAEBFREIC AR
KV EHEORFNFIAATRETH S,

COPD <160/4.5 (200/6) pg K& U8 320/9 (400/12) g B#H D>

HETEFH & -
80/4.5 (100/6) pg 160/4.5 (200/6) pg 320/9 (400/12) pg
U?%HL) . 1E 2 A 1B 2 A 1E 1AL B 2

—REIGER <EHH>

Fepk BB

ElEE KT DR A YR - AR, Fe. PR E T B REREE B ISR 2 A L
T—HF 72, TT Y= REORVET B — VR BT RE CIERT D720, BEEFWMAEE TIIA
FIOWBFZEENENT S &2 615,




1.6 SMENCET 2 FIRIAR BT 2 &k
— 34 - TF Y = RIRAVET B — VT < VB KN

= 2 VLEQA—RI—EanA S—DBNEIEEDORNXEOHE (BM)
E% A IT—FY | %E
iR | 25

DIEE

TFEY =R, AAET =L IIR AN (DEOLEAEZEGT) IOBEBIE (FLAX—) A7
LERE

ZERUVERLOEE

BeH5 2R IET 388 THEZE L. 2ICHPIELRNWZ ERZEE LV,

AHNC EDIREBPENTRWGE IAKOREHIEHEEZ B2 25613, EMOZEEZIT5Z
L, MEENXIE COPD =¥ b m— AR SEITHEICEL T 258 EaE BN TN R S B0,
BAWEZNFMEIT) 2 L, 20X RGAITIIAT oA REEOME (ROXT A NEE4%)
DBENESCBYIEDFET DL AT PIAEYBEIC L AIRROLELE2EEST D Z L,
WAFHRIEIRIEIE L LT, A (BB 2 HEEF - RIEBEFEE L L THOTW A ERFEOLS) X
DR VE MRS IREER (AR 2 MERRIEO A THHAT 22 TOREDES) ¥ 5 &
5, BEERET AL,

FEIRD 2 NEE AR OMBEABEZL G ERBVICMATI LY, BEZIBET D Z L, RKFIO T
A CEEBRTOMEAE) ICHOWTITHREFEITo TV AW, BRI ZFREREKE UTHEAT 554 13E
RITIE U THATRETH DN, AFNTEMO2 PSR (B2 XEShRTICHEHT %) 2BML
LTV, TB5 BRI ORREMEA MRS RO 2 Z T2 2 &,

RN —Har ba—rEns, ARHOHAEEZRAICBET D I LE2BETLH L, 1GEE A
TSR T ABRIIIEHNICAEEETMT A N EETH L, ARlOR/INESAE SRS
52 &, BPERERE T E KRB E O BB L3R DL A LA IIAR OB 2 Bth L e\
Zl, AR L DBEFICEEREEMEOEERGOAMEMENRIT L L85, BEIITA
BEGT DL 2B RTHE BT, b LAAIFMGRICHEERS 2 ba— L s nnEld 58
BICIREEZT DI EET D L,

MOWAFl & FERIC, MAZRTZEHICHEBLEYNOBME L bic, [KEEENERZAZ 035
%, RELRENEHR LSS, AREZELICPIE L THRZERF L, LEIZSE THOBERAZLT
5k, RUESEBIIERFMERMEAE KRR RIS L, $<IZEET S,

WAART v A RERFIZEOEATEH, HICEHEOEHMBEGICLY, 25EANRRET LI &
NhHb, OATOA REHRZLEWMARTOA RTIEEFERITIRRE LIS, BExbhb251E
Hix, 7y o 7R, 7y v 7EH, BRI, DNEEOEFEHORERIE, &0
B AN, SRESTH D, o, EFICENTIEH D b0, KEMERUME, EIREE, R4,
D OYFR BN A E O TN LI TE~OIERRNH 2 (RN |

WAAT A RERMBEMHER L TCWA/NRIZE, EHMNREEOE=X Y V72T ENEEL
VY, BREDSIEIE L7-BA . FTERTHhIE, WAy e — AR X A R/INIRE TRART B A
FEHETAZEEZAME LEBEOFERMNEITIZ L, £/, AT oA FEEOSRRT v b ER
F#o) 27 ZEEICEETHZ L, S50, BIEEZPREBEHEMO/NIREICRETE L2 EE
THZ L,

BoHNTZT—Z TlEh 2 NEHMHRERROBENS, MATT Y = FOWEEEZ T2/ R OEDE
DREBLS DEASENCEAND BEF EA2FERTH 2 EWNRBEN TS, L L, BEOEIciZbH
RN —HEARRENSE (K0 1 cm) DEEIN TS, Z OEET—MRIIZIERE 1 ELINICRKELT
5o

BHLLYEDO Y AN EHTLRECIIAR 25 AR CENRET 256, FoEicx§ o E
ZEETLHZ L, NI T BEHHE 400 pg (metered dose') . FEALZ 1 HEE & 800 pg (metered
dose) ODOWMATT V= FRegkb LEEMESHBOBE, BEBICAEREEBIZRD NN T2,
AHE LV EWHETERE L0 SOWTHFRA 20,

O ORG N TEY WP S5



1.6 SMENCET 2 FIRIAR BT 2 &k
— 34 - TF Y = RIRAVET B — VT < VB KN

= 2

VLETA—FE—EanS T—DBENTEEORTXEOHE (M)

E4#

AT —F | %E

EH AT 04 NEREOFITERIC L 2BIBHEREEN DN DAL, AF~OBITIXEEICITY Z
&o

WATT Y= RICEDIBEORE T 4y MIBEROAT oA ROLBEEZERET L2 & THD,
BOAT A RGBT ULZEETHYHIMN, RIBHMERED Y A7 28T5LEZ20605, BOA
T A Rkt ORIBHSREEE ORI T YRR 02 AN H 5720, BRAOXAT oA NMEFER
HENWJANT T Y = RICBIT L725AE., UEBICh- 0 BIBEREREED ) A7 28 LT 28N
BdHbH, ZOXHGEE, FHKRTEH-TERE-RIERERELENNCE=2Y v 7T5Z L,

WARAT oA ROEAE, FICHEABEZB22AE2EMEALZHE L. BEICE K28
HICELZBENNH D, Lo T, EERYYESCHROTINED X ML 20 H 2HIMIZIX, 28 2
Tu4 ROBMEEZEETAHZ L, AT FORABZABICHELT L, 2HEIE 7 ) —¥25HET 5
ZENRDD, BMERIBSZ Y —BORER c KEIEIOXLHNFENTH DN, ARIE, ., RERED,
7. SENE. LD, MEAE, EER LV, RE, JEim)E, RmEESE D,

BH AT O A ROMFRIESCRAT T YV = FIZLAERITAICHIE LN &y,
BOFENSARAN~OBITHIX, EF AT a4 REAMMEL TR T L, &%, 8525, fHEOBIEIR%E
DT LAF—PE U AZBEEMEERABND Z 0855, ZSDIERIZIT. F OB/ 5% 4 B
I BHZ L, FHUT, K. FEE. EOLOIREEOERNFEE LI2HAIE. AT a4 SMEHAMH
LCARFTTHLAREMEZRY 2 &, ZOLIRGEEIZE. BROXT A RO—FRIY/2 &R MR
DG END D,

AfEl P HIED Y AT Zi/NNRIZT 5728, MFRAZEG®HRIOKTNZ2TICIIBELZRET D
Tl APERICEABEARRLEESICIE, BERRARICLKTHET IS BE2EST S 2
L.

A FTaFy—Ae) b, ZOMDIRSIZ CYP3A4 BLEHR L OPFRITET S Z &, ZRRAA]
BERGAIT, ARG EOFAERELE L OMEE2 TEDETELSBLZ L, 7 CYP3A4 [HEHR %
H LTV EBEITIE, AR OHMER - FIEIRERIEILED D,

FOR IR ERE . R MNaIE, BERIS, B0 U v A e, IE KRB B ZEME O AE. B 5ME R EIR
SRR, BEERME, BRE. RO, RittmEEe, HEIREAERIR, BEAELRESEDOZE DMOEE
DA RIRBEET DB, AAIEEERICRET D2 L,

QTc BN IERE L CWABEZIRRTAGAIREEICITI Z L, ST u—LoERICLY QTc
[BNEETDEENNDH D,

TEEH SUIRIE O iR RE DER « ANV AERENH LBE TIE, WMAXT 7 A ROLEEMERK
O O & FaFlid 5 2 L.

FHED By MIMCHRIC L 0 EERMED U o AIIEAE CSBZNRH L, B0 ) ¥ AMIE LTS 53
FIXEH Y v METERAZERT DA (9o FUoBEk, 27uA( R, FIRAI%E) & B, TEKz
T 2581, B, FIEEEO VY U AME T IERANER I N D AN H 5, BIFEEEE L TREX
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SUMMARY OF PRODUCT CHARACTERISTICS
1. NAME OF THE MEDICINAL PRODUCT

Symbicort mite Turbuhaler, 80 micrograms/4.5 micrograms/inhalation, inhalation powder.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each delivered dose (the dose that leaves the mouthpiece) contains: budesonide 80 micrograms/inhalation
and formoterol fumarate dihydrate 4.5 micrograms/inhalation.

Each metered dose contains: budesonide 100 micrograms/inhalation and formoterol fumarate dihydrate
6 micrograms/inhalation.

Excipient: Lactose monohydrate 810 micrograms per dose.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Inhalation powder.
White powder.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Symbicort is indicated in the regular treatment of asthma where use of a combination (inhaled corticosteroid
and long-acting 3, adrenoceptor agonist) is appropriate:

- patients not adequately controlled with inhaled corticosteroids and “as needed” inhaled short-acting 3,
adrenoceptor agonists.

or

- patients already adequately controlled on both inhaled corticosteroids and long-acting 2
adrenoceptor agonists.

Note: Symbicort mite (80 micrograms/4.5 micrograms/inhalation) is not appropriate in patients with severe
asthma.

4.2 Posology and method of administration
Route of administration: For inhalation use

Symbicort is not intended for the initial management of asthma.

The dosage of the components of Symbicort is individual and should be adjusted to the severity of the
disease. This should be considered not only when treatment with combination products is initiated but also
when the maintenance dose is adjusted. If an individual patient should require a combination of doses other
than those available in the combination inhaler, appropriate doses of 3, adrenoceptor agonists and/or
corticosteroids by individual inhalers should be prescribed.

The dose should be titrated to the lowest dose at which effective control of symptoms is maintained. Patients
should be regularly reassessed by their prescriber/health care provider so that the dosage of Symbicort
remains optimal. When long-term control of symptoms is maintained with the lowest recommended dosage,
then the next step could include a test of inhaled corticosteroid alone.

1
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For Symbicort there are two treatment approaches:

A. Symbicort maintenance therapy: Symbicort is taken as regular maintenance treatment with a separate
rapid-acting bronchodilator as rescue.

B. Symbicort maintenance and reliever therapy: Symbicort is taken as regular maintenance treatment
and as needed in response to symptoms.

A. Symbicort maintenance therapy
Patients should be advised to have their separate rapid-acting bronchodilator available for rescue use at all
times.

Recommended doses:

Adults (18 years and older): 1-2 inhalations twice daily. Some patients may require up to a maximum of
4 inhalations twice daily.

Adolescents (12-17 years): 1-2 inhalations twice daily.

Children (6 years and older): 2 inhalations twice daily.

In usual practice when control of symptoms is achieved with the twice daily regimen, titration to the lowest
effective dose could include Symbicort mite given once daily, when in the opinion of the prescriber, a long-
acting bronchodilator would be required to maintain control.

Increasing use of a separate rapid acting bronchodilator indicates a worsening of the underlying condition
and warrants a reassessment of the asthma therapy.

Children under 6 years: As only limited data are available, Symbicort mite is not recommended for children
younger than 6 years.

B. Symbicort maintenance and reliever therapy
Patients take a daily maintenance dose of Symbicort and in addition take Symbicort as needed in response to
symptoms. Patients should be advised to always have Symbicort available for rescue use.

Symbicort maintenance and reliever therapy should especially be considered for patients with:
o inadequate asthma control and in frequent need of reliever medication
o asthma exacerbations in the past requiring medical intervention

Close monitoring for dose-related adverse effects is needed in patients who frequently take high numbers of
Symbicort as-needed inhalations.

Recommended doses:

Adults (18 years and older): The recommended maintenance dose is 2 inhalations per day, given either as
one inhalation in the morning and evening or as 2 inhalations in either the morning or evening. Patients
should take 1 additional inhalation as needed in response to symptoms. If symptoms persist after a few
minutes, an additional inhalation should be taken. Not more than 6 inhalations should be taken on any single
occasion.

A total daily dose of more than 8 inhalations is not normally needed; however, a total daily dose of up to
12 inhalations could be used for a limited period. Patients using more than 8 inhalations daily should be
strongly recommended to seek medical advice. They should be reassessed and their maintenance therapy
should be reconsidered.

Children and adolescents under 18 years: Symbicort maintenance and reliever therapy is not recommended
for children and adolescents.



General information

Special patient groups:

There are no special dosing requirements for elderly patients. There are no data available for use of
Symbicort in patients with hepatic or renal impairment. As budesonide and formoterol are primarily
eliminated via hepatic metabolism, an increased exposure can be expected in patients with severe liver
cirrhosis.

Instructions for correct use of Symbicort mite Turbuhaler:
The inhaler is inspiratory flow-driven, which means that when the patient inhales through the mouthpiece,

the substance will follow the inspired air into the airways.

Note: It is important to instruct the patient.

o to carefully read the instructions for use in the patient information leaflet which is packed together
with each Symbicort mite Turbuhaler Inhaler.
o to breathe in forcefully and deeply through the mouthpiece to ensure that an optimal dose is delivered

to the lungs.
never to breathe out through the mouthpiece.
to replace the cover of the Symbicort mite Turbuhaler Inhaler after use.

o to rinse their mouth out with water after inhaling the maintenance dose to minimise the risk of
oropharyngeal thrush. If oropharyngeal thrush occurs, patients should also rinse their mouth with
water after the as-needed inhalations.

The patient may not taste or feel any medication when using Symbicort mite Turbuhaler Inhaler due to the
small amount of drug dispensed.

4.3 Contraindications

Hypersensitivity (allergy) to budesonide, formoterol or lactose (which contains small amounts of milk
proteins).

4.4 Special warnings and precautions for use

It is recommended that the dose is tapered when the treatment is discontinued and should not be stopped
abruptly.

If patients find the treatment ineffective, or exceed the highest recommended dose of Symbicort, medical
attention must be sought (see section 4.2). Sudden and progressive deterioration in control of asthma is
potentially life threatening and the patient should undergo urgent medical assessment. In this situation
consideration should be given to the need for increased therapy with corticosteroids, e.g. a course of oral
corticosteroids, or antibiotic treatment if an infection is present.

Patients should be advised to have their rescue inhaler available at all times, either Symbicort (for patients
using Symbicort as maintenance and reliever therapy) or a separate rapid-acting bronchodilator (for patients
using Symbicort as maintenance therapy only).

Patients should be reminded to take their Symbicort maintenance dose as prescribed, even when
asymptomatic. The prophylactic use of Symbicort, eg before exercise, has not been studied. The reliever
inhalations of Symbicort should be taken in response to asthma symptoms but are not intended for regular
prophylactic use, e.g. before exercise. For such use, a separate rapid-acting bronchodilator should be
considered.

Once asthma symptoms are controlled, consideration may be given to gradually reducing the dose of
Symbicort. Regular review of patients as treatment is stepped down is important. The lowest effective dose
of Symbicort should be used (see section 4.2).



Patients should not be initiated on Symbicort during an exacerbation, or if they have significantly worsening
or acutely deteriorating asthma.

Serious asthma-related adverse events and exacerbations may occur during treatment with Symbicort.
Patients should be asked to continue treatment but to seek medical advice if asthma symptoms remain
uncontrolled or worsen after initiation of Symbicort.

As with other inhalation therapy, paradoxical bronchospasm may occur, with an immediate increase in
wheezing and shortness of breath after dosing. If the patient experiences paradoxical bronchospasm
Symbicort should be discontinued immediately, the patient should be assessed and an alternative therapy
instituted if necessary. Paradoxical bronchospasm responds to a rapid-acting inhaled bronchodilator and
should be treated straightaway (see section 4.8).

Systemic effects may occur with any inhaled corticosteroid, particularly at high doses prescribed for long
periods. These effects are much less likely to occur with inhalation treatment than with oral corticosteroids.
Possible systemic effects include Cushing’s syndrome, Cushingoid features, adrenal suppression, growth
retardation in children and adolescents, decrease in bone mineral density, cataract and glaucoma, and more
rarely, a range of psychological or behavioural effects including psychomotor hyperactivity, sleep disorders,
anxiety, depression or aggression (particularly in children) (see section 4.8).

It is recommended that the height of children receiving prolonged treatment with inhaled corticosteroids is
regularly monitored. If growth is slowed, therapy should be re-evaluated with the aim of reducing the dose
of inhaled corticosteroid to the lowest dose at which effective control of asthma is maintained, if possible.
The benefits of the corticosteroid therapy and the possible risks of growth suppression must be carefully
weighed. In addition consideration should be given to referring the patient to a paediatric respiratory
specialist.

Limited data from long-term studies suggest that most children and adolescents treated with inhaled
budesonide will ultimately achieve their adult target height. However, an initial small but transient reduction
in growth (approximately 1 cm) has been observed. This generally occurs within the first year of treatment.

Long-term studies with inhaled budesonide in children at mean daily doses of 400 micrograms (metered
dose) or in adults at daily doses of 800 micrograms (metered dose) have not shown any significant effects on
bone mineral density. No information regarding the effect of Symbicort at higher doses is available.

If there is any reason to suppose that adrenal function is impaired from previous systemic steroid therapy,
care should be taken when transferring patients to Symbicort therapy.

The benefits of inhaled budesonide therapy would normally minimise the need for oral steroids, but patients
transferring from oral steroids may remain at risk of impaired adrenal reserve for a considerable time.
Recovery may take a considerable amount of time after cessation of oral steroid therapy and hence oral
steroid-dependent patients transferred to inhaled budesonide may remain at risk from impaired adrenal
function for some considerable time. In such circumstances HPA axis function should be monitored

regularly.

Prolonged treatment with high doses of inhaled corticosteroids, particularly higher than recommended
doses, may also result in clinically significant adrenal suppression. Therefore additional systemic
corticosteroid cover should be considered during periods of stress such as severe infections or elective
surgery. Rapid reduction in the dose of steroids can induce acute adrenal crisis. Symptoms and signs which
might be seen in acute adrenal crisis may be somewhat vague but may include anorexia, abdominal pain,
weight loss, tiredness, headache, nausea, vomiting, decreased level of consciousness, seizures, hypotension
and hypoglycaemia.

Treatment with supplementary systemic steroids or inhaled budesonide should not be stopped abruptly.

During transfer from oral therapy to Symbicort mite Turbuhaler, a generally lower systemic steroid action
will be experienced which may result in the appearance of allergic or arthritic symptoms such as rhinitis,
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eczema and muscle and joint pain. Specific treatment should be initiated for these conditions. A general
insufficient glucocorticosteroid effect should be suspected if, in rare cases, symptoms such as tiredness,
headache, nausea and vomiting should occur. In these cases a temporary increase in the dose of oral
glucocorticosteroids is sometimes necessary.

To minimise the risk of oropharyngeal candida infection, the patient should be instructed to rinse their
mouth out with water after inhaling the maintenance dose. If oropharyngeal thrush occurs, patients should
also rinse their mouth with water after the as-needed inhalations.

Concomitant treatment with itraconazole, ritonavir or other potent CYP3A4 inhibitors should be avoided
(see section 4.5). If this is not possible the time interval between administration of the interacting drugs
should be as long as possible. In patients using potent CYP3A4 inhibitors, Symbicort maintenance and
reliever therapy is not recommended.

Symbicort should be administered with caution in patients with thyrotoxicosis, phacochromocytoma,
diabetes mellitus, untreated hypokalaemia, hypertrophic obstructive cardiomyopathy, idiopathic subvalvular
aortic stenosis, severe hypertension, aneurysm or other severe cardiovascular disorders, such as ischaemic
heart disease, tachyarrhythmias or severe heart failure.

Caution should be observed when treating patients with prolongation of the QTc-interval. Formoterol itself
may induce prolongation of the QTc-interval.

The need for, and dose of inhaled corticosteroids should be re-evaluated in patients with active or quiescent
pulmonary tuberculosis, fungal and viral infections in the airways.

Potentially serious hypokalaemia may result from high doses of 3, adrenoceptor agonists. Concomitant
treatment of 3, adrenoceptor agonists with drugs which can induce hypokalaemia or potentiate a
hypokalaemic effect, e.g. xanthine-derivatives, steroids and diuretics, may add to a possible hypokalaemic
effect of the B, adrenoceptor agonist. Particular caution is recommended in unstable asthma with variable
use of rescue bronchodilators, in acute severe asthma as the associated risk may be augmented by hypoxia
and in other conditions when the likelihood for hypokalaemia is increased. It is recommended that serum
potassium levels are monitored during these circumstances.

As for all B, adrenoceptor agonists, additional blood glucose controls should be considered in diabetic
patients.

Symbicort Turbuhaler contains lactose monohydrate (< 1 mg/inhalation). This amount does not normally
cause problems in lactose intolerant people. The excipient lactose contains small amounts of milk proteins,
which may cause allergic reactions.

4.5 Interaction with other medicinal products and other forms of interaction

Pharmakokinetic interactions

Potent inhibitors of CYP3A4 (eg, ketoconazole, itraconazole, voriconazole, posaconazole, clarithromycin,
telithromycin, nefazodone and HIV protease inhibitors) are likely to markedly increase plasma levels of
budesonide and concomitant use should be avoided. If this is not possible the time interval between
administration of the inhibitor and budesonide should be as long as possible (section 4.4). In patients using
potent CYP3A4 inhibitors, Symbicort maintenance and reliever therapy is not recommended.

The potent CYP3A4 inhibitor ketoconazole, 200 mg once daily, increased plasma levels of concomitantly
orally administered budesonide (single dose of 3 mg) on average six-fold. When ketoconazole was
administered 12 hours after budesonide the concentration was on average increased only three-fold showing
that separation of the administration times can reduce the increase in plasma levels. Limited data about this
interaction for high-dose inhaled budesonide indicates that marked increase in plasma levels (on average
four fold) may occur if itraconazole, 200 mg once daily, is administered concomitantly with inhaled
budesonide (single dose of 1000 pg).



Pharmacodynamic interactions
Beta-adrenergic blockers can weaken or inhibit the effect of formoterol. Symbicort should therefore not be
given together with beta-adrenergic blockers (including eye drops) unless there are compelling reasons.

Concomitant treatment with quinidine, disopyramide, procainamide, phenothiazines, antihistamines
(terfenadine), monoamine oxidase inhibitors and tricyclic antidepressants can prolong the QTc-interval and
increase the risk of ventricular arrhythmias.

In addition L-Dopa, L-thyroxine, oxytocin and alcohol can impair cardiac tolerance towards
B,-sympathomimetics.

Concomitant treatment with monoamine oxidase inhibitors including agents with similar properties such as
furazolidone and procarbazine may precipitate hypertensive reactions.

There is an elevated risk of arrhythmias in patients receiving concomitant anaesthesia with halogenated
hydrocarbons.

Concomitant use of other beta-adrenergic drugs or anticholinergic drugs can have a potentially additive
bronchodilating effect.

Hypokalaemia may increase the disposition towards arrhythmias in patients who are treated with digitalis
glycosides.

Budesonide and formoterol have not been observed to interact-with any other drugs used in the treatment of
asthma.

4.6 Pregnancy and lactation

For Symbicort or the concomitant treatment with formoterol and budesonide, no clinical data on exposed
pregnancies are available. Data from an embryo-fetal development study in the rat showed no evidence of
any additional effect from the combination.

There are no adequate data from use of formoterol in pregnant women. In animal studies formoterol has
caused adverse effects in reproduction studies at very high systemic exposure levels (see section 5.3).

Data on approximately 2000 exposed pregnancies indicate no increased teratogenic risk associated with the
use of inhaled budesonide. In animal studies glucocorticosteroids have been shown to induce malformations
(see section 5.3). This is not likely to be relevant for humans given recommended doses.

Animal studies have also identified an involvement of excess prenatal glucocorticoids in increased risks for
intrauterine growth retardation, adult cardiovascular disease and permanent changes in glucocorticoid
receptor density, neurotransmitter turnover and behaviour at exposures below the teratogenic dose range.

During pregnancy, Symbicort should only be used when the benefits outweigh the potential risks. The
lowest effective dose of budesonide needed to maintain adequate asthma control should be used.

Budesonide is excreted in breast milk. However, at therapeutic doses no effects on the suckling child are
anticipated It is not known whether formoterol passes into human breast milk. In rats, small amounts of
formoterol have been detected in maternal milk. Administration of Symbicort to women who are
breastfeeding should only be considered if the expected benefit to the mother is greater than any possible
risk to the child.

4.7 Effects on ability to drive and use machines

Symbicort has no or negligible influence on the ability to drive and use machines.

6
6



4.8 Undesirable effects

Since Symbicort contains both budesonide and formoterol, the same pattern of undesirable effects as
reported for these substances may occur. No increased incidence of adverse reactions has been seen
following concurrent administration of the two compounds. The most common drug related adverse
reactions are pharmacologically predictable side-effects of B, adrenoceptor agonist therapy, such as tremor
and palpitations. These tend to be mild and usually disappear within a few days of treatment.

Adverse reactions, which have been associated with budesonide or formoterol, are given below, listed by
system organ class and frequency. Frequencies are defined as: very common (> 1/10), common (> 1/100 to
< 1/10), uncommon (> 1/1 000 to < 1/100), rare (= 1/10 000 to < 1/1000) and very rare (< 1/10 000).

Table 1
SOC Frequency Adverse Drug reaction
Infections and infestations | Common Candida infections in the oropharynx
Immune system disorders Rare Immediate and delayed hypersensitivity reactions,
e.g. exanthema, urticaria, pruritus, dermatitis,
angioedema and anaphylactic reaction
Endocrine disorders Very rare Cushing’s syndrome, adrenal suppression, growth
retardation, decrease in bone mineral density
Metabolism and nutrition Rare Hypokalaemia
disorders Very rare Hyperglycaemia
Psychiatric disorders Uncommon Aggression, psychomotor hyperactivity, anxiety,
sleep disorders
Very rare Depression, behavioural changes (predominantly
in children)
Nervous system disorders | Common Headache, tremor
Uncommon Dizziness
Very rare Taste disturbances
Eye disorders Very rare Cataract and glaucoma
Cardiac disorders Common Palpitations
Uncommon Tachycardia
Rare Cardiac arrhythmias, e.g. atrial fibrillation,
supraventricular tachycardia, extrasystoles
Very rare Angina pectoris. Prolongation of QTc-interval
Vascular disorders Very rare Variations in blood pressure
Respiratory, thoracic and Common Mild irritation in the throat, coughing, hoarseness
mediastinal disorders Rare Bronchospasm
Gastrointestinal disorders | Uncommon Nausea
Skin and subcutaneous Uncommon Bruises
tissue disorders
Musculoskeletal and Uncommon Muscle cramps
connective tissue disorders

Candida infection in the oropharynx is due to drug deposition. Advising the patient to rinse the mouth out
with water after each dose will minimise the risk. Oropharyngeal Candida infection usually responds to
topical anti-fungal treatment without the need to discontinue the inhaled corticosteroid.

As with other inhalation therapy, paradoxical bronchospasm may occur very rarely, affecting less than 1 in
10,000 people, with an immediate increase in wheezing and shortness of breath after dosing. Paradoxical
bronchospasm responds to a rapid-acting inhaled bronchodilator and should be treated straightaway.
Symbicort should be discontinued immediately, the patient should be assessed and an alternative therapy
instituted if necessary (see section 4.4).



Systemic effects of inhaled corticosteroids may occur, particularly at high doses prescribed for prolonged
periods. These effects are much less likely to occur than with oral corticosteroids. Possible systemic effects
include Cushing’s Syndrome, Cushingoid features, adrenal suppression, growth retardation in children and
adolescents, decrease in bone mineral density, cataract and glaucoma. Increased susceptibility to infections
and impairment of the ability to adapt to stress may also occur. Effects are probably dependent on dose,
exposure time, concomitant and previous steroid exposure and individual sensitivity.

Treatment with 3, adrenoceptor agonists may result in an increase in blood levels of insulin, free fatty acids,
glycerol and ketone bodies.

4.9 Overdose

An overdose of formoterol would likely lead to effects that are typical for B, adrenoceptor agonists: tremor,
headache, palpitations. Symptoms reported from isolated cases are tachycardia, hyperglycaemia,
hypokalaemia, prolonged QTc-interval, arrhythmia, nausea and vomiting. Supportive and symptomatic
treatment may be indicated. A dose of 90 micrograms administered during three hours in patients with acute
bronchial obstruction raised no safety concerns.

Acute overdosage with budesonide, even in excessive doses, is not expected to be a clinical problem. When
used chronically in excessive doses, systemic glucocorticosteroid effects, such as hypercorticism and
adrenal suppression, may appear.

If Symbicort therapy has to be withdrawn due to overdose of the formoterol component of the drug,
provision of appropriate inhaled corticosteroid therapy must be considered.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Adrenergics and other drugs for obstructive airway diseases.
ATC-code: RO3AKO07

Mechanisms of action and pharmacodynamic effects

Symbicort contains formoterol and budesonide, which have different modes of action and show additive
effects in terms of reduction of asthma exacerbations. The specific properties of budesonide and formoterol
allow the combination to be used either as maintenance and reliever therapy, or as maintenance treatment of
asthma.

Budesonide

Budesonide is a glucocorticosteroid which when inhaled has a dose-dependent anti-inflammatory action in
the airways, resulting in reduced symptoms and fewer asthma exacerbations. Inhaled budesonide has less
severe adverse effects than systemic corticosteroids. The exact mechanism responsible for the anti-
inflammatory effect of glucocorticosteroids is unknown.

Formoterol

Formoterol is a selective B, adrenoceptor agonist that when inhaled results in rapid and long-acting
relaxation of bronchial smooth muscle in patients with reversible airways obstruction. The bronchodilating
effect is dose dependant, with an onset of effect within 1-3 minutes. The duration of effect is at least

12 hours after a single dose.

Budesonide/Formoterol
Clinical efficacy for budesonide/formoterol maintenance therapy



Clinical studies in adults, have shown that the addition of formoterol to budesonide improved asthma
symptoms and lung function, and reduced exacerbations. In two 12-week studies the effect on lung function
of budesonide/formoterol was equal to that of the free combination of budesonide and formoterol, and
exceeded that of budesonide alone. All treatment arms used a short-acting B, adrenoceptor agonist as
needed. There was no sign of attenuation of the anti-asthmatic effect over time.

In a 12-week paediatric study, 85 children aged 6-11 years were treated with a maintenance dose of
budesonide/formoterol (2 inhalations of 80 micrograms/4.5 micrograms/inhalation twice daily), and a short-
acting P, adrenoceptor agonist as needed. Lung function was improved, and the treatment was well tolerated
compared to the corresponding dose of budesonide Turbuhaler.

Clinical efficacy for budesonide/formoterol maintenance and reliever therapy

A total of 12076 asthma patients were included in 5 double-blind efficacy and safety studies (4447 were
randomised to budesonide/formoterol maintenance and reliever therapy) for 6 or 12 months. Patients were
required to be symptomatic despite use of inhaled glucocorticosteroids.

Budesonide/formoterol maintenance and reliever therapy provided statistically significant and clinically
meaningful reductions in severe exacerbations for all comparisons in all 5 studies. This included a
comparison with budesonide/formoterol at a higher maintenance dose with terbutaline as reliever (study
735) and budesonide/formoterol at the same maintenance dose with either formoterol or terbutaline as
reliever (study 734) (Table 2). In Study 735, lung function, symptom control, and reliever use were similar
in all treatment groups. In Study 734, symptoms and reliever use were reduced and lung function improved,
compared with both comparator treatments. In the 5 studies combined, patients receiving
budesonide/formoterol maintenance and reliever therapy used, on average, no reliever inhalations on 57% of
treatment days. There was no sign of development of tolerance over time.

Table 2 Overview of severe exacerbations in clinical studies
Study No. | Treatment groups n Severe exacerbations®
Duration
Events Events/
patient-year
Study 735 | Budesonide/formoterolt 160/4.5 pg bd + as needed 1103 125 0.23°
6 th
MOMIS | Budesonide/formoterol 320/9 pg bd + terbutaline 0.4 mg as 1099 | 173 0.32
needed
Salmeterol/fluticasone 2 x 25/125 pg bd + terbutaline 0.4 mg as 1119 208 0.38
needed
Study 734 | Budesonide/formoterol 160/4.5 pg bd + as needed 1107 194 0.19°
12 th
MOMIS | Budesonide/formoterol 160/4.5 pg bd + formoterol 4.5 pg as 1137 | 296 0.29
needed
Budesonide/formoterol 160/4.5 pg bd + terbutaline 0.4 mg as 1138 377 0.37
needed

Hospitalisation/emergency room treatment or treatment with oral steroids
Reduction in exacerbation rate is statistically significant (P value <0.01) for both comparisons

In 2 other studies with patients seeking medical attention due to acute asthma symptoms,
budesonide/formoterol provided rapid and effective relief of bronchoconstriction similar to salbutamol and
formoterol.

5.2 Pharmacokinetic properties

Absorption

The fixed-dose combination of budesonide and formoterol, and the corresponding monoproducts have been
shown to be bioequivalent with regard to systemic exposure of budesonide and formoterol, respectively. In



spite of this, a small increase in cortisol suppression was seen after administration of the fixed-dose
combination compared to the monoproducts. The difference is considered not to have an impact on clinical
safety.

There was no evidence of pharmacokinetic interactions between budesonide and formoterol.

Pharmacokinetic parameters for the respective substances were comparable after the administration of
budesonide and formoterol as monoproducts or as the fixed-dose combination. For budesonide, AUC was
slightly higher, rate of absorption more rapid and maximal plasma concentration higher after administration
of the fixed combination. For formoterol, maximal plasma concentration was similar after administration of
the fixed combination. Inhaled budesonide is rapidly absorbed and the maximum plasma concentration is
reached within 30 minutes after inhalation. In studies, mean lung deposition of budesonide after inhalation
via the powder inhaler ranged from 32% to 44% of the delivered dose. The systemic bioavailability is
approximately 49% of the delivered dose. In children 6-16 years of age the lung deposition falls in the same
range as in adults for the same given dose. The resulting plasma concentrations were not determined.

Inhaled formoterol is rapidly absorbed and the maximum plasma concentration is reached within 10 minutes
after inhalation. In studies the mean lung deposition of formoterol after inhalation via the powder inhaler
ranged from 28% to 49% of the delivered dose. The systemic bioavailability is about 61% of the delivered
dose.

Distribution and metabolism

Plasma protein binding is approximately 50% for formoterol and 90% for budesonide. Volume of
distribution is about 4 1/kg for formoterol and 3 I/kg for budesonide. Formoterol is inactivated via
conjugation reactions (active O-demethylated and deformylated metabolites are formed, but they are seen
mainly as inactivated conjugates). Budesonide undergoes an extensive degree (approximately 90%) of
biotransformation on first passage through the liver to metabolites of low glucocorticosteroid activity. The
glucocorticosteroid activity of the major metabolites, 6-beta-hydroxy-budesonide and
16-alfa-hydroxy-prednisolone, is less than 1% of that of budesonide. There are no indications of any
metabolic interactions or any displacement reactions between formoterol and budesonide.

Elimination

The major part of a dose of formoterol is transformed by liver metabolism followed by renal elimination.
After inhalation, 8% to 13% of the delivered dose of formoterol is excreted unmetabolised in the urine.
Formoterol has a high systemic clearance (approximately 1.4 I/min) and the terminal elimination half-life
averages 17 hours.

Budesonide is eliminated via metabolism mainly catalysed by the enzyme CYP3A4. The metabolites of
budesonide are eliminated in urine as such or in conjugated form. Only negligible amounts of unchanged
budesonide have been detected in the urine. Budesonide has a high systemic clearance (approximately
1.2 I/min) and the plasma elimination half-life after i.v. dosing averages 4 hours.

The pharmacokinetics of formoterol in children have not been studied. The pharmacokinetics of budesonide
and formoterol in patients with renal failure are unknown. The exposure of budesonide and formoterol may
be increased in patients with liver disease.

5.3 Preclinical safety data

The toxicity observed in animal studies with budesonide and formoterol, given in combination or separately,
were effects associated with exaggerated pharmacological activity.

In animal reproduction studies, corticosteroids such as budesonide have been shown to induce
malformations (cleft palate, skeletal malformations). However, these animal experimental results do not
seem to be relevant in humans at the recommended doses. Animal reproduction studies with formoterol have
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shown a somewhat reduced fertility in male rats at high systemic exposure and implantation losses as well as
decreased early postnatal survival and birth weight at considerably higher systemic exposures than those
reached during clinical use. However, these animal experimental results do not seem to be relevant in
humans.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Lactose monohydrate (which contains milk proteins).

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

2 years.

6.4 Special precautions for storage

Do not store above 30°C. Keep the container tightly closed, in order to protect from moisture.

6.5 Nature and contents of container

Symbicort Turbuhaler is an inspiratory flow driven, multidose powder inhaler. The inhaler is white with a
red turning grip. The inhaler is made of different plastic materials (PP, PC, HDPE, LDPE, LLDPE, PBT). In
each secondary package there are 1, 2, 3, 10 or 18 inhaler(s) containing 60 (or 120) doses. Not all pack-sizes
may be marketed.

6.6  Special precautions for disposal <and other handling>

No special requirements.

7. MARKETING AUTHORISATION HOLDER
AstraZeneca AB

151 85 Sodertilje

Sweden

8. MARKETING AUTHORISATION NUMBER(S)

16048

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

2000-08-25/2010-01-31

10. DATE OF REVISION OF THE TEXT
2012-02-24
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SUMMARY OF PRODUCT CHARACTERISTICS
1. NAME OF THE MEDICINAL PRODUCT

Symbicort Turbuhaler, 160 micrograms/4.5 micrograms/inhalation, inhalation powder.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each delivered dose (the dose that leaves the mouthpiece) contains: budesonide
160 micrograms/inhalation and formoterol fumarate dihydrate 4.5 micrograms/inhalation.

Each metered dose contains: budesonide 200 micrograms/inhalation and formoterol fumarate dihydrate
6 micrograms/inhalation.

Excipient: Lactose monohydrate 730 micrograms per dose.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Inhalation powder.

White powder.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Asthma

Symbicort is indicated in the regular treatment of asthma, where use of a combination (inhaled

corticosteroid and long-acting 3, adrenoceptor agonist) is appropriate:

- patients not adequately controlled with inhaled corticosteroids and “as needed” inhaled short-acting 3,
adrenoceptor agonists.

or

- patients already adequately controlled on both inhaled corticosteroids and long-acting 3, adrenoceptor
agonists.

COPD

Symptomatic treatment of patients with severe COPD (FEV; < 50% predicted normal) and a history of
repeated exacerbations, who have significant symptoms despite regular therapy with long-acting
bronchodilators.

4.2 Posology and method of administration
Route of administration: For inhalation use

Asthma

Symbicort is not intended for the initial management of asthma. The dosage of the components of Symbicort
is individual and should be adjusted to the severity of the disease. This should be considered not only when
treatment with combination products is initiated but also when the maintenance dose is adjusted. If an
individual patient should require a combination of doses other than those available in the combination
inhaler, appropriate doses of 3, adrenoceptor agonists and/or corticosteroids by individual inhalers should be
prescribed.



The dose should be titrated to the lowest dose at which effective control of symptoms is maintained. Patients
should be regularly reassessed by their prescriber/health care provider so that the dosage of Symbicort
remains optimal. When long-term control of symptoms is maintained with the lowest recommended dosage,
then the next step could include a test of inhaled corticosteroid alone.

For Symbicort there are two treatment approaches:

A. Symbicort maintenance therapy: Symbicort is taken as regular maintenance treatment with a separate
rapid-acting bronchodilator as rescue.

B. Symbicort maintenance and reliever therapy: Symbicort is taken as regular maintenance treatment
and as needed in response to symptoms.

A. Symbicort maintenance therapy
Patients should be advised to have their separate rapid-acting bronchodilator available for rescue use at all
times.

Recommended doses:

Adults (18 years and older): 1-2 inhalations twice daily. Some patients may require up to a maximum of
4 inhalations twice daily.

Adolescents (12-17 years): 1-2 inhalations twice daily.

In usual practice when control of symptoms is achieved with the twice daily regimen, titration to the lowest
effective dose could include Symbicort given once daily, when in the opinion of the prescriber, a long-acting
bronchodilator would be required to maintain control.

Increasing use of a separate rapid-acting bronchodilator indicates a worsening of the underlying condition
and warrants a reassessment of the asthma therapy.

Children (6 years and older): A lower strength is available for children 6-11 years.

Children under 6 years: As only limited data are available, Symbicort is not recommended for children
younger than 6 years.

B. Symbicort maintenance and reliever therapy
Patients take a daily maintenance dose of Symbicort and in addition take Symbicort as needed in response to
symptoms. Patients should be advised to always have Symbicort available for rescue use.

Symbicort maintenance and reliever therapy should especially be considered for patients with:
o inadequate asthma control and in frequent need of reliever medication
o asthma exacerbations in the past requiring medical intervention

Close monitoring for dose-related adverse effects is needed in patients who frequently take high numbers of
Symbicort as-needed inhalations.

Recommended doses:

Adults (18 years and older): The recommended maintenance dose is 2 inhalations per day, given either as
one inhalation in the morning and evening or as 2 inhalations in either the morning or evening. For some
patients a maintenance dose of 2 inhalations twice daily may be appropriate. Patients should take 1
additional inhalation as needed in response to symptoms. If symptoms persist after a few minutes, an
additional inhalation should be taken. Not more than 6 inhalations should be taken on any single occasion.

A total daily dose of more than 8 inhalations is not normally needed; however, a total daily dose of up to
12 inhalations could be used for a limited period. Patients using more than 8 inhalations daily should be
strongly recommended to seek medical advice. They should be reassessed and their maintenance therapy
should be reconsidered.



Children and adolescents under 18 years: Symbicort maintenance and reliever therapy is not recommended
for children and adolescents.

COPD
Recommended doses:
Adults: 2 inhalations twice daily.

General information

Special patient groups:

There are no special dosing requirements for elderly patients. There are no data available for use of
Symbicort in patients with hepatic or renal impairment. As budesonide and formoterol are primarily
eliminated via hepatic metabolism, an increased exposure can be expected in patients with severe liver
cirrhosis.

Instructions for correct use of Symbicort Turbuhaler:
The inhaler is inspiratory flow-driven, which means that when the patient inhales through the mouthpiece,

the substance will follow the inspired air into the airways.

Note: It is important to instruct the patient

o to carefully read the instructions for use in the patient information leaflet which is packed together
with each Symbicort Turbuhaler Inhaler.
o to breathe in forcefully and deeply through the mouthpiece to ensure that an optimal dose is delivered

to the lungs.
never to breathe out through the mouthpiece.
to replace the cover of the Symbicort Turbuhaler Inhaler after use.

o to rinse their mouth out with water after inhaling the maintenance dose to minimise the risk of
oropharyngeal thrush. If oropharyngeal thrush occurs, patients should also rinse their mouth with
water after the as-needed inhalations.

The patient may not taste or feel any medication when using Symbicort Turbuhaler Inhaler due to the small
amount of drug dispensed.

4.3 Contraindications

Hypersensitivity (allergy) to budesonide, formoterol or lactose (which contains small amounts of milk
proteins).

4.4 Special warnings and precautions for use

It is recommended that the dose is tapered when the treatment is discontinued and should not be stopped
abruptly.

If patients find the treatment ineffective, or exceed the highest recommended dose of Symbicort, medical
attention must be sought (see section 4.2). Sudden and progressive deterioration in control of asthma or
COPD is potentially life threatening and the patient should undergo urgent medical assessment. In this
situation consideration should be given to the need for increased therapy with corticosteroids, e.g. a course
of oral corticosteroids, or antibiotic treatment if an infection is present.

Patients should be advised to have their rescue inhaler available at all times, either Symbicort (for asthma
patients using Symbicort as maintenance and reliever therapy) or a separate rapid-acting bronchodilator (for
all patients using Symbicort as maintenance therapy only).

Patients should be reminded to take their Symbicort maintenance dose as prescribed, even when

asymptomatic. The prophylactic use of Symbicort, e.g. before exercise, has not been studied. The reliever
inhalations of Symbicort should be taken in response to asthma symptoms but are not intended for regular

3
14



prophylactic use, e.g. before exercise. For such use, a separate rapid-acting bronchodilator should be
considered.

Once asthma symptoms are controlled, consideration may be given to gradually reducing the dose of
Symbicort. Regular review of patients as treatment is stepped down is important. The lowest effective dose
of Symbicort should be used (see section 4.2).

Patients should not be initiated on Symbicort during an exacerbation, or if they have significantly worsening
or acutely deteriorating asthma.

Serious asthma-related adverse events and exacerbations may occur during treatment with Symbicort.
Patients should be asked to continue treatment but to seek medical advice if asthma symptoms remain
uncontrolled or worsen after initiation with Symbicort.

As with other inhalation therapy, paradoxical bronchospasm may occur, with an immediate increase in
wheezing and shortness of breath, after dosing. If the patient experiences paradoxical bronchospasm
Symbicort should be discontinued immediately, the patient should be assessed and an alternative therapy
instituted, if necessary. Paradoxical bronchospasm responds to a rapid-acting inhaled bronchodilator and
should be treated straightaway (see section 4.8).

Systemic effects may occur with any inhaled corticosteroid, particularly at high doses prescribed for long
periods. These effects are much less likely to occur with inhalation treatment than with oral corticosteroids.
Possible systemic effects include Cushing’s syndrome, Cushingoid features, adrenal suppression, growth
retardation in children and adolescents, decrease in bone mineral density, cataract and glaucoma, and more
rarely, a range of psychological or behavioural effects including psychomotor hyperactivity, sleep disorders,
anxiety, depression or aggression (particularly in children) (see section 4.8).

It is recommended that the height of children receiving prolonged treatment with inhaled corticosteroids is
regularly monitored. If growth is slowed, therapy should be re-evaluated with the aim of reducing the dose
of inhaled corticosteroid to the lowest dose at which effective control of asthma is maintained, if possible..
The benefits of the corticosteroid therapy and the possible risks of growth suppression must be carefully
weighed. In addition consideration should be given to referring the patient to a paediatric respiratory
specialist.

Limited data from long-term studies suggest that most children and adolescents treated with inhaled
budesonide will ultimately achieve their adult target height. However, an initial small but transient reduction
in growth (approximately 1 cm) has been observed. This generally occurs within the first year of treatment.

Potential effects on bone density should be considered particularly in patients on high doses for prolonged
periods that have coexisting risk factors for osteoporosis. Long-term studies with inhaled budesonide in
children at mean daily doses of 400 micrograms (metered dose) or in adults at daily doses of

800 micrograms (metered dose) have not shown any significant effects on bone mineral density. No
information regarding the effect of Symbicort at higher doses is available.

If there is any reason to suppose that adrenal function is impaired from previous systemic steroid therapy,
care should be taken when transferring patients to Symbicort therapy.

The benefits of inhaled budesonide therapy would normally minimise the need for oral steroids, but patients
transferring from oral steroids may remain at risk of impaired adrenal reserve for a considerable time.
Recovery may take a considerable amount of time after cessation of oral steroid therapy and hence oral
steroid-dependent patients transferred to inhaled budesonide may remain at risk from impaired adrenal
function for some considerable time. In such circumstances HPA axis function should be monitored

regularly.

The prolonged treatment with high doses of inhaled corticosteroids, particularly higher than recommended
doses, may also result in clinically significant adrenal suppression. Therefore additional systemic
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corticosteroid cover should be considered during periods of stress such as severe infections or elective
surgery. Rapid reduction in the dose of steroids can induce acute adrenal crisis. Symptoms and signs which
might be seen in acute adrenal crisis may be somewhat vague but may include anorexia, abdominal pain,
weight loss, tiredness, headache, nausea, vomiting, decreased level of consciousness, seizures, hypotension
and hypoglycaemia.

Treatment with supplementary systemic steroids or inhaled budesonide should not be stopped abruptly.

During transfer from oral therapy to Symbicort, a generally lower systemic steroid action will be
experienced which may result in the appearance of allergic or arthritic symptoms such as rhinitis, eczema
and muscle and joint pain. Specific treatment should be initiated for these conditions. A general insufficient
glucocorticosteroid effect should be suspected if, in rare cases, symptoms such as tiredness, headache,
nausea and vomiting should occur. In these cases a temporary increase in the dose of oral
glucocorticosteroids is sometimes necessary.

To minimise the risk of oropharyngeal candida infection, the patient should be instructed to rinse their
mouth out with water after inhaling the maintenance dose. If oropharyngeal thrush occurs, patients should
also rinse their mouth with water after the as-needed inhalations.

Concomitant treatment with itraconazole, ritonavir or other potent CYP3A4 inhibitors should be avoided
(see section 4.5). If this is not possible the time interval between administration of the interacting drugs
should be as long as possible. In patients using potent CYP3A4 inhibitors, Symbicort maintenance and
reliever therapy is not recommended.

Symbicort should be administered with caution in patients with thyrotoxicosis, phacochromocytoma,
diabetes mellitus, untreated hypokalaemia, hypertrophic obstructive cardiomyopathy, idiopathic subvalvular
aortic stenosis, severe hypertension, aneurysm or other severe cardiovascular disorders, such as ischaemic
heart disease, tachyarrhythmias or severe heart failure.

Caution should be observed when treating patients with prolongation of the QTc-interval. Formoterol itself
may induce prolongation of the QTc-interval.

The need for, and dose of inhaled corticosteroids should be re-evaluated in patients with active or quiescent
pulmonary tuberculosis, fungal and viral infections in the airways.

Potentially serious hypokalaemia may result from high doses of beta, adrenoceptor agonists. Concomitant
treatment of 3, adrenoceptor agonists with drugs which can induce hypokalaemia or potentiate a
hypokalaemic effect, e.g. xanthine-derivatives, steroids and diuretics, may add to a possible hypokalaemic
effect of the B, adrenoceptor agonist. Particular caution is recommended in unstable asthma with variable
use of rescue bronchodilators, in acute severe asthma as the associated risk may be augmented by hypoxia
and in other conditions when the likelihood for hypokalaemia is increased. It is recommended that serum
potassium levels are monitored during these circumstances.

As for all B, adrenoceptor agonists, additional blood glucose controls should be considered in diabetic
patients.

Symbicort Turbuhaler contains lactose monohydrate (< 1 mg/inhalation). This amount does not normally
cause problems in lactose intolerant people. The excipient lactose contains small amounts of milk proteins,
which may cause allergic reactions.

4.5 Interaction with other medicinal products and other forms of interaction
Pharmacokinetic interactions

Potent inhibitors of CYP3A4 (eg, ketoconazole, itraconazole, voriconazole, posaconazole, clarithromycin,
telithromycin, nefazodone and HIV protease inhibitors) are likely to markedly increase plasma levels of



budesonide and concomitant use should be avoided. If this is not possible the time interval between
administration of the inhibitor and budesonide should be as long as possible (section 4.4). In patients using
potent CYP3A4 inhibitors, Symbicort maintenance and reliever therapy is not recommended.

The potent CYP3A4 inhibitor ketoconazole, 200 mg once daily, increased plasma levels of concomitantly
orally administered budesonide (single dose of 3 mg) on average six-fold. When ketoconazole was
administered 12 hours after budesonide the concentration was on average increased only three-fold showing
that separation of the administration times can reduce the increase in plasma levels. Limited data about this
interaction for high-dose inhaled budesonide indicates that marked increase in plasma levels (on average
four fold) may occur if itraconazole, 200 mg once daily, is administered concomitantly with inhaled
budesonide (single dose of 1000 pg).

Pharmacodynamic interactions
Beta-adrenergic blockers can weaken or inhibit the effect of formoterol. Symbicort should therefore not be
given together with beta-adrenergic blockers (including eye drops) unless there are compelling reasons.

Concomitant treatment with quinidine, disopyramide, procainamide, phenothiazines, antihistamines
(terfenadine), monoamine oxidase inhibitors and tricyclic antidepressants can prolong the QTc -interval and
increase the risk of ventricular arrhythmias.

In addition L-Dopa, L-thyroxine, oxytocin and alcohol can impair cardiac tolerance towards f3,-
sympathomimetics.

Concomitant treatment with monoamine oxidase inhibitors including agents with similar properties such as
furazolidone and procarbazine may precipitate hypertensive reactions.

There is an elevated risk of arrhythmias in patients receiving concomitant anaesthesia with halogenated
hydrocarbons.

Concomitant use of other beta-adrenergic drugs or anticholinergic drugs can have a potentially additive
bronchodilating effect.

Hypokalaemia may increase the disposition towards arrhythmias in patients who are treated with digitalis
glycosides.

Budesonide and formoterol have not been observed to interact with any other drugs used in the treatment of
asthma.

4.6 Pregnancy and lactation

For Symbicort or the concomitant treatment with formoterol and budesonide, no clinical data on exposed
pregnancies are available. Data from an embryo-fetal development study in the rat showed no evidence of
any additional effect from the combination.

There are no adequate data from use of formoterol in pregnant women. In animal studies formoterol has
caused adverse effects in reproduction studies at very high systemic exposure levels (see section 5.3).

Data on approximately 2000 exposed pregnancies indicate no increased teratogenic risk associated with the
use of inhaled budesonide. In animal studies glucocorticosteroids have been shown to induce malformations
(see section 5.3). This is not likely to be relevant for humans given recommended doses.

Animal studies have also identified an involvement of excess prenatal glucocorticoids in increased risks for
intrauterine growth retardation, adult cardiovascular disease and permanent changes in glucocorticoid
receptor density, neurotransmitter turnover and behaviour at exposures below the teratogenic dose range.



During pregnancy, Symbicort should only be used when the benefits outweigh the potential risks. The
lowest effective dose of budesonide needed to maintain adequate asthma control should be used.

Budesonide is excreted in breast milk. However, at therapeutic doses no effects on the suckling child are
anticipated. It is not known whether formoterol passes into human breast milk. In rats, small amounts of
formoterol have been detected in maternal milk. Administration of Symbicort to women who are
breastfeeding should only be considered if the expected benefit to the mother is greater than any possible
risk to the child.

4.7 Effects on ability to drive and use machines
Symbicort has no or negligible influence on the ability to drive and use machines.
4.8 Undesirable effects

Since Symbicort contains both budesonide and formoterol, the same pattern of undesirable effects as
reported for these substances may occur. No increased incidence of adverse reactions has been seen
following concurrent administration of the two compounds. The most common drug related adverse
reactions are pharmacologically predictable side-effects of B, adrenoceptor agonist therapy, such as tremor
and palpitations. These tend to be mild and usually disappear within a few days of treatment. In a 3-year
clinical trial with budesonide in COPD, skin bruises and pneumonia occurred at a frequency of 10% and
6%, respectively, compared with 4% and 3% in the placebo group (p<0.001 and p<0.01, respectively).

Adverse reactions, which have been associated with budesonide or formoterol, are given below, listed by
system organ class and frequency. Frequencies are defined as: very common (> 1/10), common (= 1/100 to
< 1/10), uncommon (> 1/1 000 to < 1/100), rare (= 1/10 000 to < 1/1000) and very rare (< 1/10 000).

Table 1
SOC Frequency Adverse Drug Reaction
Infections and infestations | Common Candida infections in the oropharynx
Immune system disorders Rare Immediate and delayed hypersensitivity reactions,
e.g. exanthema, urticaria, pruritus, dermatitis,
angioedema and anaphylactic reaction
Endocrine disorders Very rare Cushing’s syndrome, adrenal suppression, growth
retardation, decrease in bone mineral density
Metabolism and nutrition Rare Hypokalaemia
disorders Very rare Hyperglycaemia
Psychiatric disorders Uncommon Aggression, psychomotor hyperactivity, anxiety,
sleep disorders
Very rare Depression, behavioural changes (predominantly
in children)
Nervous system disorders | Common Headache, tremor
Uncommon Dizziness
Very rare Taste disturbances
Eye disorders Very rare Cataract and glaucoma
Cardiac disorders Common Palpitations
Uncommon Tachycardia
Rare Cardiac arrhythmias, e.g. atrial fibrillation,
supraventricular tachycardia, extrasystoles
Very rare Angina pectoris. Prolongation of QTc-interval
Vascular disorders Very rare Variations in blood pressure
Respiratory, thoracic and Common Mild irritation in the throat, coughing, hoarseness
mediastinal disorders Rare Bronchospasm
Gastrointestinal disorders | Uncommon Nausea




Skin and subcutaneous Uncommon Bruises
tissue disorders

Musculoskeletal and Uncommon Muscle cramps
connective tissue disorders

Candida infection in the oropharynx is due to drug deposition. Advising the patient to rinse the mouth out
with water after each dose will minimise the risk. Oropharyngeal Candida infection usually responds to
topical anti-fungal treatment without the need to discontinue the inhaled corticosteroid.

As with other inhalation therapy, paradoxical bronchospasm may occur very rarely, affecting less than 1 in
10,000 people, with an immediate increase in wheezing and shortness of breath after dosing. Paradoxical
bronchospasm responds to a rapid-acting inhaled bronchodilator and should be treated straightaway.
Symbicort should be discontinued immediately, the patient should be assessed and an alternative therapy
instituted if necessary (see section 4.4).

Systemic effects of inhaled corticosteroids may occur, particularly at high doses prescribed for prolonged
periods. These effects are much less likely to occur than with oral corticosteroids. Possible systemic effects
include Cushing’s Syndrome, Cushingoid features, adrenal suppression, growth retardation in children and
adolescents, decrease in bone mineral density, cataract and glaucoma. Increased susceptibility to infections
and impairment of the ability to adapt to stress may also occur. Effects are probably dependent on dose,
exposure time, concomitant and previous steroid exposure and individual sensitivity.

Treatment with 3, adrenoceptor agonists may result in an increase in blood levels of insulin, free fatty acids,
glycerol and ketone bodies.

4.9 Overdose

An overdose of formoterol would likely lead to effects that are typical for B,adrenoceptor agonists: tremor,
headache, palpitations. Symptoms reported from isolated cases are tachycardia, hyperglycaemia,
hypokalaemia, prolonged QTc-interval, arrhythmia, nausea and vomiting. Supportive and symptomatic
treatment may be indicated. A dose of 90 micrograms administered during three hours in patients with acute
bronchial obstruction raised no safety concerns.

Acute overdosage with budesonide, even in excessive doses, is not expected to be a clinical problem. When
used chronically in excessive doses, systemic glucocorticosteroid effects, such as hypercorticism and
adrenal suppression, may appear.

If Symbicort therapy has to be withdrawn due to overdose of the formoterol component of the drug,
provision of appropriate inhaled corticosteroid therapy must be considered.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Adrenergics and other drugs for obstructive airway diseases.

ATC-code: RO3AKO07

Mechanisms of action and pharmacodynamic effects

Symbicort contains formoterol and budesonide, which have different modes of action and show additive
effects in terms of reduction of asthma exacerbations. The specific properties of budesonide and formoterol
allow the combination to be used either as maintenance and reliever therapy or as maintenance treatment of

asthma.

Budesonide



Budesonide is a glucocorticosteroid which when inhaled has a dose-dependent anti-inflammatory action in
the airways, resulting in reduced symptoms and fewer asthma exacerbations. Inhaled budesonide has less
severe adverse effects than systemic corticosteroids. The exact mechanism responsible for the anti-
inflammatory effect of glucocorticosteroids is unknown.

Formoterol

Formoterol is a selective B,-adrenoceptor agonist that when inhaled results in rapid and long-acting
relaxation of bronchial smooth muscle in patients with reversible airways obstruction. The bronchodilating
effect is dose dependant, with an onset of effect within 1-3 minutes. The duration of effect is at least

12 hours after a single dose.

Budesonide/Formoterol

Asthma

Clinical efficacy for budesonide/formoterol maintenance therapy

Clinical studies in adults have shown that the addition of formoterol to budesonide improved asthma
symptoms and lung function, and reduced exacerbations. In two 12-week studies the effect on lung function
of budesonide/formoterol was equal to that of the free combination of budesonide and formoterol, and
exceeded that of budesonide alone. All treatment arms used a short-acting ,-adrenoceptor agonist as
needed. There was no sign of attenuation of the anti-asthmatic effect over time.

In a 12-week paediatric study, 85 children aged 6-11 years were treated with a maintenance dose of
budesonide/formoterol (2 inhalations of 80 micrograms /4.5 micrograms/inhalation twice daily), and a
short-acting beta, adrenoceptor agonist as needed. Lung function was improved and the treatment was well
tolerated compared to the corresponding dose of budesonide alone.

Clinical efficacy for budesonide/formoterol maintenance and reliever therapy

A total of 12076 asthma patients were included in 5 double-blind efficacy and safety studies (4447 were
randomised to budesonide/formoterol maintenance and reliever therapy) for 6 or 12 months. Patients were
required to be symptomatic despite use of inhaled glucocorticosteroids.

Budesonide/formoterol t maintenance and reliever therapy provided statistically significant and clinically
meaningful reductions in severe exacerbations for all comparisons in all 5 studies. This included a
comparison with budesonide/formoterol at a higher maintenance dose with terbutaline as reliever (study
735) and budesonide/formoterol at the same maintenance dose with either formoterol or terbutaline as
reliever (study 734) (Table 2). In Study 735, lung function, symptom control, and reliever use were similar
in all treatment groups. In Study 734, symptoms and reliever use were reduced and lung function improved,
compared with both comparator treatments. In the 5 studies combined, patients receiving
budesonide/formoterol maintenance and reliever therapy used, on average, no reliever inhalations on 57% of
treatment days. There was no sign of development of tolerance over time.

Table 2 Overview of severe exacerbations in clinical studies

Study No. Treatment groups n Severe exacerbations®

Duration Events  Events/

patient-year

Study 735 | Budesonide/formoterol 160/4.5 ng bd + as needed 1103 | 125 0.23°

6 months Budesonide/formoterol 320/9 pg bd + terbutaline 0.4 mg as needed 1099 | 173 0.32
Salmeterol/fluticasone 2 x 25/125 pg bd + terbutaline 0.4 mg as 1119 | 208 0.38
needed

Study 734 | Budesonide/formoterol 160/4.5 ng bd + as needed 1107 | 194 0.19°

12 months | Budesonide/formoterol 160/4.5 pug bd + formoterol 4.5 pg as 1137 | 296 0.29
needed
Budesonide/formoterol 160/4.5 pg bd + terbutaline 0.4 mg as 1138 | 377 0.37
needed

Hospitalisation/emergency room treatment or treatment with oral steroids
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Reduction in exacerbation rate is statistically significant (P-value <0.01) for both comparisons

In 2 other studies with patients seeking medical attention due to acute asthma symptoms,
budesonide/formoterol provided rapid and effective relief of bronchoconstriction similar to salbutamol and
formoterol.

COPD

In two 12-month studies, the effect on lung function and the rate of exacerbation (defined as courses of oral
steroids and/or course of antibiotics and/or hospitalisations) in patients with severe COPD was evaluated.
Median FEV at inclusion in the trials was 36% of predicted normal. The mean number of exacerbations per
year (as defined above) was significantly reduced with budesonide/formoterol as compared with treatment
with formoterol alone or placebo (mean rate 1.4 compared with 1.8-1.9 in the placebo/formoterol group).
The mean number of days on oral corticosteroids/patient during the 12 months was slightly reduced in the
budesonide/formoterol group (7-8 days/patient/year compared with 11-12 and 9-12 days in the placebo and
formoterol groups, respectively). For changes in lung-function parameters, such as FEV,,
budesonide/formoterol was not superior to treatment with formoterol alone.

5.2 Pharmacokinetic properties

Absorption

The fixed-dose combination of budesonide and formoterol, and the corresponding monoproducts have been
shown to be bioequivalent with regard to systemic exposure of budesonide and formoterol, respectively. In
spite of this, a small increase in cortisol suppression was seen after administration of the fixed-dose
combination compared to the monoproducts. The difference is considered not to have an impact on clinical
safety.

There was no evidence of pharmacokinetic interactions between budesonide and formoterol.

Pharmacokinetic parameters for the respective substances were comparable after the administration of
budesonide and formoterol as monoproducts or as the fixed-dose combination. For budesonide, AUC was
slightly higher, rate of absorption more rapid and maximal plasma concentration higher after administration
of the fixed combination. For formoterol, maximal plasma concentration was similar after administration of
the fixed combination. Inhaled budesonide is rapidly absorbed and the maximum plasma concentration is
reached within 30 minutes after inhalation. In studies, mean lung deposition of budesonide after inhalation
via the powder inhaler ranged from 32% to 44% of the delivered dose. The systemic bioavailability is
approximately 49% of the delivered dose. In children 6-16 years of age the lung deposition falls in the same
range as in adults for the same given dose. The resulting plasma concentrations were not determined.

Inhaled formoterol is rapidly absorbed and the maximum plasma concentration is reached within 10 minutes
after inhalation. In studies the mean lung deposition of formoterol after inhalation via the powder inhaler
ranged from 28% to 49% of the delivered dose. The systemic bioavailability is about 61% of the delivered
dose.

Distribution and metabolism

Plasma protein binding is approximately 50% for formoterol and 90% for budesonide. Volume of
distribution is about 4 1/kg for formoterol and 3 I/kg for budesonide. Formoterol is inactivated via
conjugation reactions (active O demethylated and deformylated metabolites are formed, but they are seen
mainly as inactivated conjugates). Budesonide undergoes an extensive degree (approximately 90%) of
biotransformation on first passage through the liver to metabolites of low glucocorticosteroid activity. The
glucocorticosteroid activity of the major metabolites, 6-beta-hydroxy-budesonide and
16-alfa-hydroxy-prednisolone, is less than 1% of that of budesonide. There are no indications of any
metabolic interactions or any displacement reactions between formoterol and budesonide.

Elimination
The major part of a dose of formoterol is transformed by liver metabolism followed by renal elimination.
After inhalation, 8% to 13% of the delivered dose of formoterol is excreted unmetabolised in the urine.
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Formoterol has a high systemic clearance (approximately 1.4 1/min) and the terminal elimination half-life
averages 17 hours.

Budesonide is eliminated via metabolism mainly catalysed by the enzyme CYP3A4. The metabolites of
budesonide are eliminated in urine as such or in conjugated form. Only negligible amounts of unchanged
budesonide have been detected in the urine. Budesonide has a high systemic clearance (approximately
1.2 I/min) and the plasma elimination half-life after i.v. dosing averages 4 hours.

The pharmacokinetics of budesonide or formoterol in patients with renal failure are unknown. The exposure
of budesonide and formoterol may be increased in patients with liver disease.

5.3 Preclinical safety data

The toxicity observed in animal studies with budesonide and formoterol, given in combination or separately,
were effects associated with exaggerated pharmacological activity.

In animal reproduction studies, corticosteroids such as budesonide have been shown to induce
malformations (cleft palate, skeletal malformations). However, these animal experimental results do not
seem to be relevant in humans at the recommended doses. Animal reproduction studies with formoterol have
shown a somewhat reduced fertility in male rats at high systemic exposure and implantation losses as well as
decreased early postnatal survival and birth weight at considerably higher systemic exposures than those
reached during clinical use. However, these animal experimental results do not seem to be relevant in
humans.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Lactose monohydrate (which contains milk proteins).

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

2 years.

6.4 Special precautions for storage

Do not store above 30°C. Keep the container tightly closed, in order to protect from moisture.

6.5 Nature and contents of container

Symbicort Turbuhaler is an inspiratory flow driven, multidose powder inhaler. The inhaler is white with a
red turning grip. The inhaler is made of different plastic materials (PP, PC, HDPE, LDPE, LLDPE, PBT). In
each secondary package there are 1, 2, 3, 10 or 18 inhaler(s) containing 60 (or 120) doses. Not all pack-sizes
may be marketed.

6.6  Special precautions for disposal and other handling

No special requirements.

7. MARKETING AUTHORISATION HOLDER
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SUMMARY OF PRODUCT CHARACTERISTICS
1. NAME OF THE MEDICINAL PRODUCT

Symbicort forte Turbuhaler, 320 micrograms/9 micrograms/inhalation, inhalation powder.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each delivered dose (the dose that leaves the mouthpiece) contains: budesonide
320 micrograms/inhalation and formoterol fumarate dihydrate 9 micrograms/inhalation.

Each metered dose contains: budesonide 400 micrograms/inhalation and formoterol fumarate dihydrate
12 micrograms/inhalation.

Excipient: Lactose monohydrate 491 micrograms per dose.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Inhalation powder.

White powder.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Asthma

Symbicort is indicated in the regular treatment of asthma where use of a combination (inhaled corticosteroid

and long-acting 3, adrenoceptor agonist) is appropriate:

- patients not adequately controlled with inhaled corticosteroids and “as needed” inhaled short-acting 3,
adrenoceptor agonists.

or

- patients already adequately controlled on both inhaled corticosteroids and long-acting 32
adrenoceptor agonists.

COPD

Symptomatic treatment of patients with severe COPD (FEV, < 50% predicted normal) and a history of
repeated exacerbations, who have significant symptoms despite regular therapy with long-acting
bronchodilators.

4.2 Posology and method of administration
Route of administration: For inhalation use

Asthma

Symbicort is not intended for the initial management of asthma. The dosage of the components of Symbicort
is individual and should be adjusted to the severity of the disease. This should be considered not only when
treatment with combination products is initiated but also when the maintenance dose is adjusted. If an
individual patient should require a combination of doses other than those available in the combination
inhaler, appropriate doses of B, adrenoceptor agonists and/or corticosteroids by individual inhalers should be
prescribed.
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Recommended doses:
Adults (18 years and older): 1 inhalation twice daily. Some patients may require up to a maximum of
2 inhalations twice daily.

Adolescents (12-17 years): 1 inhalation twice daily.

Patients should be regularly reassessed by their prescriber/health care provider, so that the dosage of
Symbicort remains optimal. The dose should be titrated to the lowest dose at which effective control of
symptoms is maintained. When long-term control of symptoms is maintained with the lowest recommended
dosage, then the next step could include a test of inhaled corticosteroid alone.

In usual practice when control of symptoms is achieved with the twice daily regimen, titration to the lowest
effective dose could include Symbicort given once daily, when in the opinion of the prescriber, a long-acting
bronchodilator would be required to maintain control.

Increasing use of a separate rapid-acting bronchodilator indicates a worsening of the underlying condition
and warrants a reassessment of the asthma therapy.

Children (6 years and older): A lower strength is available for children 6 11 years.

Children under 6 years: As only limited data are available, Symbicort is not recommended for children
younger than 6 years.

Symbicort forte should be used as Symbicort maintenance therapy only. Lower strengths are available for
the Symbicort maintenance and reliever therapy regimen.

COPD
Recommended doses:
Adults: 1 inhalation twice daily.

General information

Special patient groups:

There are no special dosing requirements for elderly patients. There are no data available for use of
Symbicort in patients with hepatic or renal impairment. As budesonide and formoterol are primarily
eliminated via hepatic metabolism, an increased exposure can be expected in patients with severe liver
cirrhosis.

Instructions for correct use of Symbicort Turbuhaler:
The inhaler is inspiratory flow-driven, which means that when the patient inhales through the mouthpiece,

the substance will follow the inspired air into the airways.

Note: It is important to instruct the patient

o to carefully read the instructions for use in the patient information leaflet which is packed together
with each Symbicort Turbuhaler Inhaler.

o to breathe in forcefully and deeply through the mouthpiece to ensure that an optimal dose is delivered
to the lungs.

o never to breathe out through the mouthpiece.

o to replace the cover of the Symbicort Turbuhaler Inhaler after use.

o to rinse their mouth out with water after inhaling the maintenance dose to minimise the risk of
oropharyngeal thrush.

The patient may not taste or feel any medication when using Symbicort Turbuhaler Inhaler due to the small
amount of drug dispensed.

4.3 Contraindications
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Hypersensitivity (allergy) to budesonide, formoterol or lactose (which contains small amounts of milk
protein).

4.4 Special warnings and precautions for use

It is recommended that the dose is tapered when the treatment is discontinued and should not be stopped
abruptly.

If patients find the treatment ineffective, or exceed the highest recommended dose of Symbicort, medical
attention must be sought (see section 4.2). Increasing use of rescue bronchodilators indicates a worsening of
the underlying condition and warrants a reassessment of the asthma therapy. Sudden and progressive
deterioration in control of asthma or COPD is potentially life threatening and the patient should undergo
urgent medical assessment. In this situation, consideration should be given to the need for increased therapy
with corticosteroids, e.g. a course of oral corticosteroids, or antibiotic treatment if an infection is present.

Patients should be advised to have rescue inhaler available at all times.

Patients should be reminded to take their Symbicort maintenance dose as prescribed, even when
asymptomatic.

Once asthma symptoms are controlled, consideration may be given to gradually reducing the dose of
Symbicort. Regular review of patients as treatment is stepped down is important. The lowest effective dose
of Symbicort should be used (see section 4.2).

Patients should not be initiated on Symbicort during an exacerbation, or if they have significantly worsening
or acutely deteriorating asthma.

Serious asthma-related adverse events and exacerbations may occur during treatment with Symbicort.
Patients should be asked to continue treatment but to seek medical advice if asthma symptoms remain
uncontrolled or worsen after initiation of Symbicort.

As with other inhalation therapy, paradoxical bronchospasm may occur, with an immediate increase in
wheezing and shortness of breath after dosing. If the patient experiences paradoxical bronchospasm
Symbicort should be discontinued immediately, the patient should be assessed and an alternative therapy
instituted, if necessary. Paradoxical bronchospasm responds to a rapid-acting inhaled bronchodilator and
should be treated straightaway (see section 4.8).

Systemic effects may occur with any inhaled corticosteroid, particularly at high doses prescribed for long
periods. These effects are much less likely to occur with inhalation treatment than with oral corticosteroids.
Possible systemic effects include Cushing’s syndrome, Cushingoid features, adrenal suppression, growth
retardation in children and adolescents, decrease in bone mineral density, cataract and glaucoma, and more
rarely, a range of psychological or behavioural effects including psychomotor hyperactivity, sleep disorders,
anxiety, depression or aggression (particularly in children) (see section 4.8).

It is recommended that the height of children receiving prolonged treatment with inhaled corticosteroids is
regularly monitored. If growth is slowed, therapy should be re-evaluated with the aim of reducing the dose
of inhaled corticosteroid to the lowest dose at which effective control of asthma is maintained, if possible.
The benefits of the corticosteroid therapy and the possible risks of growth suppression must be carefully
weighed. In addition consideration should be given to referring the patient to a paediatric respiratory
specialist.

Limited data from long-term studies suggest that most children and adolescents treated with inhaled

budesonide will ultimately achieve their adult target height. However, an initial small but transient reduction
in growth (approximately 1 cm) has been observed. This generally occurs within the first year of treatment.
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Potential effects on bone density should be considered, particularly in patients on high doses for prolonged
periods that have coexisting risk factors for osteoporosis. Long-term studies with inhaled budesonide in
children at mean daily doses of 400 micrograms (metered dose) or in adults at daily doses of

800 micrograms (metered dose) have not shown any significant effects on bone mineral density. No
information regarding the effect of Symbicort at higher doses is available.

If there is any reason to suppose that adrenal function is impaired from previous systemic steroid therapy,
care should be taken when transferring patients to Symbicort therapy.

The benefits of inhaled budesonide therapy would normally minimise the need for oral steroids, but patients
transferring from oral steroids may remain at risk of impaired adrenal reserve for a considerable time.
Recovery may take a considerable amount of time after cessation of oral steroid therapy and hence oral
steroid-dependent patients transferred to inhaled budesonide may remain at risk from impaired adrenal
function for some considerable time. In such circumstances HPA axis function should be monitored
regularly.

Prolonged treatment with high doses of inhaled corticosteroids, particularly higher than recommended
doses, may also result in clinically significant adrenal suppression. Therefore additional systemic
corticosteroid cover should be considered during periods of stress such as severe infections or elective
surgery. Rapid reduction in the dose of steroids can induce acute adrenal crisis. Symptoms and signs which
might be seen in acute adrenal crisis may be somewhat vague but may include anorexia, abdominal pain,
weight loss, tiredness, headache, nausea, vomiting, decreased level of consciousness, seizures, hypotension
and hypoglycaemia.

Treatment with supplementary systemic steroids or inhaled budesonide should not be stopped abruptly.

During transfer from oral therapy to Symbicort, a generally lower systemic steroid action will be
experienced which may result in the appearance of allergic or arthritic symptoms such as rhinitis, eczema
and muscle and joint pain. Specific treatment should be initiated for these conditions. A general insufficient
glucocorticosteroid effect should be suspected if, in rare cases, symptoms such as tiredness, headache,
nausea and vomiting should occur. In these cases a temporary increase in the dose of oral
glucocorticosteroids is sometimes necessary.

To minimise the risk of oropharyngeal candida infection, the patient should be instructed to rinse their
mouth out with water after inhaling the maintenance dose.

Concomitant treatment with itraconazole, ritonavir or other potent CYP3A4 inhibitors should be avoided
(see section 4.5). If this is not possible the time interval between administration of the interacting drugs
should be as long as possible.

Symbicort should be administered with caution in patients with thyrotoxicosis, phacochromocytoma,
diabetes mellitus, untreated hypokalaemia, hypertrophic obstructive cardiomyopathy, idiopathic subvalvular
aortic stenosis, severe hypertension, aneurysm or other severe cardiovascular disorders, such as ischaemic
heart disease, tachyarrhythmias or severe heart failure.

Caution should be observed when treating patients with prolongation of the QTc-interval. Formoterol itself
may induce prolongation of the QTc-interval.

The need for, and dose of inhaled corticosteroids should be re-evaluated in patients with active or quiescent
pulmonary tuberculosis, fungal and viral infections in the airways.

Potentially serious hypokalaemia may result from high doses of B, adrenoceptor agonists. Concomitant
treatment of 3, adrenoceptor agonists with drugs which can induce hypokalaemia or potentiate a
hypokalaemic effect, e.g xanthine-derivatives, steroids and diuretics, may add to a possible hypokalaemic
effect of the 3, adrenoceptor agonist. Particular caution is recommended in unstable asthma with variable
use of rescue bronchodilators, in acute severe asthma as the associated risk may be augmented by hypoxia
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and in other conditions when the likelihood for hypokalaemia is increased. It is recommended that serum
potassium levels are monitored during these circumstances.

As for all B, adrenoceptor agonists, additional blood glucose controls should be considered in diabetic
patients.

Symbicort Turbuhaler contains lactose monohydrate (< 1 mg/inhalation). This amount does not normally
cause problems in lactose intolerant people. The excipient lactose contains small amounts of milk proteins,
which may cause allergic reactions.

4.5 Interaction with other medicinal products and other forms of interaction

Pharmacokinetic interactions

Potent inhibitors of CYP3A4 (eg, ketoconazole, itraconazole, voriconazole, posaconazole, clarithromycin,
telithromycin, nefazodone and HIV protease inhibitors) are likely to markedly increase plasma levels of
budesonide and concomitant use should be avoided. If this is not possible the time interval between
administration of the inhibitor and budesonide should be as long as possible (see section 4.4).

The potent CYP3A4 inhibitor ketoconazole, 200 mg once daily, increased plasma levels of concomitantly
orally administered budesonide (single dose of 3 mg) on average six-fold. When ketoconazole was
administered 12 hours after budesonide the concentration was on average increased only three-fold showing
that separation of the administration times can reduce the increase in plasma levels. Limited data about this
interaction for high-dose inhaled budesonide indicates that marked increases in plasma levels (on average
four fold) may occur if itraconazole, 200 mg once daily, is administered concomitantly with inhaled
budesonide (single dose of 1000 pg).

Pharmacodynamic interactions

Beta-adrenergic blockers can weaken or inhibit the effect of formoterol. Symbicort should therefore not be
given together with beta-adrenergic blockers (including eye drops) unless there are compelling reasons.
Concomitant treatment with quinidine, disopyramide, procainamide, phenothiazines, antihistamines
(terfenadine), monoamine oxidase inhibitors and tricyclic antidepressants can prolong the QTc-interval and

increase the risk of ventricular arrhythmias.

In addition L-Dopa, L-thyroxine, oxytocin and alcohol can impair cardiac tolerance towards
B>-sympathomimetics.

Concomitant treatment with monoamine oxidase inhibitors including agents with similar properties such as
furazolidone and procarbazine may precipitate hypertensive reactions.

There is an elevated risk of arrhythmias in patients receiving concomitant anaesthesia with halogenated
hydrocarbons.

Concomitant use of other beta-adrenergic drugs or anticholinergic drugs can have a potentially additive
bronchodilating effect.

Hypokalaemia may increase the disposition towards arrhythmias in patients who are treated with digitalis
glycosides.

Budesonide and formoterol have not been observed to interact with any other drugs used in the treatment of
asthma.

4.6 Pregnancy and lactation
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For Symbicort or the concomitant treatment with formoterol and budesonide, no clinical data on exposed
pregnancies are available. Data from an embryo-fetal development study in the rat showed no evidence of
any additional effect from the combination.

There are no adequate data from use of formoterol in pregnant women. In animal studies formoterol has
caused adverse effects in reproduction studies at very high systemic exposure levels (see section 5.3 ).

Data on approximately 2000 exposed pregnancies indicate no increased teratogenic risk associated with the
use of inhaled budesonide. In animal studies glucocorticosteroids have been shown to induce malformations
(see section 5.3). This is not likely to be relevant for humans given recommended doses.

Animal studies have also identified an involvement of excess prenatal glucocorticoids in increased risks for
intrauterine growth retardation, adult cardiovascular disease and permanent changes in glucocorticoid
receptor density, neurotransmitter turnover and behaviour at exposures below the teratogenic dose range.

During pregnancy, Symbicort should only be used when the benefits outweigh the potential risks. The
lowest effective dose of budesonide needed to maintain adequate asthma control should be used.

Budesonide is excreted in breast milk. However, at therapeutic doses no effects on the suckling child are
anticipated. It is not known whether formoterol passes into human breast milk. In rats, small amounts of
formoterol have been detected in maternal milk. Administration of Symbicort to women who are
breastfeeding should only be considered if the expected benefit to the mother is greater than any possible
risk to the child.

4.7 Effects on ability to drive and use machines
Symbicort has no or negligible influence on the ability to drive and use machines.
4.8 Undesirable effects

Since Symbicort contains both budesonide and formoterol, the same pattern of undesirable effects as
reported for these substances may occur. No increased incidence of adverse reactions has been seen
following concurrent administration of the two compounds. The most common drug related adverse
reactions are pharmacologically predictable side-effects of B, agonist therapy, such as tremor and
palpitations. These tend to be mild and usually disappear within a few days of treatment. In a 3-year clinical
trial with budesonide in COPD, skin bruises and pneumonia occurred at a frequency of 10% and 6%,
respectively, compared with 4% and 3% in the placebo group (p<0.001 and p<0.01, respectively).

Adverse reactions, which have been associated with budesonide or formoterol, are given below, listed by
system organ class and frequency. Frequencies are defined as: very common (> 1/10), common (= 1/100 to
< 1/10), uncommon (= 1/1000 to < 1/100), rare (= 1/10 000 to < 1/1000) and very rare (< 1/10 000).

Table 1

SOC Frequency Adverse Drug Reaction

Infections and infestations | Common Candida infections in the oropharynx

Immune system disorders Rare Immediate and delayed hypersensitivity reactions,
e.g. exanthema, urticaria, pruritus, dermatitis,
angioedema and anaphylactic reaction

Endocrine disorders Very rare Cushing’s syndrome, adrenal suppression, growth
retardation, decrease in bone mineral density

Metabolism and nutrition Rare Hypokalaemia

disorders Very rare Hyperglycaemia

Psychiatric disorders Uncommon Aggression, psychomotor hyperactivity, anxiety,
sleep disorders
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Very rare Depression, behavioural changes (predominantly
in children)
Nervous system disorders | Common Headache, tremor
Uncommon Dizziness
Very rare Taste disturbances
Eye disorders Very rare Cataract and glaucoma
Cardiac disorders Common Palpitations
Uncommon Tachycardia
Rare Cardiac arrhythmias, eg. atrial fibrillation,
supraventricular tachycardia, extrasystoles
Very rare Angina pectoris. Prolongation of QTc- interval
Vascular disorders Very rare Variations in blood pressure
Respiratory, thoracic and Common Mild irritation in the throat, coughing, hoarseness
mediastinal disorders Rare Bronchospasm
Gastrointestinal disorders | Uncommon Nausea
Skin and subcutaneous Uncommon Bruises
tissue disorders
Musculoskeletal and Uncommon Muscle cramps
connective tissue disorders

Candida infection in the oropharynx is due to drug deposition. Advising the patient to rinse the mouth out
with water after each dose will minimise the risk. Oropharyngeal Candida infection usually responds to
topical anti-fungal treatment without the need to discontinue the inhaled corticosteroid.

As with other inhalation therapy, paradoxical bronchospasm may occur very rarely, affecting less than 1 in
10,000 people, with an immediate increase in wheezing and shortness of breath after dosing. Paradoxical
bronchospasm responds to a rapid-acting inhaled bronchodilator and should be treated straightaway.
Symbicort should be discontinued immediately, the patient should be assessed and an alternative therapy
instituted if necessary (see section 4.4).

Systemic effects of inhaled corticosteroids may occur, particularly at high doses prescribed for prolonged
periods. These effects are much less likely to occur than with oral corticosteroids. Possible systemic effects
include Cushing’s Syndrome, Cushingoid features, adrenal suppression, growth retardation in children and
adolescents, decrease in bone mineral density, cataract and glaucoma. Increased susceptibility to infections
and impairment of the ability to adapt to stress may also occur. Effects are probably dependent on dose,
exposure time, concomitant and previous steroid exposure and individual sensitivity.

Treatment with 3, agonists may result in an increase in blood levels of insulin, free fatty acids, glycerol and
ketone bodies.

4.9 Overdose

An overdose of formoterol would likely lead to effects that are typical for B, adrenoceptor agonists: tremor,
headache, palpitations. Symptoms reported from isolated cases are tachycardia, hyperglycaemia,
hypokalaemia, prolonged QTc-interval, arrhythmia, nausea and vomiting. Supportive and symptomatic
treatment may be indicated. A dose of 90 micrograms administered during three hours in patients with acute
bronchial obstruction raised no safety concerns.

Acute overdosage with budesonide, even in excessive doses, is not expected to be a clinical problem. When
used chronically in excessive doses, systemic glucocorticosteroid effects, such as hypercorticism and

adrenal suppression, may appear.

If Symbicort therapy has to be withdrawn due to overdose of the formoterol component of the drug,
provision of appropriate inhaled corticosteroid therapy must be considered.
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5.  PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Adrenergics and other drugs for obstructive airway diseases.
ATC-code: RO3AKO07

Mechanisms of action and pharmacodynamic effects

Symbicort contains formoterol and budesonide, which have different modes of action and show additive
effects in terms of reduction of asthma exacerbations. The mechanisms of action of the two substances,
respectively are discussed below.

Budesonide

Budesonide is a glucocorticosteroid which when inhaled has a dose-dependent anti-inflammatory action in
the airways, resulting in reduced symptoms and fewer asthma exacerbations. Inhaled budesonide has less
severe adverse effects than systemic corticosteroids. The exact mechanism responsible for the anti-
inflammatory effect of glucocorticosteroids is unknown.

Formoterol

Formoterol is a selective B, adrenoceptor adrenergic agonist that when inhaled results in rapid and long-
acting relaxation of bronchial smooth muscle in patients with reversible airways obstruction. The
bronchodilating effect is dose-dependant, with an onset of effect within 1-3 minutes. The duration of effect
is at least 12 hours after a single dose.

Budesonide/formoterol

Asthma

Clinical studies in adults have shown that the addition of formoterol to budesonide improved asthma
symptoms and lung function, and reduced exacerbations. In two 12-week studies the effect on lung function
of budesonide/formoterol was equal to that of the free combination of budesonide and formoterol, and
exceeded that of budesonide alone. All treatment arms used a short-acting 3, adrenoceptor agonist as
needed. There was no sign of attenuation of the anti-asthmatic effect over time.

In a 12-week paediatric, study 85 children aged 611 years were treated with a maintenance dose of
budesonide/formoterol (2 inhalations of 80 micrograms/4.5 micrograms/inhalation twice daily), and a short-
acting P, adrenoceptor agonist as needed. Lung function was improved, and the treatment was well tolerated
compared to the corresponding dose of budesonide alone.

COPD

In two 12-month studies, the effect on lung function and the rate of exacerbation (defined as courses of oral
steroids and/or course of antibiotics and/or hospitalisations) in patients with severe COPD was evaluated.
Median FEV, at inclusion in the trials was 36% of predicted normal. The mean number of exacerbations per
year (as defined above) was significantly reduced with budesonide/formoterol as compared with treatment
with formoterol alone or placebo (mean rate 1.4 compared with 1.8-1.9 in the placebo/formoterol group).
The mean number of days on oral corticosteroids/patient during the 12 months was slightly reduced in the
budesonide/formoterol group (7-8 days/patient/year compared with 11-12 and 9-12 days in the placebo and
formoterol groups, respectively). For changes in lung-function parameters, such as FEV,,
budesonide/formoterol was not superior to treatment with formoterol alone.

5.2 Pharmacokinetic properties
Absorption

The fixed-dose combination of budesonide and formoterol, and the corresponding monoproducts have been
shown to be bioequivalent with regard to systemic exposure of budesonide and formoterol, respectively. In
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spite of this, a small increase in cortisol suppression was seen after administration of the fixed-dose
combination compared to the monoproducts. The difference is considered not to have an impact on clinical
safety.

There was no evidence of pharmacokinetic interactions between budesonide and formoterol.

Pharmacokinetic parameters for the respective substances were comparable after the administration of
budesonide and formoterol as monoproducts or as the fixed-dose combination. For budesonide, AUC was
slightly higher, rate of absorption more rapid and maximal plasma concentration higher after administration
of the fixed combination. For formoterol, maximal plasma concentration was similar after administration of
the fixed combination. Inhaled budesonide is rapidly absorbed and the maximum plasma concentration is
reached within 30 minutes after inhalation. In studies, mean lung deposition of budesonide after inhalation
via the powder inhaler ranged from 32% to 44% of the delivered dose. The systemic bioavailability is
approximately 49% of the delivered dose. In children 6-16 years of age the lung deposition falls in the same
range as in adults for the same given dose. The resulting plasma concentrations were not determined.

Inhaled formoterol is rapidly absorbed and the maximum plasma concentration is reached within 10 minutes
after inhalation. In studies the mean lung deposition of formoterol after inhalation via the powder inhaler
ranged from 28% to 49% of the delivered dose. The systemic bioavailability is about 61% of the delivered
dose.

Distribution and metabolism

Plasma protein binding is approximately 50% for formoterol and 90% for budesonide. Volume of
distribution is about 4 1/kg for formoterol and 3 I/kg for budesonide. Formoterol is inactivated via
conjugation reactions (active O-demethylated and deformylated metabolites are formed, but they are seen
mainly as inactivated conjugates). Budesonide undergoes an extensive degree (approximately 90%) of
biotransformation on first passage through the liver to metabolites of low glucocorticosteroid activity. The
glucocorticosteroid activity of the major metabolites, 6-beta-hydroxy-budesonide and
16-alfa-hydroxy-prednisolone, is less than 1% of that of budesonide. There are no indications of any
metabolic interactions or any displacement reactions between formoterol and budesonide.

Elimination

The major part of a dose of formoterol is transformed by liver metabolism followed by renal elimination.
After inhalation, 8% to 13% of the delivered dose of formoterol is excreted unmetabolised in the urine.
Formoterol has a high systemic clearance (approximately 1.4 I/min) and the terminal elimination half-life
averages 17 hours.

Budesonide is eliminated via metabolism mainly catalysed by the enzyme CYP3A4. The metabolites of
budesonide are eliminated in urine as such or in conjugated form. Only negligible amounts of unchanged
budesonide have been detected in the urine. Budesonide has a high systemic clearance (approximately
1.2 /min) and the plasma elimination half-life after i.v. dosing averages 4 hours.

The pharmacokinetics of budesonide or formoterol in children and patients with renal failure are unknown.
The exposure of budesonide and formoterol may be increased in patients with liver disease.

5.3  Preclinical safety data

The toxicity observed in animal studies with budesonide and formoterol, given in combination or separately,
were effects associated with exaggerated pharmacological activity.

In animal reproduction studies, corticosteroids such as budesonide have been shown to induce
malformations (cleft palate, skeletal malformations). However, these animal experimental results do not
seem to be relevant in humans at the recommended doses. Animal reproduction studies with formoterol have
shown a somewhat reduced fertility in male rats at high systemic exposure and implantation losses as well as
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decreased early postnatal survival and birth weight at considerably higher systemic exposures than those
reached during clinical use. However, these animal experimental results do not seem to be relevant in
humans.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Lactose monohydrate (which contains milk proteins).

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

2 years.

6.4 Special precautions for storage

Do not store above 30° C. Keep the container tightly closed, in order to protect from moisture.

6.5 Nature and contents of container

Symbicort Turbuhaler is an inspiratory flow driven, multidose powder inhaler. The inhaler is white with a
red turning grip. The inhaler is made of different plastic materials (PP, PC, HDPE, LDPE, LLDPE, PBT)..
In each secondary package there are 1, 2, 3, 10 or 18 inhaler(s) containing 60 doses. Not all pack-sizes may
be marketed.

6.6  Special precautions for disposal <and other handling>

No special requirements.

7. MARKETING AUTHORISATION HOLDER
AstraZeneca AB

151 85 Sodertilje

Sweden

8. MARKETING AUTHORISATION NUMBER(S)

17443

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

2001-12-28/2010-01-31

10. DATE OF REVISION OF THE TEXT
2012-02-24
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PRODUKTRESUME

1 LAKEMEDLETS NAMN

Symbicort mite Turbuhaler, 80 mikrogram/4,5 mikrogram/inhalation, inhalationspulver.

2 KVALITATIV OCH KVANTITATIV SAMMANSATTNING

Varje avgiven dos (den dos som ldmnar munstycket) innehaller 80 mikrogram budesonid och
4,5 mikrogram formoterolfumaratdihydrat per inhalation.

Varje uppmaitt dos inehdller: budesonid 100 mikrogram/inhalation och formoterolfumarat
dihydrat 6 mikrogram/inhalation.

Hjélpdmne: Laktosmonohydrat 810 mikrogram per dos.

For fullstindig forteckning 6ver hjdlpdmnen, se avsnitt 6.1.

3 LAKEMEDELSFORM

Inhalationspulver
Vitt pulver

4 KLINISKA UPPGIFTER

4.1 Terapeutiska indikationer

Symbicort dr indicerad for regelbunden behandling av bronkialastma, nir
kombinationsbehandling (inhalationssteroid och langverkande ,-adrenoceptoragonist) ar
lamplig for:

- Patienter som inte uppnéar adekvat symtomkontroll med inhalationssteroid och
behovsmedicinering med inhalerad kortverkande ,-adrenoceptoragonist.
eller

- Patienter som redan har adekvat symtomkontroll med inhalationssteroid och
langverkande ,-adrenoceptoragonist.

Symbicort mite ldmpar sig inte for behandling av patienter med svar astma.

4.2 Dosering och administreringssatt

Administreringsvig: For inhalation

Symbicort ér inte avsett som initial astmabehandling. Doseringen av de i Symbicort ingdende
komponenterna dr individuell och ska anpassas efter sjukdomens svarighetsgrad. Detta ska
beaktas bade vid insittande av kombinationspreparat, och néir underhallsdosen justeras. Om
enskilda patienter skulle behdva en doskombination utdver vad som finns tillgéngligt i
kombinationsinhalatorn, bor ldmplig dos av 3,-adrenoceptoragonist och/eller kortikosteroid 1
separata inhalatorer ordineras.
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Dosen ska titreras till den ldgsta dos vid vilken effektiv symtomkontroll uppnas.

Patienten ska regelbundet kontrolleras av ldkare/sjukvardspersonal for optimal instédllning av
doseringen. Nar symtomkontroll bibehillits under en léngre tid med ldgsta rekommenderade
dos kan nésta steg vara ett forsok med enbart inhalationssteroid.

Det finns tvd behandlingssitt med Symbicort:

A. Symbicort underhillsbehandling:
Symbicort anvinds som underhéllsbehandling med en separat snabbverkande bronkdilaterare
vid behov for symtomlindring.

B. Symbicort underhélls- och vidbehovsbehandling:
Symbicort anvénds som underhéllsbehandling men dven som vidbehovsbehandling for
symtomlindring.

A. Symbicort underhéillsbehandling
Patienter bor instrueras att alltid ha en separat snabbverkande bronkdilaterare tillgénglig f6r
symtomlindring.

Rekommenderad dosering:

Vuxna (frdn 18 dar): 1-2 inhalationer 2 génger per dygn. Vissa patienter kan behdva upp till
maximalt 4 inhalationer 2 ganger per dygn.

Ungdomar (12-17 ar): 1-2 inhalationer 2 ginger per dygn.
Barn frdn 6 dr: 2 inhalationer 2 génger per dygn.

Nér symtomkontroll uppnétts med dosering 2 génger per dygn kan Symbicort mite, efter att
lakare bedomt att en langverkande bronkdilaterare behovs for att nd symtomkontroll, ges 1
ging om dagen for att efterstrdva lagsta effektiva dos.

Okad anvindning av snabbverkande bronkdilaterare indikerar en forsimring av den
underliggande sjukdomen och motiverar en omvérdering av astmabehandlingen.

Barn under 6 dr: Symbicort mite rekommenderas inte till barn under 6 ar eftersom tillgéngliga
data dr begransade.

B. Symbicort underhalls- och vidbehovsbehandling

Patienten tar en daglig underhallsdos av Symbicort och som tilldgg tas Symbicort vid behov
for symtomlindring. Patienter bor instrueras att alltid ha sin Symbicort tillgdnglig for
symtomlindring.

Symbicort underhalls- och vidbehovsbehandling bor sdrskilt overvigas for patienter med:

- otillfredsstédllande astmakontroll och som ofta ar i behov av symtomlindring

- tidigare episoder av exacerbationer som krivt medicinsk intervention.
Patienter som ofta inhalerar ett stort antal vidbehovsdoser Symbicort bor foljas noggrant med
avseende pa dosrelaterade biverkningar.
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Rekommenderad dosering:

Vuxna (frdan 18 dr): Rekommenderad underhalldos &r 2 inhalationer dagligen, antingen 1
inhalation 2 ganger dagligen (morgon och kvill) eller 2 inhalationer 1 gang dagligen (antingen
morgon eller kvill). Patienter bor ta 1 extra inhalation vid behov for symtomlindring.
Ytterligare 1 inhalation bor tas om symtomen kvarstar efter ndgra minuter. Fler &n 6
inhalationer ska inte tas vid samma tillfille.

En dygnsdos pa mer dn 8 inhalationer behdvs vanligtvis inte, men upp till 12 inhalationer per
dygn kan anvéndas under begriansad tid. De patienter som anvinder fler &n 8 inhalationer per
dygn bor rekommenderas att soka vard. Astman bor utvirderas pé nytt och
underhallsbehandlingen omvérderas.

Barn och ungdomar under 18 dr:
Symbicort underhalls- och vidbehovsbehandling rekommenderas inte till barn och ungdomar.

Allmdint:

Speciella patientgrupper:

Ingen dosjustering krivs till dldre patienter. Erfarenhet frin behandling av patienter med
nedsatt lever- eller njurfunktion saknas for Symbicort. Eftersom budesonid och formoterol
elimineras till storsta delen genom levermetabolism kan en 6kad exponering forvintas hos
patienter med allvarlig levercirros.

Instruktioner for korrekt anvindning av Symbicort mite
Inhalatorn dr inandningsdriven, vilket innebér att substansen foljer med den inandade luften
ned till luftvdgarna nir patienten inhalerar genom munstycket.

Observera: Det ar viktigt att instruera patienten

* att noggrant ldsa den bruksanvisning som ingar i bipacksedeln som finns i varje forpackning.
* att andas in djupt och kraftigt genom munstycket for att sdkerstilla att en optimal dos nar
lungorna.

* att aldrig andas ut genom munstycket.

* att sétta tillbaka skyddshylsan pa Symbicort mite Turbuhaler inhalatorn efter anvandning.

* att skolja ur munnen med vatten efter varje underhallsdoseringstillfélle for att minimera
risken for Candidainfektion i munhala och svalg. Om Candidainfektion uppstir bor patienten
aven skolja ur munnen med vatten efter varje dos som tas vid behov.

Det kan hidnda att patienten inte kdnner ndgon smak eller pa annat sitt mirker ldkemedlet
eftersom méngden av de verksamma @mnena i varje dos dr mycket liten.

4.3 Kontraindikationer

Overkinslighet (allergi) mot budesonid, formoterol eller laktos (som innehaller sm4 mingder
mjolkprotein).

4.4 Varningar och forsiktighet

Vid utséttning av medicineringen rekommenderas nedtrappning av dosen i stillet for abrupt
utséttning.
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Om patienten upplever att behandlingen inte ger 6nskad effekt, eller om den ordinerade
dagliga maxdosen av Symbicort overskrids, ska patienten uppmanas att kontakta lékare (se
4.2). Plotslig och progressiv forsimrad astmakontroll dr potentiellt livshotande, varfor
patienten ska uppmanas att kontakta likare for bedomning. Okad dosering av kortikosteroid
bor dvervigas, t ex en kur orala kortikosteroider, och vid samtidig infektion ocksé
tilliggsbehandling med antibiotika.

Patienten ska instrueras att alltid ha sin vidbehovsmedicin tillgdnglig, antingen Symbicort (for
astmapatienter som anvinder Symbicort som underhalls- och vidbehovsbehandling) eller en
separat snabbverkande bronkdilaterare (for patienter som anviander Symbicort enbart som
underhallsbehandling).

Patienten bor pdminnas om att dagligen ta sin underhallsdos av Symbicort enligt 1dkarens
ordination, dven vid symtomfrihet.

Symbicort har inte studerats for profylaktisk anvindning, t ex fore anstringning.
Vidbehovsdoser av Symbicort ska tas till foljd av astmasymtom, inte som regelbunden
forebyggande behandling, t ex fore anstrangning. For sidan anvéndning bor en separat
snabbverkande bronkdilaterare overvigas.

Nér symtomen &dr under kontroll bér man dverviga en gradvis nedtrappning av dosen.
Regelbunden uppfoljning av patienterna dven under nedtrappningen ér viktigt. Den l4gsta
effektiva dosen ska anvéndas (se avsnitt 4.2).

Behandling med Symbicort ska inte paborjas under en akut svar astmaexacerbation eller vid
en akut eller markant forsdmring av astman.

Allvarliga astmarelaterade biverkningar och exacerbationer kan intréffa under behandling med
Symbicort. Patienter ska uppmanas att fortsitta behandlingen men samtidigt rddgéra med
lakare om astmasymtomen kvarstar eller forsdmras efter initiering av behandling med
Symbicort.

Som vid annan inhalationsterapi kan paradoxal bronkospasm intraffa med dkad vdsande
andning och andndd omedelbart efter dosering. Om patienten upplever paradoxal
bronkospasm ska Symbicort séttas ut omedelbart, behandlingen omvirderas och alternativ
terapi ges om det dr nddvéndigt. Paradoxal bronkospasm svarar pd snabbverkande inhalerade
bronkdilaterare och ska anvéndas for behandling genast (se avsnitt 4.8).

Systempéverkan kan forekomma vid inhalationsbehandling med alla kortikosteroider, sarskilt
efter hoga doser under langre behandlingsperioder. Det dr mindre troligt att denna paverkan
upptriader vid inhalationsbehandling jamfort med nér kortikosteroider ges peroralt. Eventuella
systembiverkningar inkluderar Cushings syndrom, cushingoida tecken, binjuresuppression,
himmad langdtillvixt hos barn och ungdomar, minskad bentéthet, katarakt och glaukom, och
mer séllsynt en rad psykologiska storningar eller beteendestorningar innefattande
psykomotorisk hyperaktivitet, somnstérningar, oro, depression eller aggression (sérskilt hos
barn) (se avsnitt 4.8).

Det rekommenderas att lingden kontrolleras regelbundet hos barn som far langvarig
behandling med inhalerade kortikosteroider. Om tillvixten avtar ska behandlingen utvéirderas
pa nytt med sikte pa att reducera dosen av inhalerade kortikosteroider till den ldgsta dos som
ger bibehéllen effektiv kontroll av astmasymtom, om mdjligt. Foérdelarna med
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kortikosteroidbehandling och den potentiella risken for avtagande tillvixt maste noga vigas
mot varandra. Dessutom bdr man dvervéga att remittera patienten till en specialist pa
lungsjukdomar hos barn.

Begrinsad data fran ldngtidsstudier indikerar att de flesta barn och ungdomar som behandlas
med inhalerad budesonid slutligen nar sin vuxna malldngd. En liten initial men 6vergiaende
minskning i tillvéxt (ca 1 cm) har dock observerats. Tillvixtminskningen uppstér oftast under
det forsta behandlingséret.

Lingtidsstudier pa barn med genomsnittlig dygnsdos inhalerad budesonid pd 400 mikrogram
(uppmitt dos) och i vuxna med dygnsdos pa 800 mikrogram (uppmétt dos) har inte visat
nagon signifikant effekt pd benmineraldensitet. Det finns ingen information om effekten av
hogre doser Symbicort.

Forsiktighet maste iakttas vid behandling av patienter som overfors fran systemiskt verkande
kortikosteroider till Symbicort om misstanke om stord hypofys-binjurebarkfunktion
foreligger.

Inhalationsbehandling med budesonid minskar normalt behovet av orala steroider, men hos
patienter som Overfors fran orala steroider finns risk for kvardrdjande nedsatt binjurereserv
under avsevérd tid.

Aterhdmtning kan ta avsevird tid efter avslutad oral steroidterapi och dirfor kan patienter som
Overfors till inhalationsterapi med budesonid vara kvar i riskzonen for forsdamrad
binjurefunktion under léngre tid. I sédana fall bor HPA-axeln monitoreras regelbundet.

Lingvarig behandling med hoga doser inhalerad steroid, i synnerhet 1 hogre dn
rekommenderade doser, kan ocksé fororsaka kliniskt relevant binjuresuppression. Darfor bor
ytterligare systemiskt kortikosteroidskydd dvervidgas under perioder av stress, t.ex. vid
allvarliga infektioner eller elektiva kirurgiska ingrepp. Snabb reduktion av steroiddosen kan
orskaka akut adrenal kris. Symtom och tecken pa akut adrenal kris kan vara otydliga men kan
innefatta anorexi, buksmaértor, viktminskning, trétthet, huvudvérk, illamaende, krdkningar,
minskad medvetenhetsgrad, konvulsioner, hypotension och hypoglykemi. Tilliggsbehandling
med systemiska steroider eller inhalerad budesonid ska inte avbrytas abrupt.

Under 6vergang fran oral terapi till Symbicort mite Turbuhaler upplevs en generellt 1dgre
systemisk steroideffekt som kan resultera i upptrddande av allergiska reaktioner eller symtom
pa artrit. De visar sig som rinit, eksem och muskel- och ledsmértor. Specifik behandling bor
sdttas in for dessa tillstind. Ett generellt tillstdnd av glukokortikoidinsufficiens bor missténkas
1 séllsynta fall om patienten har symtom som trétthet, huvudvirk, illamaende och krakningar. I
dessa fall kan det vara nodvandigt att tillfalligt 6ka dosen orala glukokortikoider.

For att minimera risken for Candidainfektion i munhala och svalg bor patienten instrueras att
skolja ur munnen med vatten efter varje underhéllsdoseringstillfille. Om Candidainfektion
uppstér bor patienten dven skdlja ur munnen med vatten efter varje dos som tas vid behov.

Samtidig behandling med itrakonazol, ritonavir eller andra potenta CYP3A4-himmande
lakemedel bor undvikas (se 4.5). Om sé ej dr mojligt bor tidsintervallet mellan
administreringarna av likemedlen vara sa langt som mojligt. Symbicort underhélls- och
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vidbehovsbehandling rekommenderas inte till patienter som anvénder starka CYP3A4-
hdmmare.

Symbicort ska ges med forsiktighet till patienter med tyreotoxikos, feokromocytom, diabetes
mellitus, obehandlad hypokalemi, hypertrof obstruktiv kardiomyopati, idiopatisk subvalvular
aortastenos, allvarlig hypertoni, aneurysm eller annan allvarlig hjartsjukdom som ischemisk
hjartsjukdom, takyarytmi eller svar hjartsvikt.

Forsiktighet ska iakttas vid behandling av patienter med forldngt QTc-intervall. Formoterol i
sig sjilv kan orsaka forldngning av QTc-intervallet.

Behovet av inhalerad kortikosteroid samt dosering bor utvérderas pa nytt hos patienter med
aktiv eller inaktiv tuberkulos, svamp eller virusinfektion i luftvdgarna.

Potentiellt allvarlig hypokalemi kan uppsta vid B,-adrenoceptoragonist terapi i hoga doser.
Samtidig behandling med ,-adrenoceptoragonister och likemedel som kan inducera
hypokalemi eller potentiera en hypokalemisk effekt, t ex xantinderivat, steroider och diuretika
kan potentiera en eventuell hypokalemisk effekt av ,-adrenoceptoragonister. Sarskild
forsiktighet rekommenderas vid instabil astma med varierande behov av anfallskuperande
bronkvidgande likemedel, vid akut svéar astma eftersom den ddrmed forknippade risken kan
forstiarkas vid hypoxi och vid andra tillstdnd dér sannolikheten for komplikation i form av
hypokalemi dr 6kad. Serumkaliumnivin bor hallas under uppsikt under dessa omstandigheter.

Som f6r andra B,-adrenoceptoragonister bor utdkade blodglukosmétningar dvervégas for
patienter med diabetes.

Symbicort innehéller laktosmonohydrat (mindre &n 1 mg per inhalation). Denna méngd
orsakar vanligtvis inga problem for laktosintoleranta personer. Hjidlpamnet laktos innehaller
sma mangder mjolkprotein, vilket kan orsaka allergiska reaktioner.

4.5 Interaktioner med andra liikemedel och 6vriga interaktioner

Farmakokinetiska interaktioner

Det ar sannolikt att potenta hammare av CYP3A4 (t.ex. ketokonazol, itrakonazol,
vorikonazol, posakonazol, klaritromycin, telitromycin, nefazodon och HIV-proteashimmare)
markant 0kar plasmanivderna av budesonid och samtidig anvindning bor undvikas. Om detta
inte dr mdjligt bor tidsintervallet mellan administrering av hdmmaren och budesonid vara sa
langt som mojligt (avsnitt 4.4). Symbicort underhalls- och vidbehovsbehandling
rekommenderas inte till patienter som anvinder starka CYP3A4-hdmmare.

Den potenta CYP3A4-hdmmaren ketokonazol, 200 mg en ging dagligen, 6kade
plasmanivéerna av samtidigt oralt administrerad budesonid (en singeldos péd 3 mg) i
genomsnitt sex ganger. Nar ketokonazol administrerades 12 timmar efter budesonid dkade
koncentrationen i1 genomsnitt endast tre gdnger, vilket visar att skilda
administreringstidpunkter kan minska 6kningen av plasmanivaerna. Begransade data om
denna interaktion for hoga doser inhalerad budesonid tyder pa att markanta 6kningar av
plasmanivéerna (i genomsnitt fyra ganger) kan forekomma om itrakonazol, 200 mg en géng
dagligen, administreras samtidigt som inhalerad budesonid (en singeldos pa 1 000 pg).

Farmakodynamiska interaktioner
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Beta-adrenerga blockerare kan forsvaga eller upphiva effekten av formoterol. Symbicort ska
darfor ej ges tillsammans med beta-adrenerga blockerare (inklusive 6gondroppar) sdvida ej
sarskilda skil foreligger.

Samtidig behandling med kinidin, disopyramid, prokainamid, fentiaziner, antihistaminer
(terfenadin), monoaminoxidas himmare och tricykliska antidepressiva kan forlanga QTc-
intervallet och 6ka risken for ventrikulédra arytmier.

Dessutom kan L-dopa, L-tyroxin, oxytocin och alkohol paverka den kardiella toleransen for
B,-sympatomimetika.

Samtidig behandling med monoaminoxidas hdmmare inklusive substanser med liknande
effekter sdsom furazolidin och prokarbazin kan leda till blodtrycksstegring.

Det finns en 6kad risk for arytmier hos patienter som ges samtidig anestesi med halogenerade
vitekarbonater.

Samtidig anvéndning av andra beta-adrenerga medel eller antikolinerga ldkemedel kan ha en
potentiellt additiv bronkdilaterande effekt.

Hypokalemi kan 6ka bendgenheten for hjartarytmi hos patienter som behandlas med
digitalisglukosider.

Inga interaktioner mellan budesonid respektive formoterol och andra astmamediciner ar
kénda.

4.6 Graviditet och amning

For Symbicort eller samtidig behandling med formoterol och budesonid saknas data frn
behandling av gravida kvinnor. Data frdn en embryonal-/fosterutvecklingsstudie pa rétta
visade inte ndgon ytterligare effekt av kombinationen.

Klinisk erfarenhet frdn behandling med formoterol under graviditet dr begransad. Djurforsok
har visat reproduktionstoxikologiska effekter vid mycket hdga systemexponeringar (se avsnitt
5.3).

Data fran ungefar 2000 graviditeter tyder inte pa ndgon 6kad risk for missbildningar vid
behandling med budesonid. Djurfoérsok har visat att glukokortikosteroider kan inducera
missbildningar (se avsnitt 5.3), men detta bedoms inte vara relevant for manniska vid
rekommenderad dosering.

Djurstudier har ocksa visat att prenatal dverexponering for glukokortikoider kan ha ett
samband med 6kad risk for intrauterin tillvixthdmning, kardiovaskuldr sjukdom hos vuxna
och permanenta fordndringar i glukokortikoidreceptortéthet, neurotransmitteromséttning samt
beteende, vid exponering understigande det teratogena dosintervallet.

Under graviditet bor Symbicort ges forst da nyttan 6vervéger de tinkbara riskerna. Lagsta
effektiva dos av budesonid ska efterstravas samtidigt som risken for ett forsdmrat

astmatillstand beaktas.

Budesonid utsondras i brostmjolk. Inom terapeutiska doser forvintas dock ingen pdverkan pa
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det ammade barnet. Det r inte kdnt om formoterol passerar 6ver i human brostmjolk. Hos
rattor har sma méngder formoterol uppméitts i brostmjolk. Behandling med Symbicort av
kvinnor som ammar ska endast 6vervigas om den forvintade nyttan f6r modern dvervéger
varje tankbar risk for barnet.

4.7 Effekter pa forméigan att framfora fordon och anvinda maskiner

Symbicort har inga eller obetydliga effekter pd formégan att framfora fordon och anvinda
maskiner.

4.8 Biverkningar

Eftersom Symbicort innehaller bade budesonid och formoterol forvéntas samma
biverkningsmonster som finns rapporterat for respektive substans. Samtidig administrering av
de tva substanserna har inte bidragit till 6kad forekomst av biverkningar. De vanligaste
biverkningarna ar farmakologiskt forutsdgbara biverkningar av 3;-adrenoceptoragonister
sadsom tremor och palpitationer. Dessa ér vanligen létta och forsvinner oftast efter ndgra
dagars behandling.

Biverkningar, relaterade till budesonid eller formoterol, redovisas nedan enligt organklass och
frekvens. Frekvenserna definieras enligt: mycket vanlig (>1/10), vanlig (>1/100 till <1/10),
mindre vanlig (>1/1000 till <1/100), sallsynt (>1/10 000 till <1/1000) och mycket sillsynt
(<1/10 000).

Klassificering av Frekvens Biverkning

organsystem

Infektioner och infestationer | Vanlig Candidainfektioner i munhéla och svalg
Immunsystemet Séllsynt Omedelbara eller forsenade

overkénslighetsreaktioner, t.ex. exantem,
urtikaria, pruritus, dermatit, angioddem och
anafylaktisk reaktion

Endokrina systemet Mycket sillsynt | Cushings syndrom, binjuresuppression,
hdmmad lédngdtillvéxt, minskad bentéthet

Metabolism och nutrition Séllsynt Hypokalemi

Mycket sdllsynt | Hyperglukemi

Psykiska storningar Mindre vanlig Aggression, psykomotorisk hyperaktivitet,
oro, sdmnstorningar

Mycket sdllsynt | Depression, beteendestorningar (frimst hos

barn)
Centrala och perifera Vanlig Huvudvirk, tremor
nervsystemet Mindre vanlig Yrsel
Mycket sdllsynt | Smakforandringar
Ogon Mycket sdllsynt | Katarakt och glaukom
Hjartat Vanlig Palpitationer
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Mindre vanlig Takykardi

Sallsynt Hjartarytmier, t.ex. formaksflimmer,
supraventrikuldr takykardi, extrasystoli

Mycket sdllsynt | Angina pectoris. Forlingning av QTc-

intervallet
Blodkdérl Mycket sdllsynt | Variationer i blodtryck
Andningsvigar, brostkorg | Vanlig Létt halsirritation, hosta, heshet
och mediastrium Sallsynt Bronkospasm
Magtarmkanalen Mindre vanlig [llamaende
Hud och subkutan vivnad | Mindre vanlig Bldmirken

Muskuloskeletala systemet | Mindre vanlig Muskelkramper
och bindvév

Candidainfektion i munhala och svalg beror péd upplagring av likemedel. Patienten bor
instrueras att skolja ur munnen med vatten efter varje doseringstillfdlle vilket minimerar
infektionsrisken. Candidainfektion i munhdla och svalg svarar vanligen pé topikal
antimykotisk behandling utan att inhalationsbehandling av kortikosteroid behdver avbrytas.

Som med annan inhalationsterapi kan paradoxal bronkospasm intriffa i sillsynta fall, farre dn
1 av 10 000 anvindare, med plotsligt 6kad pipande andning eller andndd efter inhalation.
Paradoxal bronkospasm svarar pd snabbverkande inhalerade bronkdilaterare som bor ges
direkt. Symbicort ska utsdttas omedelbart, patienten ska utvérderas och alternativ terapi
inséttas vid behov (se avsnitt 4.4).

Systemeffekter av inhalerade kortikosteroider kan ses speciellt efter hoga doser forskrivna
under lang tid. Dessa effekter forekommer dock i mycket lagre omfattning dn efter orala
kortikosteroider. Mgjliga systemeffekter innefattar Cushings syndrom, cushingoida tecken,
binjuresuppression, tillvixthdmning hos barn och ungdomar, minskad bentéthet, katarakt och
glaukom. Okad infektionskinslighet och mindre stresstalighet kan ocksa férekomma.

Effekterna dr sannolikt beroende pé dos, exponeringstid, samtidig och tidigare
steroidexponering och individuell kédnslighet

Behandling med [,-adrenoceptoragonister kan orsaka dkade halter i blodet av insulin, fria
fettsyror, glycerol och ketonkroppar.

4.9 Overdosering

En 6verdos av formoterol leder sannolikt till effekter typiska for B,-adrenoceptoragonister:
Tremor, huvudvérk, hjdrtklappning. Fran enskilda fall har f6ljande symtom rapporterats:
takykardi, hyperglukemi, hypokalemi, forlangt QTc-intervall, arytmi, illamaende och
krikningar. Stodjande och symtomatisk behandling rekommenderas. En dos pa 90 mikrogram
given under tre timmar till patienter med akut bronkobstruktion pavisade inte nagra
sdkerhetsproblem.

Akut 6verdosering med budesonid, dven i hoga doser, forvintas inte medfora nagra kliniska
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problem. Anvint kroniskt i hoga doser kan glukokortikosteroiders systemiska effekter sdsom
hyperkortisolism och binjurebarkssuppression uppkomma.

Om Symbicortbehandlingen méiste utséttas till f6ljd av en 6verdos av formoterolkomponenten
ska underhéll med lamplig inhalerad kortikosteroid dvervigas.

5 FARMAKOLOGISKA EGENSKAPER

5.1 Farmakodynamiska egenskaper

Farmakoterapeutisk grupp: Adrenergika och dvriga medel vid obstruktiva luftvigssjukdomar.
ATC-kod: RO3AKO07

Verkningsmekanism och farmakodynamiska effekter

Symbicort innehdller budesonid och formoterol, vilka har olika verkningsmekanismer och
visar additiva effekter med avseende pa reduktion av astmaexacerbationer. De specifika
egenskaperna hos budesonid och formoterol gor att kombinationen kan anvéndas antingen
som underhalls- och vidbehovsbehandling, eller som enbart underhéllsbehandling av astma.

Budesonid

Budesonid ér en glukokortikosteroid som har en dosberoende antiinflammatorisk effekt i
luftvégarna efter inhalation, vilket resulterar i farre astmasymtom och férre exacerbationer.
Inhalerat budesonid har farre allvarliga biverkningar 4n systemiskt administrerade
kortikosteroider. Den exakta verkningsmekanismen for den antiinflammatoriska effekten av
glukokortikosteroider ar inte kind.

Formoterol

Formoterol dr en selektiv B;-adrenoceptoragonist, som efter inhalation ger snabb och
langverkande avslappning av den glatta muskulaturen i bronkerna hos patienter med
reversibel luftvigsobstruktion. Den bronkdilaterande effekten &r dosberoende med ett
effekttillslag inom 1-3 minuter. Effekten varar i &tminstone 12 timmar efter en engingsdos.

Budesonid/Formoterol

Klinisk effekt av budesonid/formoterol underhallsbehandling:

I kliniska provningar hos vuxna har tilldgg av formoterol till budesonid visat sig forbattra
astmasymtom och lungfunktion samt reducera exacerbationer.

Effekten av budesonid/formoterol pa lungfunktion har i tva 12-veckors studier visats likvérdig
med den fria kombinationen av budesonid och formoterol, och béttre 4n budesonid givet som
monoterapi. [ samtliga behandlingsarmar fanns en kortverkande B,-adrenoceptoragonist for
vidbehovsanviandning. Det fanns inga tecken pa en minskad antiastmatisk effekt med tiden.

I en 12-veckors studie behandlades 85 barn i dldersgruppen 6-11 ar med underhallsbehandling
av budesonid/formoterol (2 inhalationer 80 mikrogram/4,5 mikrogram 2 ginger per dygn) och
en kortverkande ,-adrenoceptoragonist vid behov. Lungfunktionen forbéttrades och
behandlingen tolererades vl jamfort med motsvarande dos av enbart budesonid.

Klinisk effekt av budesonid/formoterol underhalls- och vidbehovsbehandling:
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Totalt 12076 astmapatienter inkluderades i fem dubbelblindade effekt- och sdkerhetsstudier
som pagick 1 6 eller 12 manader (4447 patienter var randomiserade till budesonid/formoterol
som underhdlls- och vidbehovsbehandling). De inkluderade patienterna skulle ha
astmasymtom trots inhalationssteroider.

Budesonid/formoterol underhélls-och vidbehovsbehandling gav en statistisk signifikant och
kliniskt relevant reduktion av antalet svara exacerbationer jamfort med alla andra
behandlingsarmar 1 alla 5 studierna. Det inkluderar jimforelse med budesonid/formoterol vid
hogre underhallsdos och terbutalin som vidbehovsbehandling (studie 735) och
budesonid/formoterol med samma underhallsdos och antingen formoterol eller terbutalin som
vidbehovsbehandling (studie 734) (tabell 2).

I studie 735 var lungfunktion, symtomkontroll och vidbehovsanvidndning likvérdiga i alla
behandlingsarmarna.

I studie 734 minskade symtomen och vidbehovsanvéndningen samtidigt som lungfunktionen
forbattrades jamfort med bada jimforelsearmarna.

I samtliga 5 studierna anvénde patienterna som fick budesonid/formoterol underhalls- och
vidbehovsbehandling, i genomsnitt inga vidbehovsdoser under 57 % av behandlingsdagarna.
Det fanns inga tecken pa toleransutveckling med tiden.

Tabell 2. Oversikt av svéra exacerbationer i de kliniska studierna
Studie nr Behandlingsarmar n Svira exacerbationer®
Loptid
Antal Antal/
patientar
Studie 735 | Budesonid/formoterol 160/4,5 ng bd + vid behov 1103 125 0,23°
6 mén.
man Budesonid/formoterol 320/9 g bd + terbutalin 0,4 mg vid behov 1099 | 173 0,32
Salmeterol/flutikason 2 x 25/125 pg bd + terbutalin 0,4 mg vid 1119 208 0,38
behov
Studie 734 | Budesonid/formoterol 160/4,5 ng bd + vid behov 1107 194 0,19°
12 man.
M| Budesonid/formoterol 160/4,5 pg bd + formoterol 4,5 ug vid behov | 1137 | 296 0.29
Budesonid/formoterol 160/4,5 pug bd + terbutalin 0,4 mg vid behov 1138 377 0,37

Sjukhusinldggning, behandling pa akuten eller behandling med orala steroider
Reduktionen i antalet exacerbationer &r statistisk signifikant (P<0,01) i forhallande till bada
jamforelsearmarna.

I tvd andra studier pa vardsokande patienter med akuta astmasymtom gav
budesonid/formoterol snabb och effektiv symtomlindring av bronkkonstriktion, liknande
salbutamol och formoterol.

5.2 Farmakokinetiska egenskaper

Absorption

Den fixa kombinationen av budesonid och formoteroloch motsvarande monoterapier har
visats vara bioekvivalenta med avseende pa systemisk exponering av budesonid respektive
formoterol. Trots detta sags en mindre 6kning i kortisolsuppression efter administrering av
den fixa kombinationen jamfort med monoprodukterna. Skillnaden bedéms inte paverka
klinisk sékerhet.

Data har inte visat pa nagra farmakokinetiska interaktioner mellan budesonid och formoterol.

11
44



Ldkemedelsverket 2012-02-24

Farmakokinetiska parametrar for budesonid och formoterol har visats jamforbara givna
antingen som monoterapier eller som den fixa kombinationen. Fér budesonid var AUC néagot
hogre, absorptionshastigheten snabbare, och maximal plasmakoncentration hogre efter
administrering av den fixa kombinationen. For formoterol var maximal plasmakoncentration
likartad efter administrering av den fixa kombinationen.

Inhalerat budesonid absorberas snabbt och maximal plasmakoncentration uppnas inom 30
minuter efter inhalation. Den genomsnittliga lungdepositionen av budesonid efter inhalation
via pulverinhalator har i studier visats vara 32 % till 44 % av avgiven dos. Den systemiska
biotillgéingligheten dr cirka 49 % av avgiven dos. Hos barn 6-16 ar dr lungdepositionen i
samma storleksordning som hos vuxna, for samma dos; resulterande plasmakoncentrationer
bestdmdes ej.

Inhalerat formoterol absorberas snabbt och maximal plasmakoncentration uppnas inom 10
minuter efter inhalation. Lungdepositionen av formoterol, inhalerat via pulverinhalator, har i
studier visats vara 28 % till 49 % av avgiven dos. Den systemiska biotillgdangligheten &r
omkring 61 % av avgiven dos.

Distribution och metabolism

Plasmaproteinbindning &r cirka 50 % f6r formoterol och 90 % for budesonid.
Distributionsvolymen é&r cirka 4 1/kg for formoterol och 3 1/kg for budesonid. Formoterol
inaktiveras via konjugering (aktiva O-demetylerade och deformylerade metaboliter bildas,
men dessa forekommer huvudsakligen som inaktiverade konjugat). Budesonid genomgér en
omfattande (ca 90 %) forsta-passage-metabolism 1 levern till metaboliter med lag
glukokortikosteroid aktivitet. Glukokortikosteroidaktiviteten for huvudmetaboliterna, 6-beta-
hydroxibudesonid och 16-alfa-hydroxiprednisolon, 4r mindre dn 1 % av den for budesonid.
Det finns ingen indikation pd ndgon metabolisk interaktion eller borttringningsinteraktion
(displacement) mellan formoterol och budesonid.

Elimination

Storre delen av dosen formoterol omvandlas genom metabolism i levern foljt av renal
utsondring. Efter inhalation utsondras 8 % till 13 % av avgiven dos formoterol ometaboliserad
1 urinen. Formoterol har ett hogt systemiskt clearance (cirka 1,4 I/min) och den terminala
halveringstiden &r 1 medeltal 17 timmar.

Budesonid elimineras genom metabolism som frdmst katalyseras av enzymet CYP3A4.
Budesonids metaboliter utsondras 1 urinen i oférédndrad eller i konjugerad form. Endast
forsumbara mingder ofordandrat budesonid aterfinns 1 urinen. Budesonid har hogt systemiskt
clearance (ca 1,2 1/min) och halveringstiden i plasma efter intravends dosering uppgér i
medeltal till 4 timmar.

Formoterols farmakokinetik hos barn har inte studerats. Budesonids och formoterols
farmakokinetik hos patienter med nedsatt njurfunktion &r okénd. Exponeringen f6r budesonid
och formoterol kan vara dkad hos patienter med leversjukdom.

53 Prekliniska sikerhetsuppgifter

Toxicitet som observerats 1 djurstudier med budesonid och formoterol, gett i kombination
eller var for sig, var effekter relaterade till forstirkt farmakologisk aktivitet.

12
45



Ldkemedelsverket 2012-02-24

I reproduktionsstudier i1 djur har kortikosteroider, sdsom budesonid, visat sig kunna ge upphov
till missbildningar av olika slag (gomspaltor, skelettmissbildningar). De djurexperimentella
resultaten forefaller dock inte ha ndgon relevans for minniska vid rekommenderade doser.
Reproduktionsstudier med formoterol i djur har visat en ndgot minskad fertilitet hos hanrattor
vid hog systemexponering, samt implantationsforluster liksom minskad tidig postnatal
overlevnad och minskad fodelsevikt vid en systemexponering som avsevért dverstiger de
nivder som nds vid klinisk anvindning. De djurexperimentella resultaten forefaller dock inte
ha nagon relevans for ménniska.

6 FARMACEUTISKA UPPGIFTER

6.1 Forteckning 6ver hjilpimnen

Laktosmonohydrat (vilket innehaller mjolkprotein).

6.2 Inkompatibiliteter

Ej relevant.

6.3 Hallbarhet

2 ar.

6.4 Sarskilda forvaringsanvisningar

Forvaras vid hogst 30°C. Tillslut forpackningen genom att ha skyddshylsan vil pésatt.
Fuktkansligt.

6.5 Forpackningstyp och innehall

Symbicort Turbuhaler &r en inandningsdriven flerdospulverinhalator. Inhalatorn ar vit med
rott vred och ar tillverkad av olika plastmaterial (PP, PC, HDPE, LDPE, LLDPE, PBT). Varje
forpackning innehéller 1, 2, 3, 10 eller 18 inhalator(er) som vardera innehaller 60 eller 120
doser. Alla forpackningsstorlekar marknadsfors ej 1 Sverige.

6.6 Sarskilda anvisningar for destruktion och 6vrig hantering

Inga sidrskilda anvisningar.

7 INNEHAVARE AV GODKANNANDE FOR FORSALJNING

AstraZeneca AB
151 85 Sodertélje

8 NUMMER PA GODKANNANDE FOR FORSALJNING
16048
9 DATUM FOR FORSTA GODKANNANDE/FORNYAT GODKANNANDE

2000-08-25/2010-01-31
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10 DATUM FOR OVERSYN AV PRODUKTRESUMEN
2012-02-24
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PRODUKTRESUME

1 LAKEMEDLETS NAMN

Symbicort Turbuhaler, 160 mikrogram/4,5 mikrogram/inhalation, inhalationspulver

2 KVALITATIV OCH KVANTITATIV SAMMANSATTNING

Varje avgiven dos (den dos som ldmnar munstycket) innehéller 160 mikrogram budesonid och
4,5 mikrogram formoterolfumaratdihydrat per inhalation.

Varje uppmaitt dos inehdller: budesonid 200 mikrogram/inhalation och formoterolfumarat
dihydrat 6 mikrogram/inhalation.

Hjdlpdmne: Laktosmonohydrat 730 mikrogram per dos.

For fullstindig forteckning 6ver hjélpdmnen, se avsnitt 6.1

3 LAKEMEDELSFORM
Inhalationspulver

Vitt pulver

4 KLINISKA UPPGIFTER

4.1 Terapeutiska indikationer
Astma

Symbicort ér indicerad for regelbunden behandling av bronkialastma, nir
kombinationsbehandling (inhalationssteroid och langverkande ,-adrenoceptoragonist) ar
lamplig for:

- Patienter som inte uppnar adekvat symtomkontroll med inhalationssteroid och
behovsmedicinering med inhalerad kortverkande ,-adrenoceptoragonist.
eller

- Patienter som redan har adekvat symtomkontroll med inhalationssteroid och
langverkande B,-adrenoceptoragonist.

Kroniskt obstruktiv lungsjukdom (KOL)

Symtomatisk behandling av patienter med svar KOL (FEV| <50% av forvéntat normal) och
tidigare upprepade exacerbationer och som har signifikanta symtom trots regelbunden
behandling med langverkande bronkdilaterare.

4.2 Dosering och administreringssatt

Administreringsvig: For inhalation

Astma
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Symbicort ér inte avsett som initial astmabehandling. Doseringen av de i Symbicort ingdende
komponenterna dr individuell och ska anpassas efter sjukdomens svarighetsgrad. Detta ska
beaktas bade vid insdttande av kombinationspreparat och nir underhallsdosen justeras. Om
enskilda patienter skulle behdva en doskombination utdver vad som finns tillgéngligt i
kombinationsinhalatorn, bor ldmplig dos av B,-adrenoceptoragonist och/eller kortikosteroid 1
separata inhalatorer ordineras.

Dosen ska titreras till den ldgsta dos vid vilken effektiv symtomkontroll uppnas.

Patienten ska regelbundet kontrolleras av ldkare/sjukvardspersonal for optimal instédllning av
doseringen. Nar symtomkontroll bibehillits under en léngre tid med ldgsta rekommenderade
dos, kan nésta steg vara ett forsok med enbart inhalationssteroid.

Det finns tva behandlingssétt med Symbicort:

A. Symbicort underhillsbehandling:
Symbicort anviands som underhéllsbehandling med en separat snabbverkande
bronkdilaterare vid behov for symtomlindring.

B. Symbicort underhélls- och vidbehovsbehandling:
Symbicort anvénds som underhéllsbehandling men dven som vidbehovsbehandling for
symtomlindring.

A. Symbicort underhéillsbehandling

Patienter bor instrueras att alltid ha en separat snabbverkande bronkdilaterare tillgénglig for
symtomlindring.

Rekommenderad dosering:

Vuxna (frdn 18 dr): 1-2 inhalationer 2 ganger per dygn. Vissa patienter kan behdva upp till
maximalt 4 inhalationer 2 ganger per dygn.

Ungdomar (12-17 ar): 1-2 inhalationer 2 génger per dygn.

Nér symtomkontroll uppnétts med dosering 2 génger per dygn kan Symbicort, efter att ldkare
beddmt att en 1&ngverkande bronkdilaterare behovs for att nd symtomkontroll, ges 1 gdng om
dagen for att efterstrava lagsta effektiva dos.

Okad anvindning av snabbverkande bronkdilaterare indikerar en forsimring av den
underliggande sjukdomen och motiverar en omvérdering av astmabehandlingen.

Barn (6 ar och dldre): En lagre styrka finns tillgénglig f6r barn 6-11 ar.

Barn under 6 dar: Symbicort rekommenderas inte till barn under 6 ar eftersom tillgédngliga data
ar begransade.

B. Symbicort underhalls- och vidbehovsbehandling

Patienten tar en daglig underhallsdos av Symbicort och som tilldgg tas Symbicort vid behov
for symtomlindring. Patienter bor instrueras att alltid ha sin Symbicort tillgénglig for
symtomlindring.

Symbicort underhalls- och vidbehovsbehandling bor sérskilt dvervigas for patienter med:
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- otillfredsstdllande astmakontroll och som ofta dr i behov av symtomlindring

- tidigare episoder av exacerbationer som krévt medicinsk intervention.

Patienter som ofta inhalerar ett stort antal vidbehovsdoser Symbicort bor foljas noggrant
med avseende pa dosrelaterade biverkningar.

Rekommenderad dosering:

Vuxna (frdan 18 dr): Rekommenderad underhalldos &r 2 inhalationer dagligen, antingen 1
inhalation 2 ganger dagligen (morgon och kvill) eller 2 inhalationer 1 gang dagligen (antingen
morgon eller kvill). For vissa patienter kan 2 inhalationer 2 ganger dagligen vara lampligt.
Patienter bor ta 1 extra inhalation vid behov for symtomlindring. Ytterligare 1 inhalation bor
tas om symtomen kvarstar efter ndgra minuter. Fler &n 6 inhalationer ska inte tas vid samma
tillfalle.

En dygnsdos pa mer dn 8 inhalationer behovs vanligtvis inte, men upp till 12 inhalationer per
dygn kan anvéndas under begrinsad tid. De patienter som anvénder fler &n 8 inhalationer per
dygn bor rekommenderas att soka vard. Astman bor utvirderas pé nytt och
underhallsbehandlingen omvérderas.

Barn och ungdomar under 18 dr:
Symbicort underhalls- och vidbehovsbehandling rekommenderas inte till barn och ungdomar.

KoL

Rekommenderad dos:
Vuxna: 2 inhalationer 2 ginger per dygn.

Allmdint:

Speciella patientgrupper:

Ingen dosjustering krivs till dldre patienter. Erfarenhet frin behandling av patienter med
nedsatt lever- eller njurfunktion saknas for Symbicort. Eftersom budesonid och formoterol
elimineras till storsta delen genom levermetabolism kan en 6kad exponering forvintas hos
patienter med allvarlig levercirros.

Instruktioner for korrekt anvindning av Symbicort Turbuhaler

Inhalatorn dr inandningsdriven, vilket innebdr att substansen foljer med den inandade luften
ned till luftvdgarna nir patienten inhalerar genom munstycket.

Observera: Det ér viktigt att instruera patienten

- att noggrant l4sa den bruksanvisning som ingér i bipacksedeln som finns i varje
forpackning.

- att andas in djupt och kraftigt genom munstycket for att sdkerstélla att en optimal dos
nar lungorna.

- att aldrig andas ut genom munstycket.

- att sitta tillbaka skyddshylsan pd Symbicort Turbuhaler inhalatorn efter anvéndning.

- att skdlja ur munnen med vatten efter varje underhallsdoseringstillfille for att
minimera risken for Candidainfektion i munhéla och svalg. Om Candidainfektion
uppstér bor patienten dven skolja ur munnen med vatten efter varje dos som tas vid
behov.
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Det kan hidnda att patienten inte kdnner ndgon smak eller pa annat sitt mirker ldkemedlet
eftersom méngden av de verksamma @mnena i varje dos dr mycket liten.

4.3 Kontraindikationer

Overkinslighet (allergi) mot budesonid, formoterol eller laktos (som innehaller sm4 mingder
mjolkprotein).

4.4 Varningar och forsiktighet

Vid utséttning av medicineringen rekommenderas nedtrappning av dosen i stillet for abrupt
utséttning.

Om patienten upplever att behandlingen inte ger 6nskad effekt, eller om den ordinerade
dagliga maxdosen av Symbicort dverskrids, ska patienten uppmanas att kontakta lékare (se
4.2). Plotslig och progressiv forsdmrad kontroll av astma eller KOL ér potentiellt livshotande,
varfor patienten ska uppmanas att kontakta likare for bedomning. Okad dosering av
kortikosteroid bor dvervégas, t ex en kur orala kortikosteroider och vid samtidig infektion
ocksé tilldggsbehandling med antibiotika.

Patienten ska instrueras att alltid ha sin vid-behovsmedicin tillginglig, antingen Symbicort
(for astmapatienter som anvidnder Symbicort som underhdlls- och vidbehovsbehandling) eller
en separat snabbverkande bronkdilaterare (for patienter som anviander Symbicort enbart som

underhallsbehandling).

Patienten bor pdminnas om att dagligen ta sin underhallsdos av Symbicort enligt 1dkarens
ordination, dven vid symtomfrihet.

Symbicort har inte studerats for profylaktisk anvindning, t ex fore anstringning.
Vidbehovsdoser med Symbicort ska tas till f6ljd av astmasymtom, inte som regelbunden
forebyggande behandling, t ex fore anstrangning. For sddan anvéndning bor en separat
snabbverkande bronkdilaterare overvigas.

Nér symtomen &dr under kontroll bér man dverviga en gradvis nedtrappning av dosen.
Regelbunden uppfoljning av patienterna dven under nedtrappningen &r viktigt. Den l4gsta
effektiva dosen ska anvéndas (se avsnitt 4.2).

Behandling med Symbicort ska inte paborjas under en akut svar astmaexacerbation eller vid
en akut eller markant forsdmring av astman.

Allvarliga astmarelaterade biverkningar och exacerbationer kan intrdffa under behandling med
Symbicort. Patienter ska uppmanas att fortsitta behandlingen men samtidigt rddgéra med
lakare om astmasymtomen kvarstér eller forsdmras efter initiering av behandling med
Symbicort.

Som vid annan inhalationsterapi kan paradoxal bronkospasm intriaffa med dkad vdsande
andning och andndd omedelbart efter dosering. Om patienten upplever paradoxal
bronkospasm ska Symbicort séttas ut omedelbart, behandlingen omvirderas och alternativ
terapi ges om det dr nddvéindigt. Paradoxal bronkospasm svarar pd snabbverkande inhalerade
bronkdilaterare och ska anvéndas for behandling genast (se avsnitt 4.8).
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Systempéverkan kan forekomma vid inhalationsbehandling med alla kortikosteroider, sarskilt
efter hdga doser under langre behandlingsperioder. Det dr mindre troligt att denna paverkan
upptriader vid inhalationsbehandling jamf{ort med nér kortikosteroider ges peroralt. Eventuella
systembiverkningar inkluderar Cushings syndrom, cushingoida tecken, binjuresuppression,
himmad langdtillviaxt hos barn och ungdomar, minskad bentéthet, katarakt och glaukom, och
mer séllsynt en rad psykologiska storningar eller beteendestorningar innefattande
psykomotorisk hyperaktivitet, somnstérningar, oro, depression eller aggression (sérskilt hos
barn) (se avsnitt 4.8).

Det rekommenderas att lingden kontrolleras regelbundet hos barn som far langvarig
behandling med inhalerade kortikosteroider. Om tillvixten avtar ska behandlingen utvirderas
pa nytt med sikte pa att reducera dosen av inhalerade kortikosteroider till den ldgsta dos som
ger bibehéllen effektiv kontroll av astmasymtom, om mdjligt. Foérdelarna med
kortikosteroidbehandling och den potentiella risken for avtagande tillvixt maste noga vigas
mot varandra. Dessutom bdr man dvervéga att remittera patienten till en specialist pa
lungsjukdomar hos barn.

Begrinsad data fran ldngtidsstudier indikerar att de flesta barn och ungdomar som behandlas
med inhalerad budesonid slutligen nar sin vuxna malldngd. En liten initial, men dvergdende,
minskning i tillvéxt (ca 1 cm) har dock observerats. Tillvixtminskningen uppstér oftast under
det forsta behandlingséret.

Potentiell effekt pd bentéthet bor dvervégas, framforallt for patienter som fér langvarig
behandling med hoga doser med samtidig forekomst av riskfaktorer for osteoporos.
Léngtidsstudier pa barn med genomsnittlig dygnsdos inhalerad budesonid pd 400 mikrogram
(uppmitt dos) och i vuxna med dygnsdos pa 800 mikrogram (uppmétt dos) har inte visat
nagon signifikant effekt pd benmineraldensitet. Det finns ingen information om effekten av
hogre doser Symbicort.

Forsiktighet méaste iakttas vid behandling av patienter som 6verfors fran systemiskt verkande
kortikosteroider till Symbicort om misstanke om stord hypofys-binjurebarkfunktion
foreligger.

Inhalationsbehandling med budesonid minskar normalt behovet av orala steroider, men hos
patienter som Overfors fran orala steroider finns risk for kvardrdjande nedsatt binjurereserv
under avsevérd tid.

Aterhdmtning kan ta avsevird tid efter avslutad oral steroidterapi och dirfor kan patienter som
Overfors till inhalationsterapi med budesonid vara kvar i riskzonen for forsamrad
binjurefunktion under léngre tid. I sddana fall bor HPA-axeln monitoreras regelbundet.

Lingvarig behandling med hoga doser inhalerad steroid, i synnerhet 1 hogre dn
rekommenderade doser, kan ocksé fororsaka kliniskt relevant binjuresuppression. Darfor bor
ytterligare systemiskt kortikosteroidskydd dvervdgas under perioder av stress, t.ex. vid
allvarliga infektioner eller elektiva kirurgiska ingrepp. Snabb reduktion av steroiddosen kan
orskaka akut adrenal kris. Symtom och tecken pa akut adrenal kris kan vara otydliga men kan
innefatta anorexi, buksmaértor, viktminskning, trétthet, huvudvérk, illamaende, krdkningar,
minskad medvetenhetsgrad, konvulsioner, hypotension och hypoglykemi. Tilliggsbehandling
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med systemiska steroider eller inhalerad budesonid ska inte avbrytas abrupt.

Under 6vergang fran oral terapi till Symbicort Turbuhaler upplevs en generellt ldgre systemisk
steroideffekt som kan resultera i1 upptrddande av allergiska reaktioner eller symtom pa artrit.
De visar sig som rinit, eksem och muskel- och ledsmirtor. Specifik behandling bor sittas in
for dessa tillstdnd. Ett generellt tillstand av glukokortikoidinsufficiens bor missténkas i
séllsynta fall om patienten har symtom som trétthet, huvudvark, illamaende och krakningar. I
dessa fall kan det vara nodvandigt att tillfalligt 6ka dosen orala glukokortikoider.

For att minimera risken for Candidainfektion i munhala och svalg bor patienten instrueras att
skolja ur munnen med vatten efter varje underhallsdoseringstillfille. Om Candidainfektion
uppstér bor patienten dven skolja ur munnen med vatten efter varje dos som tas vid behov.

Samtidig behandling med itrakonazol, ritonavir eller andra potenta CYP3A4-hdmmande
lakemedel bor undvikas (se 4.5). Om sé ej dr mojligt bor tidsintervallet mellan
administreringarna av likemedlen vara sa langt som mojligt. Symbicort underhélls- och
vidbehovsbehandling rekommenderas inte till patienter som anvénder starka CYP3A4-
hdmmare.

Symbicort ska ges med forsiktighet till patienter med tyreotoxikos, feokromocytom, diabetes
mellitus, obehandlad hypokalemi, hypertrof obstruktiv kardiomyopati, idiopatisk subvalvular
aortastenos, allvarlig hypertoni, aneurysm eller annan allvarlig hjartsjukdom som ischemisk
hjartsjukdom, takyarytmi eller svar hjartsvikt.

Forsiktighet ska iakttas vid behandling av patienter med forldngt QTc-intervall. Formoterol i
sig sjilv kan orsaka forldngning av QTc-intervallet.

Behovet av inhalerad kortikosteroid samt dosering bor utvérderas pa nytt hos patienter med
aktiv eller inaktiv tuberkulos, svamp eller virusinfektion i luftvdgarna.

Potentiellt allvarlig hypokalemi kan uppsta vid B,-adrenoceptoragonist terapi i hoga doser.
Samtidig behandling med ,-adrenoceptoragonister och likemedel som kan inducera
hypokalemi eller potentiera en hypokalemisk effekt, t ex xantinderivat, steroider och diuretika
kan potentiera en eventuell hypokalemisk effekt av ,-adrenoceptoragonister. Sarskild
forsiktighet rekommenderas vid instabil astma med varierande behov av anfallskuperande
bronkvidgande likemedel, vid akut svéar astma eftersom den ddrmed forknippade risken kan
forstiarkas vid hypoxi och vid andra tillstdnd dér sannolikheten for komplikation i form av
hypokalemi dr 6kad. Serumkaliumnivin bor hallas under uppsikt under dessa omstandigheter.

Som f6r andra ,-adrenoceptoragonister bor utdkade blodglukosmétningar dvervégas for
patienter med diabetes.

Symbicort innehéller laktosmonohydrat (mindre &n 1 mg per inhalation). Denna méngd

orsakar vanligtvis inga problem for laktosintoleranta personer. Hjidlpamnet laktos innehaller
sma mangder mjolkprotein, vilket kan orsaka allergiska reaktioner.

4.5 Interaktioner med andra liikemedel och 6vriga interaktioner

Farmakokinetiska interaktioner
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Det ar sannolikt att potenta hammare av CYP3A4 (t.ex. ketokonazol, itrakonazol,
vorikonazol, posakonazol, klaritromycin, telitromycin, nefazodon och HIV-proteashimmare)
markant 0kar plasmanivderna av budesonid och samtidig anvindning bor undvikas. Om detta
inte dr mdjligt bor tidsintervallet mellan administrering av hdmmaren och budesonid vara sa
langt som mojligt (avsnitt 4.4). Symbicort underhalls- och vidbehovsbehandling
rekommenderas inte till patienter som anvander starka CYP3A4-hdmmare.

Den potenta CYP3A4-hdmmaren ketokonazol, 200 mg en ging dagligen, 6kade
plasmanivéerna av samtidigt oralt administrerad budesonid (en singeldos péd 3 mg) i
genomsnitt sex ganger. Nar ketokonazol administrerades 12 timmar efter budesonid dkade
koncentrationen i1 genomsnitt endast tre gdnger, vilket visar att skilda
administreringstidpunkter kan minska 6kningen av plasmanivaerna. Begransade data om
denna interaktion for hoga doser inhalerad budesonid tyder pa att markanta 6kningar av
plasmanivéerna (i genomsnitt fyra ganger) kan forekomma om itrakonazol, 200 mg en gang
dagligen, administreras samtidigt som inhalerad budesonid (en singeldos pa 1 000 pg).

Farmakodynamiska interaktioner

Beta-adrenerga blockerare kan forsvaga eller upphéva effekten av formoterol.
Symbicort ska dérfor ej ges tillsammans med beta-adrenerga blockerare (inklusive
O0gondroppar) savida ej sarskilda skil foreligger.

Samtidig behandling med kinidin, disopyramid, prokainamid, fentiaziner, antihistaminer
(terfenadin), monoaminoxidas himmare och tricykliska antidepressiva kan forlanga QTc-
intervallet och 6ka risken for ventrikulédra arytmier.

Dessutom kan L-dopa, L-tyroxin, oxytocin och alkohol paverka den kardiella toleransen for
B,-sympatomimetika.

Samtidig behandling med monoaminoxidas hdmmare inklusive substanser med liknande
effekter sdsom furazolidin och prokarbazin kan leda till blodtrycksstegring.

Det finns en 6kad risk for arytmier hos patienter som ges samtidig anestesi med halogenerade
vétekarbonater.

Samtidig anvéndning av andra beta-adrenerga medel eller antikolinerga likemedel kan ha en
potentiellt additiv bronkdilaterande effekt.

Hypokalemi kan 6ka bendgenheten for hjartarytmi hos patienter som behandlas med
digitalisglukosider.

Inga interaktioner mellan budesonid respektive formoterol och andra astmamediciner ar
kénda.

4.6 Graviditet och amning

For Symbicort eller samtidig behandling med formoterol och budesonid saknas data frn
behandling av gravida kvinnor. Data frdn en embryonal-/fosterutvecklingsstudie pa rétta
visade inte ndgon ytterligare effekt av kombinationen.

Klinisk erfarenhet frdn behandling med formoterol under graviditet dr begransad. Djurforsok
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har visat reproduktionstoxikologiska effekter vid mycket hdga systemexponeringar (se avsnitt
5.3).

Data fran ungefar 2000 graviditeter tyder inte pa ndgon 6kad risk for missbildningar vid
behandling med budesonid. Djurfoérsok har visat att glukokortikosteroider kan inducera
missbildningar (se avsnitt 5.3), men detta bedoms inte vara relevant for manniska vid
rekommenderad dosering.

Djurstudier har ocksa visat att prenatal dverexponering for glukokortikoider kan ha ett
samband med 6kad risk for intrauterin tillvixthdmning, kardiovaskuldr sjukdom hos vuxna
och permanenta fordndringar i glukokortikoidreceptortéthet, neurotransmitteromséttning samt
beteende, vid exponering understigande det teratogena dosintervallet.

Under graviditet bor Symbicort ges forst dd nyttan 6vervéger de tinkbara riskerna.
Légsta effektiva dos av budesonid ska efterstrivas samtidigt som risken for ett forsdmrat
astmatillstdnd beaktas.

Budesonid utsondras i brostmjolk. Inom terapeutiska doser forvédntas dock ingen paverkan pa
det ammade barnet. Det dr inte kdnt om formoterol passerar 6ver 1 human brostmjolk. Hos
rattor har sma méngder formoterol uppméitts i brostmjolk. Behandling med Symbicort av
kvinnor som ammar ska endast 6vervigas om den forvintade nyttan f6r modern dvervéger
varje tankbar risk for barnet.

4.7 Effekter pa formagan att framfora fordon och anvinda maskiner

Symbicort har inga eller obetydliga effekter pd forméigan att framfora fordon och anvinda
maskiner.

4.8 Biverkningar

Eftersom Symbicort innehéaller bade budesonid och formoterol forvéntas samma
biverkningsmonster som finns rapporterat for respektive substans. Samtidig administrering av
de tva substanserna har inte bidragit till 6kad forekomst av biverkningar. De vanligaste
biverkningarna ar farmakologiskt forutsdgbara biverkningar av 3;-adrenoceptoragonister
sadsom tremor och palpitationer. Dessa ér vanligen létta och forsvinner oftast efter nigra
dagars behandling.

I en 3-ars studie med budesonid pd KOL-patienter forekom blamérken och lunginflammation
med en frekvens pa 10 % respektive 6 %. Motsvarande siffror for placebo var 4 % respektive
3 % (p<0,001 respektive p<0,01).

Biverkningar, relaterade till budesonid eller formoterol, redovisas nedan enligt organklass och
frekvens. Frekvenserna definieras enligt: mycket vanlig (>1/10), vanlig (>1/100 till <1/10),
mindre vanlig (>1/1000 till <1/100), sdllsynt (>1/10 000 till <1/1000) och mycket sillsynt
(<1/10 000).

Klassificering av Frekvens Biverkning
organsystem
Infektioner och infestationer | Vanlig Candidainfektioner i munhéla och svalg
Immunsystemet Séllsynt Omedelbara eller forsenade
8
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overkanslighetsreaktioner, t.ex. exantem,
urtikaria, pruritus, dermatit, angio6dem och
anafylaktisk reaktion

Endokrina systemet Mycket sdllsynt | Cushings syndrom, binjuresuppression,
himmad langdtillvaxt, minskad bentéthet
Metabolism och nutrition Sallsynt Hypokalemi
Mycket séllsynt | Hyperglukemi

Psykiska storningar

Mindre vanlig

Aggression, psykomotorisk hyperaktivitet,
oro, sdmnstorningar

Mycket sdllsynt | Depression, beteendestdrningar (frimst hos
barn)
Centrala och perifera Vanlig Huvudvérk, tremor
nervsystemet Mindre vanlig Yrsel
Mycket sdllsynt | Smakfordndringar
Ogon Mycket sdllsynt | Katarakt och glaukom
Hjéartat Vanlig Palpitationer
Mindre vanlig Takykardi
Sallsynt Hjartarytmier, t.ex. formaksflimmer,
supraventrikuldr takykardi, extrasystoli
Mycket sdllsynt | Angina pectoris. Forlingning av QTc-
intervallet
Blodkérl Mycket séllsynt | Variationer i blodtryck
Andningsvigar, brostkorg Vanlig Latt halsirritation, hosta, heshet
och mediastrium Sallsynt Bronkospasm
Magtarmkanalen Mindre vanlig [llaméende
Hud och subkutan vdvnad Mindre vanlig Blamairken
Muskuloskeletala systemet | Mindre vanlig Muskelkramper

och bindviv

Candidainfektion i munhala och svalg beror péa upplagring av likemedel. Patienten bor
instrueras att skdlja ur munnen med vatten efter varje doseringstillfille vilket minimerar
infektionsrisken. Candidainfektion i munhéla och svalg svarar vanligen pa topikal
antimykotisk behandling utan att inhalationsbehandling av kortikosteroid behover avbrytas.

Som med annan inhalationsterapi kan paradoxal bronkospasm intréffa i sillsynta fall, farre dn
1 av 10 000 anvindare, med plotsligt 6kad pipande andning eller andndd efter inhalation.
Paradoxal bronkospasm svarar pa snabbverkande inhalerade bronkdilaterare som bor ges
direkt. Symbicort ska utsittas omedelbart, patienten ska utvérderas och alternativ terapi
insdttas vid behov (se avsnitt 4.4).
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Systemeffekter av inhalerade kortikosteroider kan ses speciellt efter hoga doser forskrivna
under lang tid. Dessa effekter forekommer dock i mycket ldgre omfattning dn efter orala
kortikosteroider. Mgjliga systemeffekter innefattar Cushings syndrom, cushingoida tecken,
binjuresuppression, tillvixthdmning hos barn och ungdomar, minskad bentéthet, katarakt och
glaukom. Okad infektionskinslighet och mindre stresstalighet kan ocksa férekomma.

Effekterna dr sannolikt beroende pé dos, exponeringstid, samtidig och tidigare
steroidexponering och individuell kédnslighet

Behandling med ,-adrenoceptoragonister kan orsaka dkade halter i blodet av insulin, fria
fettsyror, glycerol och ketonkroppar.

4.9 Overdosering

En 6verdos av formoterol leder sannolikt till effekter typiska for B,-adrenoceptoragonister:
Tremor, huvudvérk, hjdrtklappning. Fran enskilda fall har f6ljande symtom rapporterats:
takykardi, hyperglukemi, hypokalemi, forlangt QTc-intervall, arytmi, illamaende och
krékningar. Stodjande och symtomatisk behandling rekommenderas. En dos pa 90 mikrogram
given under tre timmar till patienter med akut bronkobstruktion pavisade inte nagra
sdkerhetsproblem.

Akut 6verdosering med budesonid, dven i hoga doser, forvintas inte medfora nagra kliniska
problem. Anvint kroniskt i hoga doser kan glukokortikosteroiders systemiska effekter sdsom
hyperkortisolism och binjurebarkssuppression uppkomma.

Om Symbicortbehandlingen méiste utséttas till f6ljd av en 6verdos av formoterolkomponenten
ska underhdll med lamplig inhalerad kortikosteroid dvervigas.

5 FARMAKOLOGISKA EGENSKAPER

5.1 Farmakodynamiska egenskaper

Farmakoterapeutisk grupp: Adrenergika och dvriga medel vid obstruktiva luftvigssjukdomar.
ATC-kod: RO3AKO07

Verkningsmekanism och farmakodynamiska effekter

Symbicort innehdller budesonid och formoterol, vilka har olika verkningsmekanismer och
visar additiva effekter med avseende pa reduktion av astmaexacerbationer. De specifika
egenskaperna hos budesonid och formoterol gor att kombinationen kan anvéndas antingen
som underhalls- och vidbehovsbehandling, eller som enbart underhéllsbehandling av astma.

Budesonid

Budesonid ér en glukokortikosteroid som har en dosberoende antiinflammatorisk effekt i
luftvégarna efter inhalation, vilket resulterar i farre astmasymtom och férre exacerbationer.
Inhalerat budesonid har farre allvarliga biverkningar 4n systemiskt administrerade
kortikosteroider. Den exakta verkningsmekanismen for den antiinflammatoriska effekten av
glukokortikosteroider ar inte kind.

Formoterol
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Formoterol ar en selektiv B,-adrenoceptoragonist, som efter inhalation ger snabb och
langverkande avslappning av den glatta muskulaturen i bronkerna hos patienter med
reversibel luftviagsobstruktion. Den bronkdilaterande effekten dr dosberoende med ett
effekttillslag inom 1-3 minuter. Effekten varar i &tminstone 12 timmar efter en engingsdos.

Budesonid/Formoterol

Astma

Klinisk effekt av budesonid/formoterol underhallsbehandling:

I kliniska provningar hos vuxna har tilldgg av formoterol till budesonid visat sig forbéttra
astmasymtom och lungfunktion samt reducera exacerbationer.

Effekten av budesonid/formoterol pa lungfunktion har i tvd 12-veckors studier visats likvardig
med den fria kombinationen av budesonid och formoterol, och bittre d4n budesonid givet som
monoterapi. [ samtliga behandlingsarmar fanns en kortverkande ,-adrenoceptoragonist for
vid behovsanvindning. Det fanns inga tecken pd en minskad antiastmatisk effekt med tiden.

I en 12-veckors studie behandlades 85 barn 1 dldersgruppen 6-11 ar med underhallsbehandling
av budesonid/formoterol (2 inhalationer 80 mikrogram/4,5 mikrogram 2 ginger per dygn) och
en kortverkande ,-adrenoceptoragonist vid behov. Lungfunktionen forbéttrades och
behandlingen tolererades vil jamfort med motsvarande dos av enbart budesonid.

Klinisk effekt av budesonid/formoterol underhalls- och vidbehovsbehandling:

Totalt 12076 astmapatienter inkluderades i fem dubbelblindade effekt- och sdkerhetsstudier
som pagick 1 6 eller 12 manader (4447 patienter var randomiserade till budesonid/formoterol
som underhdlls- och vidbehovsbehandling). De inkluderade patienterna skulle ha
astmasymtom trots inhalationssteroider.

Budesonid/formoterol underhills- och vidbehovsbehandling gav en statistisk signifikant och
kliniskt relevant reduktion av antalet svara exacerbationer jamfort med alla andra
behandlingsarmar 1 alla 5 studierna. Det inkluderar jimforelse med budesonid/formoterol vid
hogre underhallsdos och terbutalin som vidbehovsbehandling (studie 735) och
budesonid/formoterol med samma underhallsdos och antingen formoterol eller terbutalin som
vidbehovsbehandling (studie 734) (tabell 2).

I studie 735 var lungfunktion, symtomkontroll och vidbehovsanvidndning likvérdiga i alla
behandlingsarmarna.

I studie 734 minskade symtomen och vidbehovsanvéndningen samtidigt som lungfunktionen
forbéttrades jaimfort med bdda jimforelsearmarna.

I samtliga 5 studierna anvénde patienterna som fick budesonid/formoterol underhalls- och
vidbehovsbehandling, i genomsnitt inga vidbehovsdoser under 57 % av behandlingsdagarna.
Det fanns inga tecken pa toleransutveckling med tiden.

Tabell 2. Oversikt av svéra exacerbationer i de kliniska studierna
Studie nr Behandlingsarmar n Svira exacerbationer®
Loptid

Antal Antal/

patientar
Studie 735 | Budesonid/formoterol 160/4,5 ng bd + vid behov 1103 125 0,23°
6 man.
man Budesonid/formoterol 320/9 g bd + terbutalin 0,4 mg vid behov 1099 | 173 0,32
11
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Studie nr Behandlingsarmar n Svira exacerbationer®
Loptid Antal Antal/
patientar

Salmeterol/flutikason 2 x 25/125 pg bd + terbutalin 0,4 mg vid 1119 208 0,38
behov

Studie 734 | Budesonid/formoterol 160/4,5 ng bd + vid behov 1107 194 0,19°

12min. | b desonid/formoterol 160/4.5 g bd + formoterol 4,5 pg vid behov | 1137 | 296 0,29
Budesonid/formoterol 160/4,5 pug bd + terbutalin 0,4 mg vid behov 1138 377 0,37

Sjukhusinldggning, behandling pa akuten eller behandling med orala steroider
Reduktionen i antalet exacerbationer &r statistisk signifikant (P<0,01) i forhallande till bada
jamforelsearmarna.

I tva andra studier péd vardsokande patienter med akuta astmasymtom gav
budesonid/formoterol snabb och effektiv symtomlindring av bronkkonstriktion, liknande
salbutamol och formoterol.

KOL

I tva 12-manadersstudier utviarderades effekten pa lungfunktion och antal exacerbationer
(definierat som kurer av orala steroider och/eller antibiotika och/eller sjukhusinlédggningar)
hos patienter med svar KOL. Median FEV, vid inklusion i studierna var 36 % av forvéntat
normal. Medelantalet exacerbationer per ar (definierat som ovan) var signifikant reducerat
med budesonid/formoterol jamfort med behandling med enbart formoterol eller placebo
(medelantal 1,4 jaimfort med 1,8-1,9 1 placebo/formoterol gruppen). Medelantalet dagar med
orala kortikosteroider/patient under de 12 méanaderna var reducerad i budesonid/formoterol
gruppen (7-8 dagar/patient/ar jaimfort med 11-12 och 9-12 dagar i placebo respektive
formoterol grupperna). For dndringar i lungfunktionsparametrar, sdsom FEV, var
budesonid/formoterol inte bittre &n behandling med enbart formoterol.

5.2 Farmakokinetiska egenskaper

Absorption

Den fixa kombinationen av budesonid och formoteroloch motsvarande monoterapier har
visats vara bioekvivalenta med avseende pa systemisk exponering av budesonid respektive
formoterol. Trots detta sags en mindre 6kning i kortisolsuppression efter administrering av
den fixa kombinationen jamfort med monoprodukterna. Skillnaden bedéms inte paverka
klinisk sékerhet.

Data har inte visat pa nagra farmakokinetiska interaktioner mellan budesonid och formoterol.

Farmakokinetiska parametrar for budesonid och formoterol har visats jamforbara givna
antingen som monoterapier eller som den fixa kombinationen. Fér budesonid var AUC nagot
hogre, absorptionshastigheten snabbare, och maximal plasmakoncentration hogre efter
administrering av den fixa kombinationen. For formoterol var maximal plasmakoncentration
likartad efter administrering av den fixa kombinationen.

Inhalerat budesonid absorberas snabbt och maximal plasmakoncentration uppnas inom 30
minuter efter inhalation. Den genomsnittliga lungdepositionen av budesonid efter inhalation
via pulverinhalator har i studier visats vara 32 % till 44 % av avgiven dos. Den systemiska
biotillgéngligheten &r cirka 49 % av avgiven dos.
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Inhalerat formoterol absorberas snabbt och maximal plasmakoncentration uppnas inom 10
minuter efter inhalation. Lungdepositionen av formoterol, inhalerat via pulverinhalator, har i
studier visats vara 28 % till 49 % av avgiven dos. Den systemiska biotillgdngligheten &r
omkring 61 % av avgiven dos.

Distribution och metabolism

Plasmaproteinbindning &r cirka 50 % for formoterol och 90 % for budesonid.
Distributionsvolymen é&r cirka 4 1/kg for formoterol och 3 1/kg for budesonid. Formoterol
inaktiveras via konjugering (aktiva O-demetylerade och deformylerade metaboliter bildas,
men dessa forekommer huvudsakligen som inaktiverade konjugat). Budesonid genomgér en
omfattande (ca 90 %) forsta-passage-metabolism 1 levern till metaboliter med lag
glukokortikosteroid aktivitet. Glukokortikosteroidaktiviteten for huvudmetaboliterna, 6-beta-
hydroxibudesonid och 16-alfa-hydroxiprednisolon, 4r mindre dn 1 % av den for budesonid.
Det finns ingen indikation pd ndgon metabolisk interaktion eller borttrdngningsinteraktion
(displacement) mellan formoterol och budesonid.

Elimination

Storre delen av dosen formoterol omvandlas genom metabolism i levern foljt av renal
utsondring. Efter inhalation utsondras 8 % till 13 % av avgiven dos formoterol ometaboliserad
1 urinen. Formoterol har ett hogt systemiskt clearance (cirka 1,4 I/min) och den terminala
halveringstiden &r 1 medeltal 17 timmar.

Budesonid elimineras genom metabolism som frimst katalyseras av enzymet CYP3A4.
Budesonids metaboliter utsondras 1 urinen i oférédndrad eller i konjugerad form. Endast
forsumbara mingder ofordandrat budesonid aterfinns 1 urinen. Budesonid har hogt systemiskt
clearance (ca 1,2 1/min) och halveringstiden i plasma efter intravends dosering uppgér i
medeltal till 4 timmar.

Budesonids och formoterols farmakokinetik hos patienter med nedsatt njurfunktion ar okénd.
Exponeringen for budesonid och formoterol kan vara dkad hos patienter med leversjukdom.

53 Prekliniska sikerhetsuppgifter

Toxicitet som observerats 1 djurstudier med budesonid och formoterol, gett i kombination
eller var for sig, var effekter relaterade till forstirkt farmakologisk aktivitet.

I reproduktionsstudier i1 djur har kortikosteroider, sdsom budesonid, visat sig kunna ge upphov
till missbildningar av olika slag (gomspaltor, skelettmissbildningar). De djurexperimentella
resultaten forefaller dock inte ha ndgon relevans for minniska vid rekommenderade doser.
Reproduktionsstudier med formoterol i djur har visat en ndgot minskad fertilitet hos hanrattor
vid hog systemexponering, samt implantationsforluster liksom minskad tidig postnatal
overlevnad och minskad fodelsevikt vid en systemexponering som avsevért dverstiger de
nivder som nds vid klinisk anvindning. De djurexperimentella resultaten forefaller dock inte
ha nagon relevans for ménniska.
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6 FARMACEUTISKA UPPGIFTER

6.1 Forteckning over hjialpimnen

Laktosmonohydrat (vilket innehdller mjolkprotein).

6.2 Inkompatibiliteter

Ej relevant.

6.3 Hallbarhet

2 ar.

6.4 Sarskilda forvaringsanvisningar

Forvaras vid hogst 30°C. Tillslut forpackningen genom att ha skyddshylsan vél pasatt.
Fuktkénsligt.

6.5 Forpackningstyp och innehéll

Symbicort Turbuhaler dr en inandningsdriven flerdospulverinhalator. Inhalatorn ar vit med
rott vred och ar tillverkad av olika plastmaterial (PP, PC, HDPE, LDPE, LLDPE, PBT).
Varje forpackning innehéller 1, 2, 3, 10 eller 18 inhalator(er) som vardera innehéller 60 eller
120 doser. Alla forpackningsstorlekar marknadsfors ej i Sverige.

6.6 Sérskilda anvisningar for destruktion och 6vrig hantering

Inga sérskilda anvisningar.

7 INNEHAVARE AV GODKANNANDE FOR FORSALJNING

AstraZeneca AB
151 85 Sodertilje

8 NUMMER PA GODKANNANDE FOR FORSALJNING
16047
9 DATUM FOR FORSTA GODKANNANDE/FORNYAT GODKANNANDE

2000-08-25/2010-01-31

10 DATUM FOR OVERSYN AV PRODUKTRESUMEN
2012-02-24
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PRODUKTRESUME

1 LAKEMEDLETS NAMN

Symbicort forte Turbuhaler, 320 mikrogram/9 mikrogram/inhalation, inhalationspulver

2 KVALITATIV OCH KVANTITATIV SAMMANSATTNING

Varje avgiven dos (den dos som ldmnar munstycket) innehaller 320 mikrogram budesonid och
9 mikrogram formoterolfumaratdihydrat per inhalation.

Varje uppmaitt dos inehdller: budesonid 400 mikrogram/inhalation och formoterolfumarat
dihydrat 12 mikrogram/inhalation.

Hjalpdmne: Laktosmonohydrat 491 mikrogram per dos.

For fullstindig forteckning 6ver hjdlpamnen, se avsnitt 6.1.

3 LAKEMEDELSFORM
Inhalationspulver.

Vitt pulver.

4 KLINISKA UPPGIFTER

4.1 Terapeutiska indikationer
Astma

Symbicort ér indicerad for regelbunden behandling av bronkialastma, nir
kombinationsbehandling (inhalationssteroid och langverkande B,-adrenoceptoragonist) &r
lamplig for:
- Patienter som inte uppnar adekvat symtomkontroll med inhalationssteroid och
behovsmedicinering med inhalerad kortverkande B,-adrenoceptoragonist.eller

- Patienter som redan har adekvat symtomkontroll med inhalationssteroid och
langverkande [,-adrenoceptoragonist.

Kroniskt obstruktiv lungsjukdom (KOL)

Symtomatisk behandling av patienter med svar KOL (FEV| <50% av forvantat normal) och
tidigare upprepade exacerbationer och som har signifikanta symtom trots regelbunden
behandling med langverkande bronkdilaterare.

4.2 Dosering och administreringssitt

Administreringsvég: For inhalation

Astma

Symbicort ér inte avsett som initial astmabehandling. Doseringen av de i Symbicort ingdende
komponenterna dr individuell och ska anpassas efter sjukdomens svarighetsgrad. Detta ska
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beaktas bade vid insdttande av kombinationspreparat och nir underhallsdosen justeras. Om
enskilda patienter skulle behdva en doskombination utdver vad som finns tillgéngligt i
kombinationsinhalatorn, bor ldmplig dos av ,-adrenoceptoragonist och/eller kortikosteroid 1
separata inhalatorer ordineras.

Rekommenderad dosering:

Vuxna (frdn 18 dr): 1 inhalation 2 génger per dygn. Vissa patienter kan behdva upp till
maximalt 2 inhalationer 2 ganger per dygn.

Ungdomar (12-17 ar): 1 inhalation 2 ganger per dygn.

Patienten ska regelbundet kontrolleras av ldkare/sjukvardspersonal for optimal instédllning av
doseringen. Dosen skall titreras till den ldgsta dos vid vilken effektiv symtomkontroll uppnas.
Nér symtomkontroll bibehallits under en ldngre tid med légsta rekommenderade dos, kan
nista steg vara ett forsok med enbart inhalationssteroid.

Nér symtomkontroll uppnétts med dosering 2 génger per dygn kan Symbicort, efter att ldkare
beddmt att en l1&ngverkande bronkdilaterare behovs for att nd symtomkontroll, ges 1 gdng om
dagen for att efterstriva lagsta effektiva dos.

Okad anvindning av snabbverkande bronkdilaterare indikerar en forsimring av den
underliggande sjukdomen och motiverar en omvérdering av astmabehandlingen.

Barn (6 ar och dldre): En lagre styrka finns tillgénglig f6r barn 6-11 ar.

Barn under 6 dar: Symbicort forte rekommenderas inte till barn under 6 ar eftersom
tillgdngliga data dr begrénsade.

Symbicort forte ska anvéndas enbart som underhallsbehandling. For underhalls- och
vidbehovsbehandling finns de ldgre styrkorna, Symbicort och Symbicort mite, att tillgé.

KOL
Rekommenderad dosering:
Vuxna: 1 inhalation 2 ganger per dygn.

Allmdint

Speciella patientgrupper:

Ingen dosjustering krivs till dldre patienter. Erfarenhet frin behandling av patienter med
nedsatt lever- eller njurfunktion saknas for Symbicort. Eftersom budesonid och formoterol
elimineras till storsta delen genom levermetabolism kan en 6kad exponering forvintas hos
patienter med allvarlig levercirros.

Instruktioner for korrekt anvindning av Symbicort forte Turbuhaler
Inhalatorn dr inandningsdriven, vilket innebér att substansen f6ljer med den inandade luften

ned till luftvdgarna nir patienten inhalerar genom munstycket.

Observera: Det dr viktigt att instruera patienten
- att noggrant ldsa den bruksanvisning som ingér i bipacksedeln som finns i varje
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forpackning.

- att andas in djupt och kraftigt genom munstycket for att sékerstélla att en optimal dos
nar lungorna.

- att aldrig andas ut genom munstycket.

- att sétta tillbaka skyddshylsan pd Symbicort forte Turbuhaler inhalatorn efter
anvandning.

- att skdlja ur munnen med vatten efter varje doseringstillfalle for att minimera risken
for Candidainfektion i munhéla och svalg.

Det kan hidnda att patienten inte kdnner ndgon smak eller pa annat sitt mirker liakemedlet
eftersom méngden av de verksamma @mnena i varje dos dr mycket liten.

4.3 Kontraindikationer

Overkinslighet (allergi) mot budesonid, formoterol eller laktos (som innehaller sm4 mingder
mjolkprotein).

4.4 Varningar och forsiktighet

Vid utséttning av medicineringen rekommenderas nedtrappning av dosen istéllet for abrupt
utséttning.

Om patienten upplever att behandlingen inte ger 6nskad effekt, eller om den ordinerade
dagliga maxdosen av Symbicort overskrids, ska patienten uppmanas att kontakta lékare (se
avsnitt 4.2). Okad anvindning av kortverkande bronkdilaterare for att lindra astmasymtomen
tyder pa forsdmrad sjukdomskontroll och en omvérdering av behandlingen bor goras. Plotslig
och progressiv forsimrad kontroll av astma eller KOL ar potentiellt livshotande, varfor
patienten ska uppmanas att kontakta likare for bedomning. Okad dosering av kortikosteroid
bor dvervigas, t ex en kur orala kortikosteroider, och vid samtidig infektion ocksé
tilliggsbehandling med antibiotika.

Patienten ska instrueras att alltid ha sin vidbehovsmedicin bronkdilaterare tillgénglig.

Patienten bor pdminnas om att dagligen ta sin underhallsdos av Symbicort enligt 1dkarens
ordination, dven vid symtomfrihet.

Nér symtomen &dr under kontroll bér man dverviga en gradvis nedtrappning av dosen.
Regelbunden uppfoljning av patienterna dven under nedtrappningen &r viktigt. Den l4gsta
effektiva dosen ska anvéndas (se avsnitt 4.2).

Behandling med Symbicort ska inte paborjas under en akut svar astmaexacerbation eller vid
en akut eller markant forsdmring av astman.

Allvarliga astmarelaterade biverkningar och exacerbationer kan intréffa under behandling med
Symbicort. Patienter ska uppmanas att fortsitta behandlingen men samtidigt rddgéra med
lakare om astmasymtomen kvarstér eller forsdmras efter initiering av behandling med
Symbicort.

Som vid annan inhalationsterapi kan paradoxal bronkospasm intraffa med dkad vdsande
andning och andndd omedelbart efter dosering. Om patienten upplever paradoxal
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bronkospasm ska Symbicort séttas ut omedelbart, behandlingen omvirderas och alternativ
terapi ges om det dr nddvéndigt. Paradoxal bronkospasm svarar pd snabbverkande inhalerade
bronkdilaterare och ska anvéndas for behandling genast (se avsnitt 4.8).

Systempéverkan kan forekomma vid inhalationsbehandling med alla kortikosteroider, sarskilt
efter hdga doser under langre behandlingsperioder. Det dr mindre troligt att denna paverkan
upptriader vid inhalationsbehandling jamf{ort med nér kortikosteroider ges peroralt. Eventuella
systembiverkningar inkluderar Cushings syndrom, cushingoida tecken, binjuresuppression,
himmad langdtillviaxt hos barn och ungdomar, minskad bentéthet, katarakt och glaukom, och
mer séllsynt en rad psykologiska storningar eller beteendestorningar innefattande
psykomotorisk hyperaktivitet, somnstérningar, oro, depression eller aggression (sdrskilt hos
barn) (se avsnitt 4.8).

Det rekommenderas att lingden kontrolleras regelbundet hos barn som far langvarig
behandling med inhalerade kortikosteroider. Om tillvixten avtar ska behandlingen utvéirderas
pa nytt med sikte pa att reducera dosen av inhalerade kortikosteroider till den ldgsta dos som
ger bibehéllen effektiv kontroll av astmasymtom, om mdjligt. Foérdelarna med
kortikosteroidbehandling och den potentiella risken for avtagande tillvixt maste noga vigas
mot varandra. Dessutom bdr man dvervéga att remittera patienten till en specialist pa
lungsjukdomar hos barn.

Begrinsad data fran ldngtidsstudier indikerar att de flesta barn och ungdomar som behandlas
med inhalerad budesonid slutligen nar sin vuxna malldngd. En liten initial men 6vergaende
minskning i tillvéxt (ca 1 cm) har dock observerats. Tillvixtminskningen uppstér oftast under
det forsta behandlingséret.

Potentiell effekt pd bentéthet bor dvervigas, framforallt for patienter som fér langvarig
behandling med hoga doser med samtidig forekomst av riskfaktorer for osteoporos.
Léngtidsstudier pa barn med genomsnittlig dygnsdos inhalerad budesonid pd 400 mikrogram
(uppmiitt dos) och i vuxna med dygnsdos pa 800 mikrogram (uppmétt dos) har inte visat
nagon signifikant effekt pd benmineraldensitet. Det finns ingen information om effekten av
hogre doser Symbicort.

Forsiktighet méaste iakttas vid behandling av patienter som 6verfors fran systemiskt verkande
kortikosteroider till Symbicort om misstanke om stord hypofys-binjurebarkfunktion
foreligger.

Inhalationsbehandling med budesonid minskar normalt behovet av orala steroider, men hos
patienter som Overfors fran orala steroider finns risk for kvardrdjande nedsatt binjurereserv
under avsevérd tid.

Aterhdmtning kan ta avsevird tid efter avslutad oral steroidterapi och dérfor kan patienter som
Overfors till inhalationsterapi med budesonid vara kvar i riskzonen for forsamrad
binjurefunktion under léngre tid. I sédana fall bor HPA-axeln monitoreras regelbundet.

Lingvarig behandling med hoga doser inhalerad steroid, i synnerhet 1 hogre dn
rekommenderade doser, kan ocksé fororsaka kliniskt relevant binjuresuppression. Darfor bor
ytterligare systemiskt kortikosteroidskydd 6vervidgas under perioder av stress, t.ex. vid
allvarliga infektioner eller elektiva kirurgiska ingrepp. Snabb reduktion av steroiddosen kan
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orskaka akut adrenal kris. Symtom och tecken pa akut adrenal kris kan vara otydliga men kan
innefatta anorexi, buksmaértor, viktminskning, trétthet, huvudvérk, illamaende, krdkningar,
minskad medvetenhetsgrad, konvulsioner, hypotension och hypoglykemi. Tilliggsbehandling
med systemiska steroider eller inhalerad budesonid ska inte avbrytas abrupt.

Under 6vergang fran oral terapi till Symbicort forte Turbuhaler upplevs en generellt ldgre
systemisk steroideffekt som kan resultera i upptrddande av allergiska reaktioner eller symtom
pa artrit. De visar sig som rinit, eksem och muskel- och ledsmértor. Specifik behandling bor
sdttas in for dessa tillstind. Ett generellt tillstdnd av glukokortikoidinsufficiens bor missténkas
1 séllsynta fall om patienten har symtom som trétthet, huvudvirk, illamaende och krikningar. I
dessa fall kan det vara nodvandigt att tillfalligt 6ka dosen orala glukokortikoider.

For att minimera risken for Candidainfektion i munhala och svalg bor patienten instrueras att
skolja ur munnen med vatten efter varje doseringstillfille.

Samtidig behandling med itrakonazol, ritonavir eller andra potenta CYP3A4-himmande
lakemedel bor undvikas. Om sé ej dr mojligt bor tidsintervallet mellan administreringarna av
lakemedlen vara sa langt som mdjligt (se 4.5).

Symbicort ska ges med forsiktighet till patienter med tyreotoxikos, feokromocytom, diabetes
mellitus, obehandlad hypokalemi, hypertrof obstruktiv kardiomyopati, idiopatisk subvalvular
aortastenos, allvarlig hypertoni, aneurysm eller annan allvarlig hjartsjukdom som ischemisk
hjartsjukdom, takyarytmi eller svar hjartsvikt.

Forsiktighet ska iakttas vid behandling av patienter med forlangt QTc-intervall. Formoterol i
sig sjilv kan orsaka forldngning av QTc-intervallet.

Behovet av inhalerad kortikosteroid samt dosering bor utvérderas pa nytt hos patienter med
aktiv eller inaktiv tuberkulos, svamp eller virusinfektion i luftvdgarna.

Potentiellt allvarlig hypokalemi kan uppsta vid B,-adrenoceptoragonist terapi i hoga doser.
Samtidig behandling med ,-adrenoceptoragonister och likemedel som kan inducera
hypokalemi eller potentiera en hypokalemisk effekt, t ex xantinderivat, steroider och diuretika
kan potentiera en eventuell hypokalemisk effekt av ,-adrenoceptoragonister. Sarskild
forsiktighet rekommenderas vid instabil astma med varierande behov av anfallskuperande
bronkvidgande likemedel, vid akut, svar astma eftersom den darmed forknippade risken kan
forstiarkas vid hypoxi och vid andra tillstdnd dér sannolikheten for komplikation i form av
hypokalemi dr 6kad. Serumkaliumnivin bor hallas under uppsikt under dessa omstandigheter.

Som f6r andra ,-adrenoceptoragonister bor utdkade blodglukosmétningar dvervégas for
patienter med diabetes.

Symbicort innehéller laktosmonohydrat (mindre &n 1 mg per inhalation). Denna méngd
orsakar vanligtvis inga problem for laktosintoleranta personer. Hjidlpamnet laktos innehaller
sma mangder mjolkprotein, vilket kan orsaka allergiska reaktioner.

4.5 Interaktioner med andra liikemedel och 6vriga interaktioner

Farmakokinetiska interaktioner
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Det ar sannolikt att potenta hammare av CYP3A4 (t.ex. ketokonazol, itrakonazol,
vorikonazol, posakonazol, klaritromycin, telitromycin, nefazodon och HIV-proteashimmare)
markant 0kar plasmanivderna av budesonid och samtidig anvindning bor undvikas. Om detta
inte dr mdjligt bor tidsintervallet mellan administrering av hdmmaren och budesonid vara sa
langt som mojligt (se avsnitt 4.4).

Den potenta CYP3A4-hdmmaren ketokonazol, 200 mg en ging dagligen, 6kade
plasmanivéerna av samtidigt oralt administrerad budesonid (en singeldos péd 3 mg) i
genomsnitt sex ganger. Nar ketokonazol administrerades 12 timmar efter budesonid dkade
koncentrationen i1 genomsnitt endast tre gdnger, vilket visar att skilda
administreringstidpunkter kan minska 6kningen av plasmanivaerna. Begransade data om
denna interaktion for hoga doser inhalerad budesonid tyder pa att markanta 6kningar av
plasmanivéerna (i genomsnitt fyra ganger) kan forekomma om itrakonazol, 200 mg en géng
dagligen, administreras samtidigt som inhalerad budesonid (en singeldos pa 1 000 pg).

Farmakodynamiska interaktioner

Beta-adrenerga blockerare kan forsvaga eller upphéva effekten av formoterol.
Symbicort ska dérfor ej ges tillsammans med beta-adrenerga blockerare (inklusive
O0gondroppar) savida ej sarskilda skil foreligger.

Samtidig behandling med kinidin, disopyramid, prokainamid, fentiaziner, antihistaminer
(terfenadin), monoaminoxidas himmare och tricykliska antidepressiva kan forlanga QTc-
intervallet och 6ka risken for ventrikulédra arytmier.

Dessutom kan L-dopa, L-tyroxin, oxytocin och alkohol paverka den kardiella toleransen for
B,-sympatomimetika.

Samtidig behandling med monoaminoxidas hdmmare inklusive substanser med liknande
effekter sdsom furazolidin och prokarbazin kan leda till blodtrycksstegring.

Det finns en 6kad risk for arytmier hos patienter som ges samtidig anestesi med halogenerade
vétekarbonater.

Samtidig anvéndning av andra beta-adrenerga medel eller antikolinerga ldkemedel kan ha en
potentiellt additiv bronkdilaterande effekt.

Hypokalemi kan 6ka bendgenheten for hjartarytmi hos patienter som behandlas med
digitalisglukosider.

Inga interaktioner mellan budesonid respektive formoterol och andra astmamediciner ar
kénda.
4.6 Graviditet och amning

For Symbicort eller samtidig behandling med formoterol och budesonid saknas data frn
behandling av gravida kvinnor. Data frdn en embryonal-/fosterutvecklingsstudie pa rétta
visade inte ndgon ytterligare effekt av kombinationen.

Klinisk erfarenhet frdn behandling med formoterol under graviditet dr begransad. Djurforsok
har visat reproduktionstoxikologiska effekter vid mycket hdga systemexponeringar (se avsnitt
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5.3).

Data fran ungefdr 2000 graviditeter tyder inte pa ndgon 6kad risk for missbildningar vid
behandling med budesonid. Djurfoérsok har visat att glukokortikosteroider kan inducera
missbildningar (se avsnitt 5.3), men detta bedoms inte vara relevant for méanniska vid
rekommenderad dosering.

Djurstudier har ocksé visat att prenatal Gverexponering for glukokortikoider kan ha ett
samband med 6kad risk for intrauterin tillvixthdmning, kardiovaskuldr sjukdom hos vuxna
och permanenta fordndringar i glukokortikoidreceptortéthet, neurotransmitteromséttning samt
beteende, vid exponering understigande det teratogena dosintervallet.

Under graviditet bor Symbicort ges forst da nyttan overvéger de tinkbara riskerna. Lagsta
effektiva dos av budesonid ska efterstravas samtidigt som risken for ett forsdmrat
astmatillstand beaktas.

Budesonid utsondras i brostmjolk. Inom terapeutiska doser forvédntas dock ingen paverkan pa
det ammade barnet. Det dr inte kidnt om formoterol passerar 6ver i human brostmjélk. Hos
rattor har sma méngder formoterol uppméitts i brostmjolk. Behandling med Symbicort av
kvinnor som ammar ska endast overvigas om den forvintade nyttan f6r modern dvervéger
varje tankbar risk for barnet.

4.7 Effekter pa formagan att framfora fordon och anvinda maskiner

Symbicort har inga eller obetydliga effekter pd formdigan att framfora fordon och anvinda
maskiner.

4.8 Biverkningar

Eftersom Symbicort innehéaller bade budesonid och formoterol forvéntas samma
biverkningsmonster som finns rapporterat for respektive substans. Samtidig administrering av
de tva substanserna har inte bidragit till 6kad forekomst av biverkningar. De vanligaste
biverkningarna ar farmakologiskt forutsdgbara biverkningar av 3;-adrenoceptoragonister
sdsom tremor och palpitationer. Dessa ér vanligen létta och forsvinner oftast efter ndgra
dagars behandling. I en 3-ars studie med budesonid pa KOL-patienter férekom bldmérken och
lunginflammation med en frekvens pa 10 % respektive 6 %. Motsvarande siffror for placebo
var 4 % respektive 3 % (p<0,001 respektive p<0,01).

Biverkningar, relaterade till budesonid eller formoterol, redovisas nedan enligt organklass och
frekvens. Frekvenserna definieras enligt: mycket vanlig (>1/10), vanlig (>1/100 till <1/10),
mindre vanlig (>1/1000 till <1/100), sdllsynt (>1/10 000 till <1/1000) och mycket sillsynt
(<1/10 000).

Klassificering av Frekvens Biverkning

organsystem

Infektioner och infestationer | Vanlig Candidainfektioner i munhéla och svalg

Immunsystemet Séllsynt Omedelbara eller forsenade
overkénslighetsreaktioner, t.ex. exantem,
urtikaria, pruritus, dermatit, angioddem och
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anafylaktisk reaktion

Endokrina systemet Mycket sdllsynt | Cushings syndrom, binjuresuppression,
himmad langdtillvixt, minskad bentéthet
Metabolism och nutrition Sallsynt Hypokalemi
Mycket séllsynt | Hyperglukemi

Psykiska storningar

Mindre vanlig

Aggression, psykomotorisk hyperaktivitet,
oro, sdomnstorningar

Mycket sdllsynt | Depression, beteendestdrningar (frimst hos
barn)
Centrala och perifera Vanlig Huvudvérk, tremor
nervsystemet Mindre vanlig Yrsel
Mycket sdllsynt | Smakfordndringar
Ogon Mycket sdllsynt | Katarakt och glaukom
Hjéartat Vanlig Palpitationer
Mindre vanlig Takykardi
Sallsynt Hjartarytmier, t.ex. formaksflimmer,
supraventrikuldr takykardi, extrasystoli
Mycket sdllsynt | Angina pectoris. Forlingning av QTc-
intervallet
Blodkérl Mycket séllsynt | Variationer i blodtryck
Andningsvigar, brostkorg Vanlig Latt halsirritation, hosta, heshet
och mediastrium Sallsynt Bronkospasm
Magtarmkanalen Mindre vanlig [llaméende
Hud och subkutan vdvnad Mindre vanlig Blamairken
Muskuloskeletala systemet | Mindre vanlig Muskelkramper

och bindviv

Candidainfektion i munhala och svalg beror pa upplagring av likemedel. Patienten bor
instrueras att skolja ur munnen med vatten efter varje doseringstillfille vilket minimerar
infektionsrisken. Candidainfektion i munhéla och svalg svarar vanligen pa topikal
antimykotisk behandling utan att inhalationsbehandling av kortikosteroid behover avbrytas.

Som med annan inhalationsterapi kan paradoxal bronkospasm intréffa i sillsynta fall, farre dn
1 av 10 000 anvindare, med plotsligt 6kad pipande andning eller andndd efter inhalation.
Paradoxal bronkospasm svarar pa snabbverkande inhalerade bronkdilaterare som bor ges
direkt. Symbicort ska utsittas omedelbart, patienten ska utvérderas och alternativ terapi
insidttas vid behov (se avsnitt 4.4).

Systemeffekter av inhalerade kortikosteroider kan ses speciellt efter hoga doser forskrivna
under lang tid. Dessa effekter forekommer dock i mycket lagre omfattning én efter orala
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kortikosteroider. Mgjliga systemeffekter innefattar Cushings syndrom, cushingoida tecken,
binjuresuppression, tillvixthdmning hos barn och ungdomar, minskad bentéthet, katarakt och
glaukom. Okad infektionskinslighet och mindre stresstalighet kan ocksa férekomma.

Effekterna dr sannolikt beroende pé dos, exponeringstid, samtidig och tidigare
steroidexponering och individuell kédnslighet

Behandling med [,-adrenoceptoragonister kan orsaka dkade halter i blodet av insulin, fria
fettsyror, glycerol och ketonkroppar.

4.9 Overdosering

En 6verdos av formoterol leder sannolikt till effekter typiska for B,-adrenoceptoragonister:
Tremor, huvudvérk, hjdrtklappning. Fran enskilda fall har fo6ljande symtom rapporterats:
takykardi, hyperglukemi, hypokalemi, forlangt QTc-intervall, arytmi, illamaende och
krékningar. Stodjande och symtomatisk behandling rekommenderas. En dos pa 90 mikrogram
given under tre timmar till patienter med akut bronkobstruktion pavisade inte nagra
sdkerhetsproblem.

Akut 6verdosering med budesonid, dven i hoga doser, forvintas inte medfora nagra kliniska
problem. Anvint kroniskt i hoga doser kan glukokortikosteroiders systemiska effekter sdsom
hyperkortisolism och binjurebarkssuppression uppkomma.

Om Symbicortbehandlingen méiste utséttas till f6ljd av en 6verdos av formoterolkomponenten
ska underhéll med lamplig inhalerad kortikosteroid dvervigas.

5 FARMAKOLOGISKA EGENSKAPER

5.1 Farmakodynamiska egenskaper

Farmakoterapeutisk grupp: Adrenergika och dvriga medel vid obstruktiva luftvigssjukdomar.
ATC-kod: RO3AKO07

Verkningsmekanism och farmakodynamiska effekter

Symbicort innehdller budesonid och formoterol, vilka har olika verkningsmekanismer och
visar additiva effekter med avseende pa reduktion av astmaexacerbationer.
Verkningsmekanismen for respektive substans beskrivs nedan.

Budesonid

Budesonid ér en glukokortikosteroid som har en dosberoende antiinflammatorisk effekt i
luftvégarna efter inhalation, vilket resulterar i farre astmasymtom och férre exacerbationer.
Inhalerat budesonid har farre allvarliga biverkningar 4n systemiskt administrerade
kortikosteroider. Den exakta verkningsmekanismen for den anti-inflammatoriska effekten av
glukokortikosteroider ar inte kind.

Formoterol

Formoterol dr en selektiv B;-adrenoceptoragonist, som efter inhalation ger snabb och
langverkande avslappning av den glatta muskulaturen i bronkerna hos patienter med
reversibel luftvigsobstruktion. Den bronkdilaterande effekten &r dosberoende med ett
effekttillslag inom 1-3 minuter. Effekten varar i &tminstone 12 timmar efter en engingsdos.
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Budesonid/Formoterol

Astma

I kliniska provningar hos vuxna har tilldgg av formoterol till budesonid visat sig forbéttra
astmasymtom och lungfunktion samt reducera exacerbationer.

Effekten av budesonid/formoterol pa lungfunktion har i tva 12-veckors studie visats likvérdig
med den fria kombinationen av budesonid och formoterol, och battre d4n budesonid givet som
monoterapi. [ samtliga behandlingsarmar fanns en kortverkande ,-adrenoceptoragonist for
vidbehovsanvidndning. Det fanns inga tecken pa en minskad antiastmatisk effekt med tiden.

I en 12-veckors studie behandlades 85 barn 1 dldersgruppen 6-11 ar med underhallsbehandling
av budesonid/formoterol (2 inhalationer 80 mikrogram/4,5 mikrogram 2 ginger per dygn) och
en kortverkande ,-adrenoceptoragonist vid behov. Lungfunktionen forbéttrades och
behandlingen tolererades vl jamfort med motsvarande dos av enbart budesonid.

KOL

I tva 12-manadersstudier utvéirderades effekten pa lungfunktion och antal exacerbationer
(definierat som kurer av orala steroider och/eller antibiotika och/eller sjukhusinldggningar)
hos patienter med svar KOL. Median FEV, vid inklusion i studierna var 36 % av forvéntat
normal. Medelantalet exacerbationer per ar (definierat som ovan) var signifikant reducerat
med budesonid/formoterol jamf{ort med behandling med enbart formoterol eller placebo
(medelantal 1,4 jaimfort med 1,8-1,9 1 placebo/formoterol gruppen). Medelantalet dagar med
orala kortikosteroider/patient under de 12 ménaderna var reducerad i budesonid/formoterol
gruppen (7-8 dagar/patient/ar jaimfort med 11-12 och 9-12 dagar i placebo respektive
formoterol grupperna). For dndringar i lungfunktionsparametrar, sdsom FEV, var
budesonid/formoterol inte bittre &n behandling med enbart formoterol.

5.2 Farmakokinetiska egenskaper

Absorption

Den fixa kombinationen av budesonid och formoteroloch motsvarande monoterapier har
visats vara bioekvivalenta med avseende pa systemisk exponering av budesonid respektive
formoterol. Trots detta sdgs en mindre okning 1 kortisolsuppression efter administrering av
den fixa kombinationen jaimfort med monoprodukterna. Skillnaden bedéms inte paverka
klinisk sékerhet.

Data har inte visat pd nigra farmakokinetiska interaktioner mellan budesonid och formoterol.

Farmakokinetiska parametrar for budesonid och formoterol har visats jamforbara givna
antingen som monoterapier eller som den fixa kombinationen. Fér budesonid var AUC négot
hogre, absorptionshastigheten snabbare, och maximal plasmakoncentration hogre efter
administrering av den fixa kombinationen. For formoterol var maximal plasmakoncentration
likartad efter administrering av den fixa kombinationen.

Inhalerat budesonid absorberas snabbt och maximal plasmakoncentration uppnas inom 30
minuter efter inhalation. Den genomsnittliga lungdepositionen av budesonid efter inhalation
via pulverinhalator har i studier visats vara 32 % till 44 % av avgiven dos. Den systemiska
biotillgingligheten dr cirka 49 % av avgiven dos.
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Inhalerat formoterol absorberas snabbt och maximal plasmakoncentration uppnas inom 10
minuter efter inhalation. Lungdepositionen av formoterol, inhalerat via pulverinhalator, har i
studier visats vara 28 % till 49 % av avgiven dos. Den systemiska biotillgdngligheten &r
omkring 61 % av avgiven dos.

Distribution och metabolism

Plasmaproteinbindning &r cirka 50 % for formoterol och 90 % for budesonid.
Distributionsvolymen é&r cirka 4 1/kg for formoterol och 3 1/kg for budesonid. Formoterol
inaktiveras via konjugering (aktiva O-demetylerade och deformylerade metaboliter bildas,
men dessa forekommer huvudsakligen som inaktiverade konjugat). Budesonid genomgér en
omfattande (ca 90 %) forsta-passage-metabolism 1 levern till metaboliter med lag
glukokortikosteroid aktivitet. Glukokortikosteroidaktiviteten for huvudmetaboliterna, 6-beta-
hydroxibudesonid och 16-alfa-hydroxiprednisolon, 4r mindre dn 1 % av den for budesonid.
Det finns ingen indikation pd ndgon metabolisk interaktion eller borttrdngningsinteraktion
(displacement) mellan formoterol och budesonid.

Elimination

Storre delen av dosen formoterol omvandlas genom metabolism i levern foljt av renal
utsondring. Efter inhalation utsondras 8 % till 13 % av avgiven dos formoterol ometaboliserad
1 urinen. Formoterol har ett hogt systemiskt clearance (cirka 1,4 I/min) och den terminala
halveringstiden &r 1 medeltal 17 timmar.

Budesonid elimineras genom metabolism som frimst katalyseras av enzymet CYP3A4.
Budesonids metaboliter utsondras 1 urinen i oférédndrad eller i konjugerad form. Endast
forsumbara mingder ofordandrat budesonid aterfinns 1 urinen. Budesonid har hogt systemiskt
clearance (ca 1,2 1/min) och halveringstiden i plasma efter intravends dosering uppgér i
medeltal till 4 timmar.

Budesonids och formoterols farmakokinetik hos barn och patienter med nedsatt njurfunktion
ar okénd. Exponeringen for budesonid och formoterol kan vara 6kad hos patienter med
leversjukdom.

53 Prekliniska sikerhetsuppgifter

Toxicitet som observerats i djurstudier med budesonid och formoterol, gett i kombination
eller var for sig, var effekter relaterade till forstirkt farmakologisk aktivitet.

I reproduktionsstudier pd djur har kortikosteroider, sdsom budesonid, visat sig kunna ge
upphov till missbildningar av olika slag (gomspaltor, skelettmissbildningar). De
djurexperimentella resultaten forefaller dock inte ha nadgon relevans for ménniska vid
rekommenderade doser. Reproduktionsstudier med formoterol i1 djur har visat en nagot
minskad fertilitet hos hanrattor vid hog systemexponering, samt implantationsforluster liksom
minskad tidig postnatal 6verlevnad och minskad fodelsevikt vid en systemexponering som
avsevirt overstiger de nivaer som nas vid klinisk anvindning. De djurexperimentella
resultaten forefaller dock inte ha ndgon relevans for minniska.
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6 FARMACEUTISKA UPPGIFTER

6.1 Forteckning over hjialpimnen

Laktosmonohydrat (vilket innehdller mjolkprotein).

6.2 Inkompatibiliteter

Ej relevant.

6.3 Hallbarhet

2 ar.

6.4 Sarskilda forvaringsanvisningar

Forvaras vid hogst 30°C. Tillslut forpackningen genom att ha skyddshylsan vél pasatt.
Fuktkénsligt.

6.5 Forpackningstyp och innehéll

Symbicort Turbuhaler dr en inandningsdriven flerdospulverinhalator. Inhalatorn ar vit med
rott vred och ar tillverkad av olika plastmaterial (PP, PC, HDPE, LDPE, LLDPE, PBT).

Varje forpackning innehaller 1, 2, 3, 10 eller 18 inhalator(er) som vardera innehaller 60 doser.
Alla forpackningsstorlekar marknadsfors ej i Sverige.

6.6 Sérskilda anvisningar for destruktion och 6vrig hantering

Inga sérskilda anvisningar.

7 INNEHAVARE AV GODKANNANDE FOR FORSALJNING

AstraZeneca AB
151 85 Sodertilje

8 NUMMER PA GODKANNANDE FOR FORSALJNING
17443
9 DATUM FOR FORSTA GODKANNANDE/FORNYAT GODKANNANDE

2001-12-28/2010-01-31

10 DATUM FOR OVERSYN AV PRODUKTRESUMEN
2012-02-24
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NAME OF THE MEDICINAL PRODUCT

Symbicort® Turbohaler®™ 100 micrograms/6 micrograms/inhalation, inhalation
powder.

QUALITATIVE AND QUANTITATIVE COMPOSITION

Each delivered dose (the dose that leaves the mouthpiece) contains: budesonide 80
micrograms/inhalation and formoterol fumarate dihydrate 4.5
micrograms/inhalation.

Each metered dose contains: budesonide 100 micrograms/inhalation and formoterol
fumarate dihydrate 6 micrograms/inhalation.

Excipient: lactose monohydrate 810 micrograms per dose.

For a full list of excipients, see section 6.1.

PHARMACEUTICAL FORM

Inhalation powder.

White powder.

CLINICAL PARTICULARS

Therapeutic indications

Symbicort Turbohaler is indicated in the regular treatment of asthma where use of a
combination (inhaled corticosteroid and long-acting 3, adrenoceptor agonist) is
appropriate:

- patients not adequately controlled with inhaled corticosteroids and “as needed”
inhaled short-acting 3, adrenoceptor agonists.

or

- patients already adequately controlled on both inhaled corticosteroids and long-
acting 3, adrenoceptor agonists.

Note: Symbicort Turbohaler (100 micrograms/6 micrograms/inhalation) is not
appropriate in patients with severe asthma.
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4.2

Posology and method of administration

Route of administration: For inhalation use

Symbicort Turbohaler is not intended for the initial management of asthma. The
dosage of the components of Symbicort is individual and should be adjusted to the
severity of the disease. This should be considered not only when treatment with
combination products is initiated but also when the maintenance dose is adjusted. If
an individual patient should require a combination of doses other than those
available in the combination inhaler, appropriate doses of B, adrenoceptor agonists
and/or corticosteroids by individual inhalers should be prescribed.

The dose should be titrated to the lowest dose at which effective control of
symptoms is maintained. Patients should be regularly reassessed by their
prescriber/health care provider so that the dosage of Symbicort remains optimal.
When long-term control of symptoms is maintained with the lowest recommended
dosage, then the next step could include a test of inhaled corticosteroid alone.

For Symbicort there are two treatment approaches:

A. Symbicort maintenance therapy: Symbicort is taken as regular maintenance
treatment with a separate rapid-acting bronchodilator as rescue.

B. Symbicort maintenance and reliever therapy: Symbicort is taken as regular
maintenance treatment and as needed in response to symptoms.

A. Symbicort maintenance therapy
Patients should be advised to have their separate rapid-acting bronchodilator
available for rescue use at all times.

Recommended doses:
Adults (18 years and older): 1-2 inhalations twice daily. Some patients may require
up to a maximum of 4 inhalations twice daily.

Adolescents (12 — 17 years): 1-2 inhalations twice daily.
Children (6 years and older): 2 inhalations twice daily.

In usual practice when control of symptoms is achieved with the twice daily
regimen, titration to the lowest effective dose could include Symbicort given once
daily, when in the opinion of the prescriber, a long-acting bronchodilator would be
required to maintain control.

Increasing use of a separate rapid acting bronchodilator indicates a worsening of the
underlying condition and warrants a reassessment of the asthma therapy.
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Children under 6 years: As only limited data are available, Symbicort is not
recommended for children younger than 6 years.

B. Symbicort maintenance and reliever therapy

Patients take a daily maintenance dose of Symbicort and in addition take Symbicort
as needed in response to symptoms._Patients should be advised to always have
Symbicort available for rescue use.

Symbicort maintenance and reliever therapy should especially be considered for
patients with :

¢ inadequate asthma control and in frequent need of reliever medication

e asthma exacerbations in the past requiring medical intervention

Close monitoring for dose-related adverse effects is needed in patients who
frequently take high numbers of Symbicort as-needed inhalations.

Recommended doses:

Adults (18 years and older): The recommended maintenance dose is 2 inhalations
per day, given either as one inhalation in the morning and evening or as 2
inhalations in either the morning or evening. Patients should take 1 additional
inhalation as needed in response to symptoms. If symptoms persist after a few
minutes, an additional inhalation should be taken. Not more than 6 inhalations
should be taken on any single occasion.

A total daily dose of more than 8 inhalations is not normally needed; however, a
total daily dose of up to 12 inhalations could be used for a limited period. Patients
using more than 8 inhalations daily should be strongly recommended to seek
medical advice. They should be reassessed and their maintenance therapy should be
reconsidered.

Children and adolescents under 18 years: Symbicort maintenance and reliever
therapy is not recommended for children and adolescents.

General information

Special patient groups:

There are no special dosing requirements for elderly patients. There are no data
available for use of Symbicort in patients with hepatic or renal impairment. As

budesonide and formoterol are primarily eliminated via hepatic metabolism, an
increased exposure can be expected in patients with severe liver cirrhosis.

Instructions for correct use of Turbohaler:
Turbohaler is inspiratory flow-driven, which means that when the patient inhales

through the mouthpiece, the substance will follow the inspired air into the airways.

Note: It is important to instruct the patient
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4.3

4.4

e to carefully read the instructions for use in the patient information leaflet which
is packed together with each inhaler

e to breathe in forcefully and deeply through the mouthpiece to ensure that an
optimal dose is delivered to the lungs

e never to breathe out through the mouthpiece

e to replace the cover of the Symbicort Turbohaler after use to rinse their mouth
out with water after inhaling the maintenance dose to minimise the risk of
oropharyngeal thrush. If oropharyngeal thrush occurs, patients should also rinse
their mouth with water after the as-needed inhalations.

The patient may not taste or feel any medication when using Symbicort Turbohaler
due to the small amount of drug dispensed.

Contraindications

Hypersensitivity (allergy) to budesonide, formoterol or lactose (which contains
small amounts of milk proteins).

Special warning and precautions for use

It is recommended that the dose is tapered when the treatment is discontinued and
should not be stopped abruptly.

If patients find the treatment ineffective, or exceed the highest recommended dose
of Symbicort, medical attention must be sought (see section 4.2). Sudden and
progressive deterioration in control of asthma is potentially life threatening and the
patient should undergo urgent medical assessment. In this situation consideration
should be given to the need for increased therapy with corticosteroids e.g. a course
of oral corticosteroids, or antibiotic treatment if an infection is present.

Patients should be advised to have their rescue inhaler available at all times, either
Symbicort (for patients using Symbicort as maintenance and reliever therapy) or a
separate rapid-acting bronchodilator (for patients using Symbicort as maintenance
therapy only).

Patients should be reminded to take their Symbicort maintenance dose as
prescribed, even when asymptomatic. The prophylactic use of Symbicort, e.g.
before exercise, has not been studied. The reliever inhalations of Symbicort should
be taken in response to asthma symptoms but are not intended for regular
prophylactic use, e.g. before exercise. For such use, a separate rapid-acting
bronchodilator should be considered.

Once asthma symptoms are controlled, consideration may be given to gradually
reducing the dose of Symbicort. Regular review of patients as treatment is stepped
down is important. The lowest effective dose of Symbicort should be used (see
section 4.2).
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Patients should not be initiated on Symbicort during an exacerbation, or if they have
significantly worsening or acutely deteriorating asthma.

Serious asthma-related adverse events and exacerabations may occur during
treatment with Symbicort. Patients should be asked to continue treatment but to
seek medical advice if asthma symptoms remain uncontrolled or worsen after
initiation of Symbicort.

As with other inhalation therapy, paradoxical bronchospasm may occur, with an
immediate increase in wheezing and shortness of breath after dosing. If the patient
experiences paradoxical bronchospasm Symbicort should be discontinued
immediately, the patient should be assessed and an alternative therapy instituted if
necessary. Paradoxical bronchospasm responds to a rapid-acting inhaled
bronchodilator and should be treated straightaway (see section 4.8).

Systemic effects may occur with any inhaled corticosteroid, particularly at high
doses prescribed for long periods. These effects are much less likely to occur with
inhalation treatment than with oral corticosteroids. Possible systemic effects include
Cushing’s syndrome, Cushingoid features, adrenal suppression, growth retardation
in children and adolescents, decrease in bone mineral density, cataract and
glaucoma, and more rarely, a range of psychological or behavioural effects
including psychomotor hyperactivity, sleep disorders, anxiety, depression or
aggression (particularly in children) (see section 4.8).

It is recommended that the height of children receiving prolonged treatment with
inhaled corticosteroids is regularly monitored. If growth is slowed, therapy should
be re-evaluated with the aim of reducing the dose of inhaled corticosteroid to the
lowest dose at which effective control of asthma is maintained, if possible. The
benefits of the corticosteroid therapy and the possible risks of growth suppression
must be carefully weighed. In addition consideration should be given to referring
the patient to a paediatric respiratory specialist.

Limited data from long-term studies suggest that most children and adolescents
treated with inhaled budesonide will ultimately achieve their adult target height.
However, an initial small but transient reduction in growth (approximately 1 cm)
has been observed. This generally occurs within the first year of treatment.

Long-term studies with inhaled budesonide in children at mean daily doses of

400 micrograms (metered dose) or in adults at daily doses of 800 micrograms
(metered dose) have not shown any significant effects on bone mineral density. No
information regarding the effect of Symbicort at higher doses is available.

If there is any reason to suppose that adrenal function is impaired from previous
systemic steroid therapy, care should be taken when transferring patients to
Symbicort therapy.
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The benefits of inhaled budesonide therapy would normally minimise the need for
oral steroids, but patients transferring from oral steroids may remain at risk of
impaired adrenal reserve for a considerable time. Recovery may take a considerable
amount of time after cessation of oral steroid therapy and hence oral steroid-
dependent patients transferred to inhaled budesonide may remain at risk from
impaired adrenal function for some considerable time. In such circumstances HPA
axis function should be monitored regularly.Prolonged treatment with high doses of
inhaled corticosteroids, particularly higher than recommended doses, may also
result in clinically significant adrenal suppression. Therefore additional systemic
corticosteroid cover should be considered during periods of stress such as severe
infections or elective surgery. Rapid reduction in the dose of steroids can induce
acute adrenal crisis. Symptoms and signs which might be seen in acute adrenal
crisis may be somewhat vague but may include anorexia, abdominal pain, weight
loss, tiredness, headache, nausea, vomiting, decreased level of consciousness,
seizures, hypotension and hypoglycaemia.

Treatment with supplementary systemic steroids or inhaled budesonide should not
be stopped abruptly.

During transfer from oral therapy to Symbicort Turbohaler, a generally lower
systemic steroid action will be experienced which may result in the appearance of
allergic or arthritic symptoms such as rhinitis, eczema and muscle and joint pain.
Specific treatment should be initiated for these conditions. A general insufficient
glucocorticosteroid effect should be suspected if, in rare cases, symptoms such as
tiredness, headache, nausea and vomiting should occur. In these cases a temporary
increase in the dose of oral glucocorticosteroids is sometimes necessary.

To minimise the risk of oropharyngeal candida infection, the patient should be
instructed to rinse their mouth out with water after inhaling the maintenance dose. If
oropharyngeal thrush occurs, patients should also rinse their mouth with water after
the as-needed inhalations.

Concomitant treatment with itraconazole, ritonavir or other potent CYP3A4
inhibitors should be avoided (see section 4.5). If this is not possible the time interval
between administration of the interacting drugs should be as long as possible. In
patients using potent CYP3A4 inhibitors, Symbicort maintenance and reliever
therapy is not recommended.

Symbicort should be administered with caution in patients with thyrotoxicosis,
phacochromocytoma, diabetes mellitus, untreated hypokalaemia, hypertrophic
obstructive cardiomyopathy, idiopathic subvalvular aortic stenosis, severe
hypertension, aneurysm or other severe cardiovascular disorders, such as ischaemic
heart disease, tachyarrhythmias or severe heart failure.

Caution should be observed when treating patients with prolongation of the QTc-
interval. Formoterol itself may induce prolongation of the QTc-interval.
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4.5

The need for, and dose of inhaled corticosteroids should be re-evaluated in patients
with active or quiescent pulmonary tuberculosis, fungal and viral infections in the
airways.

Potentially serious hypokalaemia may result from high doses of B, adrenoceptor
agonists. Concomitant treatment of 3, adrenoceptor agonists with drugs which can
induce hypokalaemia or potentiate a hypokalaemic effect, e.g. xanthine-derivatives,
steroids and diuretics, may add to a possible hypokalaemic effect of the
Bradrenoceptor agonist. Particular caution is recommended in unstable asthma with
variable use of rescue bronchodilators, in acute severe asthma as the associated risk
may be augmented by hypoxia and in other conditions when the likelihood for
hypokalaemia is increased. It is recommended that serum potassium levels are
monitored during these circumstances.

As for all Bradrenoceptor agonists, additional blood glucose controls should be
considered in diabetic patients.

Symbicort Turbohaler contains lactose monohydrate (<1 mg/inhalation). This
amount does not normally cause problems in lactose intolerant people. The
excipient lactose contains small amounts of milk proteins, which may cause allergic
reactions.

Interaction with other medicinal products and other forms of
interaction

Pharmacokinetic interactions

Potent inhibitors of CYP3A4 (eg, ketoconazole, itraconazole, voriconazole,
posaconazole, clarithromycin, telithromycin, nefazodone and HIV protease
inhibitors) are likely to markedly increase plasma levels of budesonide and
concomitant use should be avoided. If this is not possible the time interval between
administration of the inhibitor and budesonide should be as long as possible (section
4.4). In patients using potent CYP3 A4 inhibitors, Symbicort maintenance and
reliever therapy is not recommended.

The potent CYP3A4 inhibitor ketoconazole, 200 mg once daily, increased plasma
levels of concomitantly orally administered budesonide (single dose of 3 mg) on
average six-fold. When ketoconazole was administered 12 hours after budesonide
the concentration was on average increased only three-fold showing that separation
of the administration times can reduce the increase in plasma levels. Limited data
about this interaction for high-dose inhaled budesonide indicates that marked
increase in plasma levels (on average four fold) may occur if itraconazole, 200 mg
once daily, is administered concomitantly with inhaled budesonide (single dose of
1000 pg).

Pharmacodynamic interactions
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4.6

Beta-adrenergic blockers can weaken or inhibit the effect of formoterol. Symbicort
should therefore not be given together with beta-adrenergic blockers (including eye
drops) unless there are compelling reasons.

Concomitant treatment with quinidine, disopyramide, procainamide,
phenothiazines, antihistamines (terfenadine), monoamine oxidase inhibitors and
tricyclic antidepressants can prolong the QTc-interval and increase the risk of
ventricular arrhythmias.

In addition L-Dopa, L-thyroxine, oxytocin and alcohol can impair cardiac tolerance
towards [,-sympathomimetics.

Concomitant treatment with monoamine oxidase inhibitors including agents with
similar properties such as furazolidone and procarbazine may precipitate
hypertensive reactions.

There is an elevated risk of arrhythmias in patients receiving concomitant
anaesthesia with halogenated hydrocarbons.

Concomitant use of other beta-adrenergic drugs or anticholinergic drugs can have a
potentially additive bronchodilating effect.

Hypokalaemia may increase the disposition towards arrhythmias in patients who are
treated with digitalis glycosides.

Budesonide and formoterol have not been observed to interact with any other drugs
used in the treatment of asthma.

Pregnancy and lactation

For Symbicort or the concomitant treatment with formoterol and budesonide, no
clinical data on exposed pregnancies are available. Data from an embryo-fetal
development study in the rat, showed no evidence of any additional effect from the
combination.

There are no adequate data from use of formoterol in pregnant women. In animal
studies formoterol has caused adverse effects in reproduction studies at very high
systemic exposure levels (see section 5.3).

Data on approximately 2000 exposed pregnancies indicate no increased teratogenic
risk associated with the use of inhaled budesonide. In animal studies
glucocorticosteroids have been shown to induce malformations (see section 5.3).
This is not likely to be relevant for humans given recommended doses.

Animal studies have also identified an involvement of excess prenatal
glucocorticoids in increased risks for intrauterine growth retardation, adult
cardiovascular disease and permanent changes in glucocorticoid receptor density,
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4.7

4.8

neurotransmitter turnover and behaviour at exposures below the teratogenic dose
range.

During pregnancy, Symbicort should only be used when the benefits outweigh the
potential risks. The lowest effective dose of budesonide needed to maintain
adequate asthma control should be used.

Budesonide is excreted in breast milk. However, at therapeutic doses no effects on
the suckling child are anticipated. It is not known whether formoterol passes into
human breast milk. In rats, small amounts of formoterol have been detected in
maternal milk. Administration of Symbicort to women who are breastfeeding
should only be considered if the expected benefit to the mother is greater than any
possible risk to the child.

Effects on ability to drive and use machines

Symbicort has no or negligible influence on the ability to drive and use machines.

Undesirable effects

Since Symbicort Turbohaler contains both budesonide and formoterol, the same
pattern of undesirable effects as reported for these substances may occur. No
increased incidence of adverse reactions has been seen following concurrent
administration of the two compounds. The most common drug related adverse
reactions are pharmacologically predictable side-effects of B, adrenoceptor agonist
therapy, such as tremor and palpitations. These tend to be mild and usually
disappear within a few days of treatment.

Adverse reactions, which have been associated with budesonide or formoterol, are
given below, listed by system organ class and frequency. Frequencies are defined
as: very common (= 1/10), common (= 1/100 to < 1/10), uncommon (> 1/1000 to <
1/100), rare (= 1/10 000 to < 1/1000) and very rare (< 1/10 000).

Table 1

SOC

Frequency Adverse Drug reaction

Infections and Common Candida infections in the oropharynx

infestations

Immune system Rare Immediate and delayed hypersensitivity

disorders

reactions, e.g. exanthema, urticaria, pruritus,
dermatitis, angioedema and anaphylactic
reaction

Endocrine disorders Very rare Cushing’s syndrome, adrenal suppression,

growth retardation, decrease in bone mineral
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density
Metabolism and nutrition | Rare Hypokalaemia
disorders
Very rare Hyperglycaemia
Psychiatric disorders Uncommon Aggression, psychomotor hyperactivity,
anxiety, sleep disorders
Very rare Depression, behavioural changes
(predominantly in children)
Nervous system Common Headache, tremor
disorders
Uncommon Dizziness
Very rare Taste disturbances
Eye disorders Very rare Cataract and glaucoma
Cardiac disorders Common Palpitations
Uncommon Tachycardia
Rare Cardiac arrhythmias, e.g. atrial fibrillation,
supraventricular tachycardia, extrasystoles
Very rare Angina pectoris. Prolongation of QTc-interval
Vascular disorders Very rare Variations in blood pressure
Respiratory, thoracic and | Common Mild irritation in the throat, coughing,
mediastinal disorders hoarseness
Rare Bronchospasm
Gastrointestinal Uncommon Nausea
disorders
Skin and subcutaneous Uncommon Bruises
tissue disorders
Musculoskeletal and Uncommon Muscle cramps

connective tissue
disorders
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Candida infection in the oropharynx is due to drug deposition. Advising the patient
to rinse the mouth out with water after each dose will minimise the risk.
Oropharyngeal Candida infection usually responds to topical anti-fungal treatment
without the need to discontinue the inhaled corticosteroid.

As with other inhalation therapy, paradoxical bronchospasm may occur very rarely,
affecting less than 1 in 10,000 people, with an immediate increase in wheezing and
shortness of breath after dosing. Paradoxical bronchospasm responds to a rapid-
acting inhaled bronchodilator and should be treated straightaway. Symbicort should
be discontinued immediately, the patient should be assessed and an alternative
therapy instituted if necessary (see section 4.4).

Systemic effects of inhaled corticosteroids may occur, particularly at high doses
prescribed for prolonged periods. These effects are much less likely to occur than
with oral corticosteroids. Possible systemic effects include Cushing’s Syndrome,
Cushingoid features, adrenal suppression, growth retardation in children and
adolescents, decrease in bone mineral density, cataract and glaucoma. Increased
susceptibility to infections and impairment of the ability to adapt to stress may also
occur. Effects are probably dependent on dose, exposure time, concomitant and
previous steroid exposure and individual sensitivity.

Treatment with 3, adrenoceptor agonists may result in an increase in blood levels of
insulin, free fatty acids, glycerol and ketone bodies.

Overdose

An overdose of formoterol would likely lead to effects that are typical for B,
adrenoceptor agonists: tremor, headache, palpitations. Symptoms reported from
isolated cases are tachycardia, hyperglycaemia, hypokalaemia, prolonged QTc-
interval, arrhythmia, nausea and vomiting. Supportive and symptomatic treatment
may be indicated. A dose of 90 micrograms administered during three hours in
patients with acute bronchial obstruction raised no safety concerns.

Acute overdosage with budesonide, even in excessive doses, is not expected to be a
clinical problem. When used chronically in excessive doses, systemic
glucocorticosteroid effects, such as hypercorticism and adrenal suppression, may
appear.

If Symbicort therapy has to be withdrawn due to overdose of the formoterol
component of the drug, provision of appropriate inhaled corticosteroid therapy must
be considered.
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S. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Adrenergics and other drugs for obstructive airway
diseases.

ATC-code: RO3AKO07

Mechanisms of action and pharmacodynamic effects

Symbicort contains formoterol and budesonide, which have different modes of
action and show additive effects in terms of reduction of asthma exacerbations. The
specific properties of budesonide and formoterol allow the combination to be used
either as maintenance and reliever therapy, or as maintenance treatment of asthma.

Budesonide

Budesonide is a glucocorticosteroid which when inhaled has a dose-dependent anti-
inflammatory action in the airways, resulting in reduced symptoms and fewer
asthma exacerbations. Inhaled budesonide has less severe adverse effects than
systemic corticosteroids. The exact mechanism responsible for the anti-
inflammatory effect of glucocorticosteroids is unknown.

Formoterol

Formoterol is a selective ,adrenoceptor agonist that when inhaled results in rapid
and long-acting relaxation of bronchial smooth muscle in patients with reversible
airways obstruction. The bronchodilating effect is dose-dependent, with an onset of
effect within 1-3 minutes. The duration of effect is at least 12 hours after a single
dose.

Budesonide/Formoterol

Clinical efficacy for budesonide/formoterol maintenance therapy
Clinical studies in adults have shown that the addition of formoterol to budesonide
improved asthma symptoms and lung function, and reduced exacerbations.

In two 12-week studies the effect on lung function of budesonide/formoterol was
equal to that of the free combination of budesonide and formoterol, and exceeded
that of budesonide alone. All treatment arms used a short-acting ,adrenoceptor
agonist as needed. There was no sign of attenuation of the anti-asthmatic effect over
time.

In a 12-week paediatric study, 85 children aged 6-11 years were treated with a
maintenance dose of budesonide/formoterol (2 inhalations of 80 micrograms/4.5
micrograms/inhalation twice daily), and a short-acting B, adrenoceptor agonist as
needed. Lung function was improved, and the treatment was well tolerated
compared to the corresponding dose of budesonide Turbohaler.
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Clinical efficacy for budesonide/formoterol maintenance and reliever therapy
A total of 12076 asthma patients were included in 5 double-blind efficacy and
safety studies (4447 were randomised to budesonide/formoterol maintenance and
reliever therapy) for 6 or 12 months. Patients were required to be symptomatic
despite use of inhaled glucocorticosteroids.

Budesonide/formoterol maintenance and reliever therapy provided statistically
significant and clinically meaningful reductions in severe exacerbations for all
comparisons in all 5 studies. This included a comparison with
budesonide/formoterol at a higher maintenance dose with terbutaline as reliever
(study 735) and budesonide/formoterol at the same maintenance dose with either
formoterol or terbutaline as reliever (study 734) (Table 2). In Study 735, lung
function, symptom control, and reliever use were similar in all treatment groups. In
Study 734, symptoms and reliever use were reduced and lung function improved,
compared with both comparator treatments. In the 5 studies combined, patients
receiving budesonide/formoterol maintenance and reliever therapy used, on
average, no reliever inhalations on 57% of treatment days. There was no sign of
development of tolerance over time.

Table 2 Overview of severe exacerbations in clinical studies

Study No. | Treatment groups n Severe exacerbations®
Duration Events Events/
patient-year

Study 735 | Budesonide/formoterol 160/4.5 pg bd + as needed 1103 125 0.23°

6 months | 1 desonide/formoterol 320/9 g bd + terbutaline 0.4 mg as needed | 1099 | 173 0.32
Salmeterol/fluticasone 2 x 25/125 pg bd + terbutaline 0.4 mg as 1119 208 0.38
needed

Study 734 | Budesonide/formoterol 160/4.5 pg bd + as needed 1107 194 0.19°

12 months | . tesonide/formoterol 160/4.5 g bd + formoterol 4.5 g as needed | 1137 | 296 0.29
Budesonide/formoterol 160/4.5 pg bd + terbutaline 0.4 mg as needed | 1138 377 0.37

Hospitalisation/emergency room treatment or treatment with oral steroids
Reduction in exacerbation rate is statistically significant (P value <0.01) for both comparisons

In 2 other studies with patients seeking medical attention due to acute asthma
symptoms, budesonide/formoterol provided rapid and effective relief of
bronchoconstriction similar to salbutamol and formoterol.

5.2 Pharmacokinetic properties

Absorption

The fixed-dose combination of budesonide and formoterol, and the corresponding
monoproducts have been shown to be bioequivalent with regard to systemic
exposure of budesonide and formoterol, respectively. In spite of this, a small
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increase in cortisol suppression was seen after administration of the fixed-dose
combination compared to the monoproducts. The difference is considered not to
have an impact on clinical safety.

There was no evidence of pharmacokinetic interactions between budesonide and
formoterol.

Pharmacokinetic parameters for the respective substances were comparable after the
administration of budesonide and formoterol as monoproducts or as the fixed-dose
combination. For budesonide, AUC was slightly higher, rate of absorption more
rapid and maximal plasma concentration higher after administration of the fixed
combination. For formoterol, maximal plasma concentration was similar after
administration of the fixed combination. Inhaled budesonide is rapidly absorbed and
the maximum plasma concentration is reached within 30 minutes after inhalation. In
studies, mean lung deposition of budesonide after inhalation via the powder inhaler
ranged from 32% to 44% of the delivered dose. The systemic bioavailability is
approximately 49% of the delivered dose. In children 6-16 years of age the lung
deposition falls in the same range as in adults for the same given dose. The resulting
plasma concentrations were not determined.

Inhaled formoterol is rapidly absorbed and the maximum plasma concentration is
reached within 10 minutes after inhalation. In studies the mean lung deposition of
formoterol after inhalation via the powder inhaler ranged from 28% to 49% of the
delivered dose. The systemic bioavailability is about 61% of the delivered dose.

Distribution and metabolism

Plasma protein binding is approximately 50% for formoterol and 90% for
budesonide. Volume of distribution is about 4 I/kg for formoterol and

3 I/kg for budesonide. Formoterol is inactivated via conjugation reactions (active O-
demethylated and deformylated metabolites are formed, but they are seen mainly as
inactivated conjugates). Budesonide undergoes an extensive degree (approximately
90%) of biotransformation on first passage through the liver to metabolites of low
glucocorticosteroid activity. The glucocorticosteroid activity of the major
metabolites, 6-beta-hydroxy-budesonide and 16-alfa-hydroxy-prednisolone, is less
than 1% of that of budesonide. There are no indications of any metabolic
interactions or any displacement reactions between formoterol and budesonide.

Elimination

The major part of a dose of formoterol is transformed by liver metabolism followed
by renal elimination. After inhalation, 8% to 13% of the delivered dose of
formoterol is excreted unmetabolised in the urine. Formoterol has a high systemic
clearance (approximately 1.4 1/min) and the terminal elimination half-life averages
17 hours.

Budesonide is eliminated via metabolism mainly catalysed by the enzyme CYP3A4.

The metabolites of budesonide are eliminated in urine as such or in conjugated
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5.3

6.2

6.3

6.4

6.5

form. Only negligible amounts of unchanged budesonide have been detected in the
urine. Budesonide has a high systemic clearance (approximately 1.2 1/min) and the
plasma elimination half-life after i.v. dosing averages 4 hours.

The pharmacokinetics of formoterol in children have not been studied. The
pharmacokinetics of budesonide and formoterol in patients with renal failure are
unknown. The exposure of budesonide and formoterol may be increased in patients
with liver disease.

Preclinical safety data

The toxicity observed in animal studies with budesonide and formoterol, given in
combination or separately, were effects associated with exaggerated
pharmacological activity.

In animal reproduction studies, corticosteroids such as budesonide have been shown
to induce malformations (cleft palate, skeletal malformations). However, these
animal experimental results do not seem to be relevant in humans at the
recommended doses. Animal reproduction studies with formoterol have shown a
somewhat reduced fertility in male rats at high systemic exposure and implantation
losses as well as decreased early postnatal survival and birth weight at considerably
higher systemic exposures than those reached during clinical use. However, these
animal experimental results do not seem to be relevant in humans.

PHARMACEUTICAL PARTICULARS

List of excipients

Lactose monohydrate (which contains milk proteins).

Incompatibilities

Not applicable.
Shelf-life

2 years.

Special precautions for storage

Do not store above 30°C. Keep the container tightly closed, in order to protect from
moisture.

Nature and contents of container

Symbicort Turbohaler is an inspiratory flow-driven, multidose powder inhaler. The
inhaler is white with a red turning grip. The inhaler is made of different plastic
materials (PP, PC, HDPE, LDPE, LLDPE, PBT). In each secondary package there
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are 1, 2, 3, 10 or 18 inhaler(s) containing 60 (or 120) doses. Not all pack-sizes may
be marketed.

6.6 Instructions for use, handling and disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER
AstraZeneca UK Limited,
600 Capability Green,
Luton, LU1 3LU, UK.

8. MARKETING AUTHORISATION NUMBER(S)

PL 17901/0091

9. DATE OF FIRST AUTHORISATION/RENEWAL OF
AUTHORISATION

Date of first authorisation: 15" May 2001

Date of last renewal: 19™ February 2010

10. DATE OF REVISION OF THE TEXT

1" November 2011
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NAME OF THE MEDICINAL PRODUCT

Symbicort® Turbohaler® 200 micrograms/6 micrograms/inhalation, inhalation
powder.

QUALITATIVE AND QUANTITATIVE COMPOSITION

Each delivered dose (the dose that leaves the mouthpiece) contains: budesonide 160
micrograms/inhalation and formoterol fumarate dihydrate 4.5
micrograms/inhalation.

Each metered dose contains: budesonide 200 micrograms/inhalation and formoterol
fumarate dihydrate 6 micrograms/inhalation.

Excipient: lactose monohydrate 730 micrograms per dose.

For a full list of excipients, see section 6.1.

PHARMACEUTICAL FORM

Inhalation powder.

White powder.

CLINICAL PARTICULARS

Therapeutic indications

Asthma

Symbicort Turbohaler is indicated in the regular treatment of asthma where use of a
combination (inhaled corticosteroid and long-acting 3, adrenoceptor agonist) is
appropriate:

- patients not adequately controlled with inhaled corticosteroids and “as needed”
inhaled short-acting 3, adrenoceptor agonists.

or

- patients already adequately controlled on both inhaled corticosteroids and
long-acting [, adrenoceptor agonists.

COPD
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4.2

Symptomatic treatment of patients with severe COPD (FEV, < 50% predicted
normal) and a history of repeated exacerbations, who have significant symptoms
despite regular therapy with long-acting bronchodilators.

Posology and method of administration

Route of administration: For inhalation use.

Asthma

Symbicort Turbohaler is not intended for the initial management of asthma. The
dosage of the components of Symbicort is individual and should be adjusted to the
severity of the disease. This should be considered not only when treatment with
combination products is initiated but also when the maintenance dose is adjusted. If
an individual patient should require a combination of doses other than those
available in the combination inhaler, appropriate doses of B, adrenoceptor agonists
and/or corticosteroids by individual inhalers should be prescribed.

The dose should be titrated to the lowest dose at which effective control of
symptoms is maintained. Patients should be regularly reassessed by their
prescriber/health care provider so that the dosage of Symbicort remains optimal.
When long-term control of symptoms is maintained with the lowest recommended
dosage, then the next step could include a test of inhaled corticosteroid alone.

For Symbicort there are two treatment approaches:

A. Symbicort maintenance therapy: Symbicort is taken as regular maintenance
treatment with a separate rapid-acting bronchodilator as rescue.

B. Symbicort maintenance and reliever therapy: Symbicort is taken as regular
maintenance treatment and as needed in response to symptoms.

A. Symbicort maintenance therapy
Patients should be advised to have their separate rapid-acting bronchodilator
available for rescue use at all times.

Recommended doses:
Adults (18 years and older): 1-2 inhalation twice daily. Some patients may require
up to a maximum of 4 inhalations twice daily.

Adolescents (12 — 17 years): 1-2 inhalations twice daily.

In usual practice when control of symptoms is achieved with the twice daily
regimen, titration to the lowest effective dose could include Symbicort given once
daily, when in the opinion of the prescriber, a long-acting bronchodilator would be
required to maintain control.
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Increasing use of a separate rapid-acting bronchodilator indicates a worsening of the
underlying condition and warrants a reassessment of the asthma therapy.

Children (6 years and older): A lower strength is available for children 6-11 years.

Children under 6 years: As only limited data are available, Symbicort is not
recommended for children younger than 6 years.

B. Symbicort maintenance and reliever therapy

Patients take a daily maintenance dose of Symbicort and in addition take Symbicort
as needed in response to symptoms. Patients should be advised to always have
Symbicort available for rescue use.

Symbicort maintenance and reliever therapy should especially be considered for
patients with :

¢ inadequate asthma control and in frequent need of reliever medication

e asthma exacerbations in the past requiring medical intervention

Close monitoring for dose-related adverse effects is needed in patients who
frequently take high numbers of Symbicort as-needed inhalations.

Recommended doses:

Adults (18 years and older): The recommended maintenance dose is 2 inhalations
per day, given either as one inhalation in the morning and evening or as 2
inhalations in either the morning or evening. For some patients a maintenance dose
of 2 inhalations twice daily may be appropriate. Patients should take 1 additional
inhalation as needed in response to symptoms. If symptoms persist after a few
minutes, an additional inhalation should be taken. Not more than 6 inhalations
should be taken on any single occasion.

A total daily dose of more than 8 inhalations is not normally needed; however, a
total daily dose of up to 12 inhalations could be used for a limited period. Patients
using more than 8 inhalations daily should be strongly recommended to seek
medical advice. They should be reassessed and their maintenance therapy should be
reconsidered.

Children and adolescents under 18 years: Symbicort maintenance and reliever
therapy is not recommended for children and adolescents.

COPD
Recommended doses:
Adults: 2 inhalations twice daily

General information
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4.3

4.4

Special patient groups:

There are no special dosing requirements for elderly patients. There are no data
available for use of Symbicort in patients with hepatic or renal impairment. As

budesonide and formoterol are primarily eliminated via hepatic metabolism, an
increased exposure can be expected in patients with severe liver cirrhosis.

Instructions for correct use of Turbohaler:
Turbohaler is inspiratory flow-driven, which means that when the patient inhales
through the mouthpiece, the substance will follow the inspired air into the airways.

Note: It is important to instruct the patient

e to carefully read the instructions for use in the patient information leaflet which
is packed together with each inhaler

e to breathe in forcefully and deeply through the mouthpiece to ensure that an
optimal dose is delivered to the lungs

e never to breathe out through the mouthpiece

e to replace the cover of the Symbicort Turbohaler after use

e to rinse their mouth out with water after inhaling the maintenance dose to
minimise the risk of oropharyngeal thrush. If oropharyngeal thrush occurs,
patients should also rinse their mouth with water after the as-needed inhalations.

The patient may not taste or feel any medication when using Symbicort Turbohaler
due to the small amount of drug dispensed.

Contraindications

Hypersensitivity (allergy) to budesonide, formoterol or lactose (which contains
small amounts of milk proteins).

Special warning and precautions for use

It is recommended that the dose is tapered when the treatment is discontinued and
should not be stopped abruptly.

If patients find the treatment ineffective, or exceed the highest recommended dose
of Symbicort, medical attention must be sought (see section 4.2). Sudden and
progressive deterioration in control of asthma or COPD is potentially life
threatening and the patient should undergo urgent medical assessment. In this
situation, consideration should be given to the need for increased therapy with
corticosteroids e.g. a course of oral corticosteroids, or antibiotic treatment if an
infection is present.

Patients should be advised to have their rescue inhaler available at all times, either
Symbicort (for asthma patients using Symbicort as maintenance and reliever
therapy) or a separate rapid-acting bronchodilator (for all patients using Symbicort
as maintenance therapy only).
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Patients should be reminded to take their Symbicort maintenance dose as
prescribed, even when asymptomatic. The prophylactic use of Symbicort, e.g.
before exercise, has not been studied. The reliever inhalations of Symbicort should
be taken in response to symptoms but are not intended for regular prophylactic use,
e.g. before exercise. For such use, a separate rapid-acting bronchodilator should be
considered.

Once asthma symptoms are controlled, consideration may be given to gradually
reducing the dose of Symbicort. Regular review of patients as treatment is stepped
down is important. The lowest effective dose of Symbicort should be used (see
section 4.2).

Patients should not be initiated on Symbicort during an exacerbation, or if they have
significantly worsening or acutely deteriorating asthma.

Serious asthma-related adverse events and exacerbations may occur during
treatment with Symbicort. Patients should be asked to continue treatment but to
seek medical advice if asthma symptoms remain uncontrolled or worsen after
initiation with Symbicort.

As with other inhalation therapy, paradoxical bronchospasm may occur, with an
immediate increase in wheezing and shortness of breath, after dosing. If the patient
experiences paradoxical bronchospasm Symbicort should be discontinued
immediately, the patient should be assessed and an alternative therapy instituted, if
necessary. Paradoxical bronchospasm responds to a rapid-acting inhaled
bronchodilator and should be treated straightaway (see section 4.8).

Systemic effects may occur with any inhaled corticosteroid, particularly at high
doses prescribed for long periods. These effects are much less likely to occur with
inhalation treatment than with oral corticosteroids. Possible systemic effects include
Cushing’s syndrome, Cushingoid features, adrenal suppression, growth retardation
in children and adolescents, decrease in bone mineral density, cataract and
glaucoma, and more rarely, a range of psychological or behavioural effects
including psychomotor hyperactivity, sleep disorders, anxiety, depression or
aggression (particularly in children) (see section 4.8).

It is recommended that the height of children receiving prolonged treatment with
inhaled corticosteroids is regularly monitored. If growth is slowed, therapy should
be re-evaluated with the aim of reducing the dose of inhaled corticosteroid to the
lowest dose at which effective control of asthma is maintained, if possible. The
benefits of the corticosteroid therapy and the possible risks of growth suppression
must be carefully weighed. In addition consideration should be given to referring
the patient to a paediatric respiratory specialist.

Limited data from long-term studies suggest that most children and adolescents
treated with inhaled budesonide will ultimately achieve their adult target height.
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However, an initial small but transient reduction in growth (approximately 1 cm)
has been observed. This generally occurs within the first year of treatment.

Potential effects on bone density should be considered particularly in patients on
high doses for prolonged periods that have co-existing risk factors for osteoporosis.
Long-term studies with inhaled budesonide in children at mean daily doses of 400
micrograms (metered dose) or in adults at daily doses of 800 micrograms (metered
dose) have not shown any significant effects on bone mineral density. No
information regarding the effect of Symbicort at higher doses is available.

If there is any reason to suppose that adrenal function is impaired from previous
systemic steroid therapy, care should be taken when transferring patients to
Symbicort therapy.

The benefits of inhaled budesonide therapy would normally minimise the need for
oral steroids, but patients transferring from oral steroids may remain at risk of
impaired adrenal reserve for a considerable time. Recovery may take a considerable
amount of time after cessation of oral steroid therapy and hence oral
steroid-dependent patients transferred to inhaled budesonide may remain at risk
from impaired adrenal function for some considerable time. In such circumstances
HPA axis function should be monitored regularly.

The prolonged treatment with high doses of inhaled corticosteroids, particularly
higher than recommended doses, may also result in clinically significant adrenal
suppression. Therefore additional systemic corticosteroid cover should be
considered during periods of stress such as severe infections or elective surgery.
Rapid reduction in the dose of steroids can induce acute adrenal crisis. Symptoms
and signs which might be seen in acute adrenal crisis may be somewhat vague but
may include anorexia, abdominal pain, weight loss, tiredness, headache, nausea,
vomiting, decreased level of consciousness, seizures, hypotension and
hypoglycaemia.

Treatment with supplementary systemic steroids or inhaled budesonide should not
be stopped abruptly.

During transfer from oral therapy to Symbicort, a generally lower systemic steroid
action will be experienced which may result in the appearance of allergic or arthritic
symptoms such as rhinitis, eczema and muscle and joint pain. Specific treatment
should be initiated for these conditions. A general insufficient glucocorticosteroid
effect should be suspected if, in rare cases, symptoms such as tiredness, headache,
nausea and vomiting should occur. In these cases a temporary increase in the dose
of oral glucocorticosteroids is sometimes necessary.

To minimise the risk of oropharyngeal candida infection, the patient should be
instructed to rinse their mouth out with water after inhaling the maintenance dose. If
oropharyngeal thrush occurs, patients should also rinse their mouth with water after
the as-needed inhalations.
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4.5

Concomitant treatment with itraconazole, ritonavir or other potent CYP3A4
inhibitors should be avoided (see section 4.5). If this is not possible the time interval
between administration of the interacting drugs should be as long as possible. In
patients using potent CYP3A4 inhibitors, Symbicort maintenance and reliever
therapy is not recommended.

Symbicort should be administered with caution in patients with thyrotoxicosis,
phaeochromocytoma, diabetes mellitus, untreated hypokalaemia, hypertrophic
obstructive cardiomyopathy, idiopathic subvalvular aortic stenosis, severe
hypertension, aneurysm or other severe cardiovascular disorders, such as ischaemic
heart disease, tachyarrhythmias or severe heart failure.

Caution should be observed when treating patients with prolongation of the QTc-
interval. Formoterol itself may induce prolongation of the QTc-interval.

The need for, and dose of inhaled corticosteroids should be re-evaluated in patients
with active or quiescent pulmonary tuberculosis, fungal and viral infections in the
airways.

Potentially serious hypokalaemia may result from high doses of ,-adrenoceptor
agonists. Concomitant treatment of 3, adrenoceptor agonists with drugs which can
induce hypokalaemia or potentiate a hypokalaemic effect, e.g. xanthine-derivatives,
steroids and diuretics, may add to a possible hypokalaemic effect of the 3,
adrenoceptor agonist. Particular caution is recommended in unstable asthma with
variable use of rescue bronchodilators, in acute severe asthma as the associated risk
may be augmented by hypoxia and in other conditions when the likelihood for
hypokalaemia is increased. It is recommended that serum potassium levels are
monitored during these circumstances.

As for all B, adrenoceptor agonists, additional blood glucose controls should be
considered in diabetic patients.

Symbicort Turbohaler contains lactose monohydrate (< 1 mg/inhalation). This
amount does not normally cause problems in lactose intolerant people. The
excipient lactose contains small amounts of milk proteins, which may cause allergic
reactions.

Interaction with other medicinal products and other forms of
interaction

Pharmacokinetic interactions

Potent inhibitors of CYP3A4 (eg, ketoconazole, itraconazole, voriconazole,
posaconazole, clarithromycin, telithromycin, nefazodone and HIV protease
inhibitors) are likely to markedly increase plasma levels of budesonide and
concomitant use should be avoided. If this is not possible the time interval between
administration of the inhibitor and budesonide should be as long as possible (section
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4.6

4.4). In patients using potent CYP3A4 inhibitors, Symbicort maintenance and
reliever therapy is not recommended.

The potent CYP3 A4 inhibitor ketoconazole, 200 mg once daily, increased plasma
levels of concomitantly orally administered budesonide (single dose of 3 mg) on
average six-fold. When ketoconazole was administered 12 hours after budesonide
the concentration was on average increased only three-fold showing that separation
of the administration times can reduce the increase in plasma levels. Limited data
about this interaction for high-dose inhaled budesonide indicates that marked
increase in plasma levels (on average four fold) may occur if itraconazole, 200 mg
once daily, is administered concomitantly with inhaled budesonide (single dose of
1000 pg).

Pharmacodynamic interactions

Beta-adrenergic blockers can weaken or inhibit the effect of formoterol. Symbicort
should therefore not be given together with beta-adrenergic blockers (including eye
drops) unless there are compelling reasons.

Concomitant treatment with quinidine, disopyramide, procainamide,
phenothiazines, antihistamines (terfenadine), monoamine oxidase inhibitors and
tricyclic antidepressants can prolong the QTc-interval and increase the risk of
ventricular arrhythmias.

In addition L-Dopa, L-thyroxine, oxytocin and alcohol can impair cardiac tolerance
towards B,-sympathomimetics.

Concomitant treatment with monoamine oxidase inhibitors, including agents with
similar properties such as furazolidone and procarbazine, may precipitate
hypertensive reactions.

There is an elevated risk of arrhythmias in patients receiving concomitant
anaesthesia with halogenated hydrocarbons.

Concomitant use of other beta-adrenergic drugs or anticholinergic drugs can have a
potentially additive bronchodilating effect.

Hypokalaemia may increase the disposition towards arrhythmias in patients who are
treated with digitalis glycosides.

Budesonide and formoterol have not been observed to interact with any other drugs
used in the treatment of asthma.
Pregnancy and lactation

For Symbicort or the concomitant treatment with formoterol and budesonide, no
clinical data on exposed pregnancies are available. Data from an embryo-fetal
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4.7

4.8

development study in the rat, showed no evidence of any additional effect from the
combination.

There are no adequate data from use of formoterol in pregnant women. In animal
studies formoterol has caused adverse effects in reproduction studies at very high
systemic exposure levels (see section 5.3).

Data on approximately 2000 exposed pregnancies indicate no increased teratogenic
risk associated with the use of inhaled budesonide. In animal studies
glucocorticosteroids have been shown to induce malformations (see section 5.3).
This is not likely to be relevant for humans given recommended doses.

Animal studies have also identified an involvement of excess prenatal
glucocorticoids in increased risks for intrauterine growth retardation, adult
cardiovascular disease and permanent changes in glucocorticoid receptor density,
neurotransmitter turnover and behaviour at exposures below the teratogenic dose
range.

During pregnancy, Symbicort should only be used when the benefits outweigh the
potential risks. The lowest effective dose of budesonide needed to maintain
adequate asthma control should be used.

Budesonide is excreted in breast milk. However, at therapeutic doses no effects on
the suckling child are anticipated. It is not known whether formoterol passes into
human breast milk. In rats, small amounts of formoterol have been detected in
maternal milk. Administration of Symbicort to women who are breastfeeding
should only be considered if the expected benefit to the mother is greater than any
possible risk to the child.

Effects on ability to drive and use machines

Symbicort has no or negligible influence on the ability to drive and use machines.

Undesirable effects

Since Symbicort contains both budesonide and formoterol, the same pattern of
undesirable effects as reported for these substances may occur. No increased
incidence of adverse reactions has been seen following concurrent administration of
the two compounds. The most common drug related adverse reactions are
pharmacologically predictable side-effects of B, adrenoceptor agonist therapy, such
as tremor and palpitations. These tend to be mild and usually disappear within a few
days of treatment. In a 3-year clinical trial with budesonide in COPD, skin bruises
and pneumonia occurred at a frequencies of 10% and 6%, respectively, compared
with 4% and 3% in the placebo group (p<0.001 and p<0.01, respectively).

Adverse reactions, which have been associated with budesonide or formoterol, are
given below, listed by system organ class and frequency. Frequency are defined as:
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very common (=1/10), common (=1/100 to <1/10), uncommon (=1/1000 to <1/100),
rare (=1/10 000 to <1/1000) and very rare (<1/10 000).

Table 1
SOC Frequency Adverse Drug reaction
Infections and Common Candida infections in the oropharynx
infestations
Immune system Rare Immediate and delayed hypersensitivity
disorders reactions, e.g. exanthema, urticaria, pruritus,
dermatitis, angioedema and anaphylactic
reaction
Endocrine disorders Very rare Cushing’s syndrome, adrenal suppression,
growth retardation, decrease in bone mineral
density
Metabolism and nutrition | Rare Hypokalaemia
disorders
Very rare Hyperglycaemia
Psychiatric disorders Uncommon Aggression, psychomotor hyperactivity,
anxiety, sleep disorders
Very rare Depression, behavioural changes
(predominantly in children)
Nervous system Common Headache, tremor
disorders
Uncommon Dizziness
Very rare Taste disturbances
Eye disorders Very rare Cataract and glaucoma
Cardiac disorders Common Palpitations
Uncommon Tachycardia
Rare Cardiac arrhythmias, e.g. atrial fibrillation,
supraventricular tachycardia, extrasystoles
Very rare Angina pectoris. Prolongation of QTc-interval
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Vascular disorders Very rare Variations in blood pressure
Respiratory, thoracic and | Common Mild irritation in the throat, coughing,
mediastinal disorders hoarseness
Rare Bronchospasm
Gastrointestinal Uncommon Nausea
disorders
Skin and subcutaneous Uncommon Bruises
tissue disorders
Musculoskeletal and Uncommon Muscle cramps
connective tissue
disorders

4.9

Candida infection in the oropharynx is due to drug deposition. Advising the patient
to rinse the mouth out with water after each dose will minimise the risk.
Oropharyngeal Candida infection usually responds to topical anti-fungal treatment
without the need to discontinue the inhaled corticosteroid.

As with other inhalation therapy, paradoxical bronchospasm may occur very rarely,
affecting less than 1 in 10,000 people, with an immediate increase in wheezing and
shortness of breath after dosing. Paradoxical bronchospasm responds to a rapid-
acting inhaled bronchodilator and should be treated straightaway. Symbicort should
be discontinued immediately, the patient should be assessed and an alternative
therapy instituted if necessary (see section 4.4).

Systemic effects of inhaled corticosteroids may occur, particularly at high doses
prescribed for prolonged periods. These effects are much less likely to occur than
with oral corticosteroids. Possible systemic effects include Cushing’s Syndrome,
Cushingoid features, adrenal suppression, growth retardation in children and
adolescents, decrease in bone mineral density, cataract and glaucoma. Increased
susceptibility to infections and impairment of the ability to adapt to stress may also
occur. Effects are probably dependent on dose, exposure time, concomitant and
previous steroid exposure and individual sensitivity.

Treatment with 3, adrenoceptor agonists may result in an increase in blood levels of
insulin, free fatty acids, glycerol and ketone bodies.
Overdose

An overdose of formoterol would likely lead to effects that are typical for 3,
adrenoceptor agonists: tremor, headache, palpitations. Symptoms reported from

UK SmPC Symbicort 200-6 RSP 11 0160 (based on RSP 11 0101) 24/10/11 CMD

100




Summary of Product Characteristics

isolated cases are tachycardia, hyperglycaemia, hypokalaemia, prolonged QTc-
interval, arrhythmia, nausea and vomiting. Supportive and symptomatic treatment
may be indicated. A dose of 90 micrograms administered during three hours in
patients with acute bronchial obstruction raised no safety concerns.

Acute overdosage with budesonide, even in excessive doses, is not expected to be a
clinical problem. When used chronically in excessive doses, systemic
glucocorticosteroid effects, such as hypercorticism and adrenal suppression, may
appear.

If Symbicort therapy has to be withdrawn due to overdose of the formoterol
component of the drug, provision of appropriate inhaled corticosteroid therapy must
be considered.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Adrenergics and other drugs for obstructive airway
diseases.

ATC-code: RO3AKO07

Mechanisms of action and pharmacodynamic effects

Symbicort contains formoterol and budesonide, which have different modes of
action and show additive effects in terms of reduction of asthma exacerbations. The
specific properties of budesonide and formoterol allow the combination to be used
either as maintenance and reliever therapy or as maintenance treatment of asthma.

Budesonide

Budesonide is a glucocorticosteroid which when inhaled has a dose-dependent anti-
inflammatory action in the airways, resulting in reduced symptoms and fewer
asthma exacerbations. Inhaled budesonide has less severe adverse effects than
systemic corticosteroids. The exact mechanism responsible for the anti-
inflammatory effect of glucocorticosteroids is unknown.

Formoterol

Formoterol is a selective 3, adrenoceptor agonist that when inhaled results in rapid
and long-acting relaxation of bronchial smooth muscle in patients with reversible
airways obstruction. The bronchodilating effect is dose-dependent, with an onset of
effect within 1-3 minutes. The duration of effect is at least 12 hours after a single
dose.

Budesonide/Formoterol
Asthma
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Clinical efficacy for budesonide/formoterol maintenance therapy
Clinical studies in adults have shown that the addition of formoterol to budesonide
improved asthma symptoms and lung function, and reduced exacerbations.

In two 12-week studies the effect on lung function of budesonide/formoterol was
equal to that of the free combination of budesonide and formoterol, and exceeded
that of budesonide alone. All treatment arms used a short-acting B, adrenoceptor
agonist as needed. There was no sign of attenuation of the anti-asthmatic effect over
time.

In a 12-week paediatric study 85 children aged 6-11 years were treated with a
maintenance dose of budesonide/formoterol (2 inhalations of 80 micrograms/4.5
micrograms/inhalation twice daily), and a short-acting ,-adrenoceptor agonist as
needed. Lung function was improved and the treatment was well tolerated
compared to the corresponding dose of budesonide alone.

Clinical efficacy for budesonide/formoterol maintenance and reliever therapy

A total of 12076 asthma patients were included in 5 double-blind clinical studies
(4447 were randomised to budesonide/formoterol maintenance and reliever therapy)
for 6 or 12 months. Patients were required to be symptomatic despite use of inhaled
glucocorticosteroids.

Budesonide/formoterol maintenance and reliever therapy provided statistically
significant and clinically meaningful reductions in severe exacerbations for all
comparisons in all 5 studies. This included a comparison with
budesonide/formoterol at a higher maintenance dose with terbutaline as reliever
(study 735) and budesonide/formoterol at the same maintenance dose with either
formoterol or terbutaline as reliever (study 734) (Table 2). In Study 735, lung
function, symptom control, and reliever use were similar in all treatment groups. In
Study 734, symptoms and reliever use were reduced and lung function improved,
compared with both comparator treatments. In the 5 studies combined, patients
receiving budesonide/formoterol maintenance and reliever therapy used, on
average, no reliever inhalations on 57% of treatment days. There was no sign of
development of tolerance over time.

Table 2 Overview of severe exacerbations in clinical studies

Study No. | Treatment groups n Severe exacerbations”

Duration Events Events/

patient-year

Study 735 | Budesonide/formoterol 160/4.5 pg bd + as needed 1103 125 0.23°

6 months Budesonide/formoterol 320/9 pug bd + terbutaline 0.4 mg as needed 1099 173 0.32
Salmeterol/fluticasone 2 x 25/125 pg bd + terbutaline 0.4 mg as 1119 208 0.38
needed

Study 734 | Budesonide/formoterol 160/4.5 pg bd + as needed 1107 194 0.19°
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Study No.
Duration

12 months

Treatment groups n Severe exacerbations®

Events Events/
patient-year

Budesonide/formoterol 160/4.5 pg bd + formoterol 4.5 pg as needed 1137 296 0.29
Budesonide/formoterol 160/4.5 pg bd + terbutaline 0.4 mg as needed | 1138 377 0.37

5.2

a

Hospitalisation/emergency room treatment or treatment with oral steroids

b Reduction in exacerbation rate is statistically significant (P value <0.01) for both comparisons

In 2 other studies with patients seeking medical attention due to acute asthma
symptoms, budesonide/formoterol provided rapid and effective relief of
bronchoconstriction similar to salbutamol and formoterol.

COPD

In two 12-month studies, the effects on lung function and the rate of exacerbation
(defined as courses of oral steroids and/or course of antibiotics and/or
hospitalisations) in patients with severe COPD was evaluated. Median FEV at
inclusion in the trials was 36% of predicted normal. The mean number of
exacerbations per year (as defined above) was significantly reduced with
budesonide/formoterol as compared with treatment with formoterol alone or
placebo (mean rate 1.4 compared with 1.8-1.9 in the placebo/formoterol group).
The mean number of days on oral corticosteroids/patient during the 12 months was
slightly reduced in the budesonide/formoterol group (7-8 days/patient/year
compared with 11-12 and 9-12 days in the placebo and formoterol groups,
respectively). For changes in lung-function parameters, such as FEV
budesonide/formoterol was not superior to treatment with formoterol alone.

Pharmacokinetic properties

Absorption

The fixed-dose combination of budesonide and formoterol, and the corresponding
monoproducts have been shown to be bioequivalent with regard to systemic
exposure of budesonide and formoterol, respectively. In spite of this, a small
increase in cortisol suppression was seen after administration of the fixed-dose
combination compared to the monoproducts. The difference is considered not to
have an impact on clinical safety.

There was no evidence of pharmacokinetic interactions between budesonide and
formoterol.

Pharmacokinetic parameters for the respective substances were comparable after the
administration of budesonide and formoterol as monoproducts or as the fixed-dose
combination. For budesonide, AUC was slightly higher, rate of absorption more
rapid and maximal plasma concentration higher after administration of the fixed
combination. For formoterol, maximal plasma concentration was similar after
administration of the fixed combination. Inhaled budesonide is rapidly absorbed and
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5.3

the maximum plasma concentration is reached within 30 minutes after inhalation. In
studies, mean lung deposition of budesonide after inhalation via the powder inhaler
ranged from 32% to 44% of the delivered dose. The systemic bioavailability is
approximately 49% of the delivered dose. In children 6-16 years of age the lung
deposition falls in the same range as in adults for the same given dose. The resulting
plasma concentrations were not determined.

Inhaled formoterol is rapidly absorbed and the maximum plasma concentration is
reached within 10 minutes after inhalation. In studies the mean lung deposition of
formoterol after inhalation via the powder inhaler ranged from 28% to 49% of the
delivered dose. The systemic bioavailability is about 61% of the delivered dose.

Distribution and metabolism

Plasma protein binding is approximately 50% for formoterol and 90% for
budesonide. Volume of distribution is about 4 I/kg for formoterol and 3 1/kg for
budesonide. Formoterol is inactivated via conjugation reactions (active O-
demethylated and deformylated metabolites are formed, but they are seen mainly as
inactivated conjugates). Budesonide undergoes an extensive degree (approximately
90%) of biotransformation on first passage through the liver to metabolites of low
glucocorticosteroid activity. The glucocorticosteroid activity of the major
metabolites, 6-beta-hydroxy-budesonide and 16-alfa-hydroxy-prednisolone, is less
than 1% of that of budesonide. There are no indications of any metabolic
interactions or any displacement reactions between formoterol and budesonide.

Elimination

The major part of a dose of formoterol is transformed by liver metabolism followed
by renal elimination. After inhalation, 8% to 13% of the delivered dose of
formoterol is excreted unmetabolised in the urine. Formoterol has a high systemic
clearance (approximately 1.4 1/min) and the terminal elimination half-life averages
17 hours.

Budesonide is eliminated via metabolism mainly catalysed by the enzyme CYP3A4.
The metabolites of budesonide are eliminated in urine as such or in conjugated
form. Only negligible amounts of unchanged budesonide have been detected in the
urine. Budesonide has a high systemic clearance (approximately 1.2 1/min) and the
plasma elimination half-life after i.v. dosing averages 4 hours.

The pharmacokinetics of budesonide or formoterol in patients with renal failure are
unknown. The exposure of budesonide and formoterol may be increased in patients
with liver disease.

Preclinical safety data

The toxicity observed in animal studies with budesonide and formoterol, given in
combination or separately, were effects associated with exaggerated
pharmacological activity.
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6.2

6.3

6.4

6.5

6.6

In animal reproduction studies, corticosteroids such as budesonide have been shown
to induce malformations (cleft palate, skeletal malformations). However, these
animal experimental results do not seem to be relevant in humans at the
recommended doses. Animal reproduction studies with formoterol have shown a
somewhat reduced fertility in male rats at high systemic exposure and implantation
losses as well as decreased early postnatal survival and birth weight at considerably
higher systemic exposures than those reached during clinical use. However, these
animal experimental results do not seem to be relevant in humans.

PHARMACEUTICAL PARTICULARS

List of excipients

Lactose monohydrate (which contains milk proteins).

Incompatibilities

Not applicable.

Shelf-life

2 years.

Special precautions for storage

Do not store above 30°C. Keep the container tightly closed, in order to protect from
moisture.

Nature and contents of container

Symbicort Turbohaler is an inspiratory flow-driven, multidose powder inhaler. The
inhaler is white with a red turning grip. The inhaler is made of different plastic
materials (PP, PC, HDPE, LDPE, LLDPE, PBT). In each secondary package there
are 1, 2, 3, 10 or 18 inhaler(s) containing 60 or 120 doses. Not all pack-sizes may be
marketed.

Instructions for use, handling and disposal

No special requirements.

MARKETING AUTHORISATION HOLDER

AstraZeneca UK Limited,
600 Capability Green,
Luton, LU1 3LU, UK.
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8. MARKETING AUTHORISATION NUMBER(S)

PL 17901/0092

9. DATE OF FIRST AUTHORISATION/RENEWAL OF
AUTHORISATION

Date of first authorisation: 15" May 2001

Date of last renewal: 19™ February 2010

10. DATE OF REVISION OF THE TEXT

1* November 2011
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NAME OF THE MEDICINAL PRODUCT

Symbicort® Turbohaler® 400 micrograms/12 micrograms/inhalation, inhalation
powder.

QUALITATIVE AND QUANTITATIVE COMPOSITION

Each delivered dose (the dose that leaves the mouthpiece) contains: budesonide 320
micrograms/inhalation and formoterol fumarate dihydrate 9 micrograms/inhalation.

Each metered dose contains: budesonide 400 micrograms/inhalation and formoterol
fumarate dihydrate 12 micrograms/inhalation.

Excipient: lactose monohydrate 491 micrograms per dose.

For a full list of excipients, see section 6.1.

PHARMACEUTICAL FORM

Inhalation powder.

White powder.

CLINICAL PARTICULARS

Therapeutic indications

Asthma

Symbicort Turbohaler is indicated in the regular treatment of asthma where use of a
combination (inhaled corticosteroid and long-acting 3, adrenoceptor agonist) is
appropriate:

- patients not adequately controlled with inhaled corticosteroids and “as needed”
inhaled short-acting 3, adrenoceptor agonists.

or

- patients already adequately controlled on both inhaled corticosteroids and
long-acting [, adrenoceptor agonists.

COPD
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4.2

Symptomatic treatment of patients with severe COPD (FEV; < 50% predicted
normal) and a history of repeated exacerbations, who have significant symptoms
despite regular therapy with long-acting bronchodilators.

Posology and method of administration

Route of administration: For inhalation use.

Asthma

Symbicort Turbohaler is not intended for the initial management of asthma. The
dosage of the components of Symbicort is individual and should be adjusted to the
severity of the disease. This should be considered not only when treatment with
combination products is initiated but also when the maintenance dose is adjusted. If
an individual patient should require a combination of doses other than those
available in the combination inhaler, appropriate doses of , adrenoceptor agonists
and/or corticosteroids by individual inhalers should be prescribed.

Recommended doses:
Adults (18 years and older): 1 inhalation twice daily. Some patients may require up
to a maximum of 2 inhalations twice daily.

Adolescents (12-17 years): 1 inhalation twice daily.

Patients should be regularly reassessed by their prescriber/health care provider, so
that the dosage of Symbicort remains optimal. The dose should be titrated to the
lowest dose at which effective control of symptoms is maintained. When long-term
control of symptoms is maintained with the lowest recommended dosage, then the
next step could include a test of inhaled corticosteroid alone.

In usual practice when control of symptoms is achieved with the twice daily
regimen, titration to the lowest effective dose could include Symbicort given once
daily, when in the opinion of the prescriber, a long-acting bronchodilator would be
required to maintain control.

Increasing use of a separate rapid-acting bronchodilator indicates a worsening of the
underlying condition and warrants a reassessment of the asthma therapy.

Children (6 years and older): A lower strength is available for children 6-11 years.

Children under 6 years: As only limited data are available, Symbicort is not
recommended for children younger than 6 years.

Symbicort 400/12 should be used as Symbicort maintenance therapy only. Lower
strengths are available for the Symbicort maintenance and reliever therapy regimen.

COPD
Recommended doses:
Adults: 1 inhalation twice daily.
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4.3

4.4

General information

Special patient groups: There are no special dosing requirements for elderly
patients. There are no data available for use of Symbicort in patients with hepatic or
renal impairment. As budesonide and formoterol are primarily eliminated via
hepatic metabolism, an increased exposure can be expected in patients with severe
liver cirrhosis.

Instructions for correct use of Turbohaler:
Turbohaler is inspiratory flow-driven, which means that when the patient inhales
through the mouthpiece, the substance will follow the inspired air into the airways.

Note: It is important to instruct the patient

e to carefully read the instructions for use in the patient information leaflet which
is packed together with each inhaler

e to breathe in forcefully and deeply through the mouthpiece to ensure that an
optimal dose is delivered to the lungs

e never to breathe out through the mouthpiece

e to replace the cover of the Symbicort Turbohaler after use

e to rinse their mouth out with water after inhaling the maintenance dose to
minimise the risk of oropharyngeal thrush.

The patient may not taste or feel any medication when using Symbicort Turbohaler
due to the small amount of drug dispensed.

Contraindications

Hypersensitivity (allergy) to budesonide, formoterol or lactose (which contains
small amounts of milk protein).

Special warning and precautions for use

It is recommended that the dose is tapered when the treatment is discontinued and
should not be stopped abruptly.

If patients find the treatment ineffective, or exceed the highest recommended dose
of Symbicort, medical attention must be sought (see section 4.2). Increasing use of
rescue bronchodilators indicates a worsening of the underlying condition and
warrants a reassessment of the asthma therapy. Sudden and progressive
deterioration in control of asthma or COPD is potentially life threatening and the
patient should undergo urgent medical assessment. In this situation consideration
should be given to the need for increased therapy with corticosteroids e.g. a course
of oral corticosteroids, or antibiotic treatment if an infection is present.

Patients should be advised to have their rescue inhaler available at all times.
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Patients should be reminded to take their Symbicort maintenance dose as
prescribed, even when asymptomatic.

Once asthma symptoms are controlled, consideration may be given to gradually
reducing the dose of Symbicort. Regular review of patients as treatment is stepped
down is important. The lowest effective dose of Symbicort should be used (see
section 4.2).

Patients should not be initiated on Symbicort during an exacerbation, or if they have
significantly worsening or acutely deteriorating asthma.

Serious asthma-related adverse events and exacerbations may occur during
treatment with Symbicort. Patients should be asked to continue treatment but to
seek medical advice if asthma symptoms remain uncontrolled or worsen after
initiation of Symbicort.

As with other inhalation therapy, paradoxical bronchospasm may occur, with an
immediate increase in wheezing and shortness of breath after dosing. If the patient
experiences paradoxical bronchospasm Symbicort should be discontinued
immediately, the patient should be assessed and an alternative therapy instituted, if
necessary. Paradoxical bronchospasm responds to a rapid-acting inhaled
bronchodilator and should be treated straightaway (see section 4.8).

Systemic effects may occur with any inhaled corticosteroid, particularly at high
doses prescribed for long periods. These effects are much less likely to occur with
inhalation treatment than with oral corticosteroids. Possible systemic effects include
Cushing’s syndrome, Cushingoid features, adrenal suppression, growth retardation
in children and adolescents, decrease in bone mineral density, cataract and
glaucoma, and more rarely, a range of psychological or behavioural effects
including psychomotor hyperactivity, sleep disorders, anxiety, depression or
aggression (particularly in children) (see section 4.8).

It is recommended that the height of children receiving prolonged treatment with
inhaled corticosteroids is regularly monitored. If growth is slowed, therapy should
be re-evaluated with the aim of reducing the dose of inhaled corticosteroid to the
lowest dose at which effective control of asthma is maintained, if possible. The
benefits of the corticosteroid therapy and the possible risks of growth suppression
must be carefully weighed. In addition consideration should be given to referring
the patient to a paediatric respiratory specialist.

Limited data from long-term studies suggest that most children and adolescents
treated with inhaled budesonide will ultimately achieve their adult target height.
However, an initial small but transient reduction in growth (approximately 1 cm)
has been observed. This generally occurs within the first year of treatment.

Potential effects on bone should be considered, particularly in patients on high
doses for prolonged periods that have co-existing risk factors for osteoporosis.
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Long-term studies with inhaled budesonide in children at mean daily doses of 400
micrograms (metered dose) or in adults at daily doses of 800 micrograms (metered
dose) have not shown any significant effects on bone mineral density. No
information regarding the effect of Symbicort at higher doses is available.

If there is any reason to suppose that adrenal function is impaired from previous
systemic steroid therapy, care should be taken when transferring patients to
Symbicort therapy.

The benefits of inhaled budesonide therapy would normally minimise the need for
oral steroids, but patients transferring from oral steroids may remain at risk of
impaired adrenal reserve for a considerable time. Recovery may take a considerable
amount of time after cessation of oral steroid therapy and hence oral
steroid-dependent patients transferred to inhaled budesonide may remain at risk
from impaired adrenal function for some considerable time. In such circumstances
HPA axis function should be monitored regularly.

Prolonged treatment with high doses of inhaled corticosteroids, particularly higher
than recommended doses, may also result in clinically significant adrenal
suppression. Therefore additional systemic corticosteroid cover should be
considered during periods of stress such as severe infections or elective surgery.
Rapid reduction in the dose of steroids can induce acute adrenal crisis. Symptoms
and signs which might be seen in acute adrenal crisis may be somewhat vague but
may include anorexia, abdominal pain, weight loss, tiredness, headache, nausea,
vomiting, decreased level of consciousness, seizures, hypotension and
hypoglycaemia.

Treatment with supplementary systemic steroids or inhaled budesonide should not
be stopped abruptly.

During transfer from oral therapy to Symbicort, a generally lower systemic steroid
action will be experienced which may result in the appearance of allergic or arthritic
symptoms such as rhinitis, eczema and muscle and joint pain. Specific treatment
should be initiated for these conditions. A general insufficient glucocorticosteroid
effect should be suspected if, in rare cases, symptoms such as tiredness, headache,
nausea and vomiting should occur. In these cases a temporary increase in the dose
of oral glucocorticosteroids is sometimes necessary.

To minimise the risk of oropharyngeal candida infection, the patient should be
instructed to rinse their mouth out with water after inhaling the maintenance dose.

Concomitant treatment with itraconazole, ritonavir or other potent CYP3A4

inhibitors should be avoided (see section 4.5). If this is not possible, the time
interval between administration of the interacting drugs should be as long as
possible.
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Symbicort should be administered with caution in patients with thyrotoxicosis,
phaeochromocytoma, diabetes mellitus, untreated hypokalaemia, hypertrophic
obstructive cardiomyopathy, idiopathic subvalvular aortic stenosis, severe
hypertension, aneurysm or other severe cardiovascular disorders, such as ischaemic
heart disease, tachyarrhythmias or severe heart failure.

Caution should be observed when treating patients with prolongation of the QTc-
interval. Formoterol itself may induce prolongation of the QTc-interval.

The need for, and dose of inhaled corticosteroids should be re-evaluated in patients
with active or quiescent pulmonary tuberculosis, fungal and viral infections in the
airways.

Potentially serious hypokalaemia may result from high doses of B, adrenoceptor
agonists. Concomitant treatment of 3, adrenoceptor agonists with drugs which can
induce hypokalaemia or potentiate a hypokalaemic effect, e.g. xanthine-derivatives,
steroids and diuretics, may add to a possible hypokalaemic effect of the 3,
adrenoceptor agonist. Particular caution is recommended in unstable asthma with
variable use of rescue bronchodilators, in acute severe asthma as the associated risk
may be augmented by hypoxia and in other conditions when the likelihood for
hypokalaemia is increased. It is recommended that serum potassium levels are
monitored during these circumstances.

As for all B, adrenoceptor agonists, additional blood glucose controls should be
considered in diabetic patients.

Symbicort Turbohaler contains lactose monohydrate (< 1 mg/inhalation). This
amount does not normally cause problems in lactose intolerant people. The
excipient lactose contains small amounts of milk proteins, which may cause allergic
reactions.

4.5 Interaction with other medicinal products and other forms of
interaction

Pharmacokinetic interactions

Potent inhibitors of CYP3A4 (eg, ketoconazole, itraconazole, voriconazole,
posaconazole, clarithromycin, telithromycin, nefazodone and HIV protease
inhibitors) are likely to markedly increase plasma levels of budesonide and
concomitant use should be avoided. If this is not possible the time interval between
administration of the inhibitor and budesonide should be as long as possible (see
section 4.4).

The potent CYP3A4 inhibitor ketoconazole, 200 mg once daily, increased plasma
levels of concomitantly orally administered budesonide (single dose of 3 mg) on
average six-fold. When ketoconazole was administered 12 hours after budesonide
the concentration was on average increased only three-fold showing that separation
of the administration times can reduce the increase in plasma levels. Limited data
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4.6

about this interaction for high-dose inhaled budesonide indicates that marked
increases in plasma levels (on average four fold) may occur if itraconazole, 200 mg
once daily, is administered concomitantly with inhaled budesonide (single dose of
1000 pg).

Pharmacodynamic interactions

Beta-adrenergic blockers can weaken or inhibit the effect of formoterol. Symbicort
should therefore not be given together with beta-adrenergic blockers (including eye
drops) unless there are compelling reasons.

Concomitant treatment with quinidine, disopyramide, procainamide,
phenothiazines, antihistamines (terfenadine), monoamine oxidase inhibitors and
tricyclic antidepressants can prolong the QTc-interval and increase the risk of
ventricular arrhythmias.

In addition L-Dopa, L-thyroxine, oxytocin and alcohol can impair cardiac tolerance
towards ,-sympathomimetics.

Concomitant treatment with monoamine oxidase inhibitors, including agents with
similar properties such as furazolidone and procarbazine, may precipitate
hypertensive reactions.

There is an elevated risk of arrhythmias in patients receiving concomitant
anaesthesia with halogenated hydrocarbons.

Concomitant use of other beta-adrenergic drugs or anticholinergic drugs can have a
potentially additive bronchodilating effect.

Hypokalaemia may increase the disposition towards arrhythmias in patients who are
treated with digitalis glycosides.

Budesonide and formoterol have not been observed to interact with any other drugs
used in the treatment of asthma.

Pregnancy and lactation

For Symbicort or the concomitant treatment with formoterol and budesonide, no
clinical data on exposed pregnancies are available. Data from an embryo-fetal
development study in the rat, showed no evidence of any additional effect from the
combination.

There are no adequate data from use of formoterol in pregnant women. In animal
studies formoterol has caused adverse effects in reproduction studies at very high
systemic exposure levels (see section 5.3).

Data on approximately 2000 exposed pregnancies indicate no increased teratogenic
risk associated with the use of inhaled budesonide. In animal studies
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glucocorticosteroids have been shown to induce malformations (see section 5.3).
This is not likely to be relevant for humans given recommended doses.

Animal studies have also identified an involvement of excess prenatal
glucocorticoids in increased risks for intrauterine growth retardation, adult
cardiovascular disease and permanent changes in glucocorticoid receptor density,
neurotransmitter turnover and behaviour at exposures below the teratogenic dose
range.

During pregnancy, Symbicort should only be used when the benefits outweigh the
potential risks. The lowest effective dose of budesonide needed to maintain
adequate asthma control should be used.

Budesonide is excreted in breast milk. However, at therapeutic doses no effects on
the suckling child are anticipated. It is not known whether formoterol passes into
human breast milk. In rats, small amounts of formoterol have been detected in
maternal milk. Administration of Symbicort to women who are breast-feeding
should only be considered if the expected benefit to the mother is greater than any
possible risk to the child.

4.7 Effects on ability to drive and use machines

Symbicort has no or negligible influence on the ability to drive and use machines.

4.8 Undesirable effects

Since Symbicort contains both budesonide and formoterol, the same pattern of
undesirable effects as reported for these substances may occur. No increased
incidence of adverse reactions has been seen following concurrent administration of
the two compounds. The most common drug related adverse reactions are
pharmacologically predictable side-effects of B, adrenoceptor agonist therapy, such
as tremor and palpitations. These tend to be mild and usually disappear within a few
days of treatment. In a 3-year clinical trial with budesonide in COPD, skin bruises
and pneumonia occurred at a frequency of 10% and 6%, respectively, compared
with 4% and 3% in the placebo group (p<0.001 and p<0.01, respectively).

Adverse reactions, which have been associated with budesonide or formoterol, are
given below, listed by system organ class and frequency. Frequencies are defined
as: very common (>1/10), common (>1/100 to <1/10), uncommon (>1/1000 to
<1/100), rare (=1/10 000 to <1/1000) and very rare (<1/10 000).

Table 1
SOC Frequency Adverse Drug reaction
Infections and Common Candida infections in the oropharynx
infestations
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Immune system Rare Immediate and delayed hypersensitivity
disorders reactions, e.g. exanthema, urticaria, pruritus,
dermatitis, angioedema and anaphylactic
reaction
Endocrine disorders Very rare Cushing’s syndrome, adrenal suppression,
growth retardation, decrease in bone mineral
density
Metabolism and nutrition | Rare Hypokalaemia
disorders
Very rare Hyperglycaemia
Psychiatric disorders Uncommon Aggression, psychomotor hyperactivity,
anxiety, sleep disorders
Very rare Depression, behavioural changes
(predominantly in children)
Nervous system Common Headache, tremor
disorders
Uncommon Dizziness
Very rare Taste disturbances
Eye disorders Very rare Cataract and glaucoma
Cardiac disorders Common Palpitations
Uncommon Tachycardia
Rare Cardiac arrhythmias, eg. atrial fibrillation,
supraventricular tachycardia, extrasystoles
Very rare Angina pectoris. Prolongation of
QTec- interval
Vascular disorders Very rare Variations in blood pressure
Respiratory, thoracic and | Common Mild irritation in the throat, coughing,
mediastinal disorders hoarseness
Rare Bronchospasm
Gastrointestinal Uncommon Nausea
disorders
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Skin and subcutaneous Uncommon Bruises

tissue disorders

Musculoskeletal and Uncommon Muscle cramps

connective tissue

disorders

4.9

Candida infection in the oropharynx is due to drug deposition. Advising the patient
to rinse the mouth out with water after each dose will minimise the risk.
Oropharyngeal Candida infection usually responds to topical anti-fungal treatment
without the need to discontinue the inhaled corticosteroid.

As with other inhalation therapy, paradoxical bronchospasm may occur very rarely,
affecting less than 1 in 10,000 people, with an immediate increase in wheezing and
shortness of breath after dosing. Paradoxical bronchospasm responds to a rapid-
acting inhaled bronchodilator and should be treated straightaway. Symbicort should
be discontinued immediately, the patient should be assessed and an alternative
therapy instituted if necessary (see section 4.4).

Systemic effects of inhaled corticosteroids may occur, particularly at high doses
prescribed for prolonged periods. These effects are much less likely to occur than
with oral corticosteroids. Possible systemic effects include Cushing’s Syndrome,
Cushingoid features, adrenal suppression, growth retardation in children and
adolescents, decrease in bone mineral density, cataract and glaucoma. Increased
susceptibility to infections and impairment of the ability to adapt to stress may also
occur. Effects are probably dependent on dose, exposure time, concomitant and
previous steroid exposure and individual sensitivity.

Treatment with 3, adrenoceptor agonists may result in an increase in blood levels of
insulin, free fatty acids, glycerol and ketone bodies.

Overdose

An overdose of formoterol would likely lead to effects that are typical for B,
adrenoceptor agonists: tremor, headache, palpitations. Symptoms reported from
isolated cases are tachycardia, hyperglycaemia, hypokalaemia, prolonged QTc-
interval, arrhythmia, nausea and vomiting. Supportive and symptomatic treatment
may be indicated. A dose of 90 micrograms administered during three hours in
patients with acute bronchial obstruction raised no safety concerns.

Acute overdosage with budesonide, even in excessive doses, is not expected to be a
clinical problem. When used chronically in excessive doses, systemic
glucocorticosteroid effects, such as hypercorticism and adrenal suppression, may
appear.
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If Symbicort therapy has to be withdrawn due to overdose of the formoterol
component of the drug, provision of appropriate inhaled corticosteroid therapy must
be considered.

PHARMACOLOGICAL PROPERTIES

Pharmacodynamic properties

Pharmacotherapeutic group: Adrenergics and other drugs for obstructive airway
diseases.

ATC-code: RO3AKO07

Mechanisms of action and pharmacodynamic effects

Symbicort contains formoterol and budesonide, which have different modes of
action and show additive effects in terms of reduction of asthma exacerbations. The
mechanisms of action of the two substances, respectively are discussed below.

Budesonide

Budesonide is a glucocorticosteroid which when inhaled has a dose-dependent anti-
inflammatory action in the airways, resulting in reduced symptoms and fewer
asthma exacerbations. Inhaled budesonide has less severe adverse effects than
systemic corticosteroids. The exact mechanism responsible for the anti-
inflammatory effect of glucocorticosteroids is unknown.

Formoterol

Formoterol is a selective 3, adrenoceptor agonist that when inhaled results in rapid
and long-acting relaxation of bronchial smooth muscle in patients with reversible
airways obstruction. The bronchodilating effect is dose-dependent, with an onset of
effect within 1-3 minutes. The duration of effect is at least 12 hours after a single
dose.

Budesonide/Formoterol

Asthma

Clinical studies in adults have shown that the addition of formoterol to budesonide
improved asthma symptoms and lung function, and reduced exacerbations.

In two 12-week studies, the effect on lung function of budesonide/formoterol was
equal to that of the free combination of budesonide and formoterol, and exceeded
that of budesonide alone. All treatment arms used a short-acting 3, adrenoceptor
agonist as needed. There was no sign of attenuation of the anti-asthmatic effect over
time.

In a 12-week paediatric study 85 children aged 6-11 years were treated with a
maintenance dose of budesonide/formoterol (2 inhalations of 80 micrograms/4.5
micrograms/inhalation twice daily), and a short-acting , adrenoceptor agonist as
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needed. Lung function was improved and the treatment was well tolerated
compared to the corresponding dose of budesonide alone.

COPD

In two 12-month studies, the effect on lung function and the rate of exacerbation
(defined as courses of oral steroids and/or course of antibiotics and/or
hospitalisations) in patients with severe COPD was evaluated. Median FEV at
inclusion in the trials was 36% of predicted normal. The mean number of
exacerbations per year (as defined above) was significantly reduced with
budesonide/formoterol as compared with treatment with formoterol alone or
placebo (mean rate 1.4 compared with 1.8-1.9 in the placebo/formoterol group).
The mean number of days on oral corticosteroids/patient during the 12 months was
slightly reduced in the budesonide/formoterol group (7-8 days/patient/year
compared with 11-12 and 9-12 days in the placebo and formoterol groups,
respectively). For changes in lung-function parameters, such as FEV
budesonide/formoterol was not superior to treatment with formoterol alone.

5.2 Pharmacokinetic properties

Absorption

The fixed-dose combination of budesonide and formoterol and the corresponding
monoproducts have been shown to be bioequivalent with regard to systemic
exposure of budesonide and formoterol, respectively. In spite of this, a small
increase in cortisol suppression was seen after administration of the fixed-dose
combination compared with the monoproducts. The difference is considered not to
have an impact on clinical safety.

There was no evidence of pharmacokinetic interactions between budesonide and
formoterol.

Pharmacokinetic parameters for the respective substances were comparable after the
administration of budesonide and formoterol as monoproducts or as the fixed-dose
combination. For budesonide, AUC was slightly higher, rate of absorption more
rapid and maximal plasma concentration higher after administration of the fixed
combination. For formoterol, maximal plasma concentration was similar after
administration of the fixed combination. Inhaled budesonide is rapidly absorbed and
the maximum plasma concentration is reached within 30 minutes after inhalation. In
studies, mean lung deposition of budesonide after inhalation via the powder inhaler
ranged from 32% to 44% of the delivered dose. The systemic bioavailability is
approximately 49% of the delivered dose. In children 6-16 years of age the lung
deposition falls in the same range as in adults for the same given dose. The resulting
plasma concentrations were not determined.

Inhaled formoterol is rapidly absorbed and the maximum plasma concentration is
reached within 10 minutes after inhalation. In studies the mean lung deposition of
formoterol after inhalation via the powder inhaler ranged from 28% to 49% of the
delivered dose. The systemic bioavailability is about 61% of the delivered dose.
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Distribution and metabolism

Plasma protein binding is approximately 50% for formoterol and 90% for
budesonide. Volume of distribution is about 4 1/kg for formoterol and

3 l/kg for budesonide. Formoterol is inactivated via conjugation reactions (active O-
demethylated and deformylated metabolites are formed, but they are seen mainly as
inactivated conjugates). Budesonide undergoes an extensive degree (approximately
90%) of biotransformation on first passage through the liver to metabolites of low
glucocorticosteroid activity. The glucocorticosteroid activity of the major
metabolites, 6-beta-hydroxy-budesonide and 16-alfa-hydroxy-prednisolone, is less
than 1% of that of budesonide. There are no indications of any metabolic
interactions or any displacement reactions between formoterol and budesonide.

Elimination

The major part of a dose of formoterol is transformed by liver metabolism followed
by renal elimination. After inhalation, 8% to 13% of the delivered dose of
formoterol is excreted unmetabolised in the urine. Formoterol has a high systemic
clearance (approximately 1.4 1/min) and the terminal elimination half-life averages
17 hours.

Budesonide is eliminated via metabolism mainly catalysed by the enzyme CYP3A4.
The metabolites of budesonide are eliminated in urine as such or in conjugated
form. Only negligible amounts of unchanged budesonide have been detected in the
urine. Budesonide has a high systemic clearance (approximately 1.2 I/min) and the
plasma elimination half-life after i.v. dosing averages 4 hours.

The pharmacokinetics of budesonide or formoterol in children and patients with
renal failure are unknown. The exposure of budesonide and formoterol may be
increased in patients with liver disease.

5.3 Preclinical safety data

The toxicity observed in animal studies with budesonide and formoterol, given in
combination or separately, were effects associated with exaggerated
pharmacological activity.

In animal reproduction studies, corticosteroids such as budesonide have been shown
to induce malformations (cleft palate, skeletal malformations). However, these
animal experimental results do not seem to be relevant in humans at the
recommended doses. Animal reproduction studies with formoterol have shown a
somewhat reduced fertility in male rats at high systemic exposure and implantation
losses as well as decreased early postnatal survival and birth weight at considerably
higher systemic exposures than those reached during clinical use. However, these
animal experimental results do not seem to be relevant in humans.
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6.2

6.3

6.4

6.5

6.6

PHARMACEUTICAL PARTICULARS

List of excipients

Lactose monohydrate (which contains milk proteins).

Incompatibilities

Not applicable.

Shelf-life

2 years.

Special precautions for storage

Do not store above 30°C. Keep the container tightly closed, in order to protect from
moisture.

Nature and contents of container

Symbicort Turbohaler is an inspiratory flow-driven, multidose powder inhaler. The
inhaler is white with a red turning grip. The inhaler is made of different plastic
materials (PP, PC, HDPE, LDPE, LLDPE, PBT). In each secondary package there
are 1, 2, 3, 10 or 18 inhaler(s) containing 60 doses. Not all pack sizes may be
marketed.

Instructions for use, handling and disposal

No special requirements.

MARKETING AUTHORISATION HOLDER

AstraZeneca UK Limited
600 Capability Green
Luton

LU1 3LU, UK

MARKETING AUTHORISATION NUMBER(S)

PL 17901/0200

DATE OF FIRST AUTHORISATION/RENEWAL OF
AUTHORISATION

Date of first authorisation: 20" March 2003
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h
Date of last renewal: 19" February 2010

10. DATE OF REVISION OF THE TEXT

1** November 2011
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
SYMBICORT safely and effectively. See full prescribing information for
SYMBICORT.

SYMBICORT® 80/4.5

(budesonide 80 mcg and formoterol fumarate dihydrate 4.5 mcg) Inhalation
Aerosol

SYMBICORT® 160/4.5

(budesonide 160 mcg and formoterol fumarate dihydrate 4.5 mcg)
Inhalation Aerosol

FOR ORAL INHALATION

Initial US Approval: 2006

WARNING: ASTHMA-RELATED DEATH
(See full prescribing information for complete boxed warning.)

Long-acting beta,-adrenergic agonists (LABA), such as formoterol
one of the active ingredients in SYMBICORT, increase the risk of
asthma-related death. A placebo-controlled study with another
LABA (salmeterol) showed an increase in asthma-related deaths
in patients receiving salmeterol. This finding with salmeterol is
considered a class effect of LABA, including formoterol.
Currently available data are inadequate to determine whether
concurrent use of inhaled corticosteroids or other long-term
asthma control drugs mitigates the increased risk of asthma-
related death from LABA. Available data from controlled clinical
trials suggest that LABA increase the risk of asthma-related
hospitalization in pediatric and adolescent patients. (5.1)

When treating patients with asthma, prescribe SYMBICORT only
for patients not adequately controlled on a long-term asthma-
control medication, such as an inhaled corticosteroid or whose
disease severity clearly warrants initiation of treatment with both
an inhaled corticosteroid and LABA. Once asthma control is
achieved and maintained, assess the patient at regular intervals
and step down therapy (e.g. discontinue SYMBICORT) if possible
without loss of asthma control, and maintain the patient on a long-
term asthma control medication, such as an inhaled
corticosteroid. Do not use SYMBICORT for patients whose
asthma is adequately controlled on low or medium dose inhaled
corticosteroids. (1.1, 5.1)

-------------------- RECENT MAJOR CHANGES---------——meeme
Boxed Warning May 2010
Indications and Usage, Treatment of Asthma (1.1) May 2010
Dosage and Administration, Asthma (2.1) May 2010

Warnings and Precautions, Asthma-Related Death (5.1) May 2010

SYMBICORT is a combination product containing a corticosteroid and a long-
acting beta,-adrenergic agonist indicated for:

Treatment of asthma in patients 12 years of age and older. (1.1)
Maintenance treatment of airflow obstruction in patients with chronic
obstructive pulmonary disease (COPD) including chronic bronchitis
and emphysema. (1.2)

Important limitations:

Not indicated for the relief of acute bronchospasm. (1.1, 1.2)

e DOSAGE AND ADMINISTRATION--m-emmmemmmmeeeeee
For oral inhalation only.

Treatment of asthma in patients >12 years: 2 inhalations twice daily
of SYMBICORT 80/4.5 or 160/4.5. Starting dosage is based on
asthma severity. (2.1)

Maintenance treatment of airflow obstruction in COPD: 2 inhalations
of SYMBICORT 160/4.5 twice daily (2.2)

—eeeeeeeeeeee=--DOSAGE FORMS AND STRENGTHS---mremmmeemmmeme
Metered-dose inhaler containing a combination of budesonide (80 or 160 mcg)
and formoterol (4.5 mcg) as an inhalation aerosol (3)

-------------------- CONTRAINDICA TIONS-—mmemmmmememmmeeee
Primary treatment of status asthmaticus or acute episodes of asthma or
COPD requiring intensive measures. (4)

Hypersensitivity to any of the ingredients in SYMBICORT (4)

e WARNINGS AND PRECAUTIONS----nmermmeemmoeev

Asthma-related death: Long-acting beta,-adrenergic agonists increase
the risk. Prescribe only for recommended patient populations. (5.1)

Deterioration of disease and acute episodes: Do not initiate in acutely
deteriorating asthma or to treat acute symptoms. (5.2)

Use with additional long-acting beta,-agonist: Do not use in
combination because of risk of overdose. (5.3)

Localized infections: Candida albicans infection of the mouth and
throat may occur. Monitor patients periodically for signs of adverse
effects on the oral cavity. Advise patients to rinse the mouth
following inhalation. (5.4)

Pneumonia: Increased risk in patients with COPD. Monitor patients
for signs and symptoms of pneumonia and other potential lung
infections. (5.5)

Immunosuppression: Potential worsening of infections (e.g., existing
tuberculosis, fungal, bacterial, viral, or parasitic infection; or ocular
herpes simplex). Use with caution in patients with these infections.
More serious or even fatal course of chickenpox or measles can occur
in susceptible patients. (5.6)

Transferring patients from systemic corticosteroids: Risk of impaired
adrenal function when transferring from oral steroids. Taper patients
slowly from systemic corticosteroids if transferring to SYMBICORT.
(5.7

Hypercorticism and adrenal suppression: May occur with very high
dosages or at the regular dosage in susceptible individuals. If such
changes occur, discontinue SYMBICORT slowly. (5.8)

Strong cytochrome P450 3A4 inhibitors (e.g., ritonavir): Risk of
increased systemic corticosteroid effects. Exercise caution when used
with SYMBICORT. (5.9)

Paradoxical bronchospasm: Discontinue SYMBICORT and institute
alternative therapy if paradoxical bronchospasm occurs. (5.10)
Patients with cardiovascular or central nervous system disorders: Use
with caution because of beta-adrenergic stimulation. (5.12)
Decreases in bone mineral density: Assess bone mineral density
initially and periodically thereafter. (5.13)

Effects on growth: Monitor growth of pediatric patients. (5.14)
Glaucoma and cataracts: Close monitoring is warranted. (5.15)
Metabolic effects: Be alert to eosinophilic conditions, hypokalemia,
and hyperglycemia. (5.16, 5.18)

Coexisting conditions: Use with caution in patients with convulsive
disorders, thyrotoxicosis, diabetes mellitus, and ketoacidosis. (5.17)
SN, 3% 3] 23 0% 11 07X 04 U () | M———
Most common adverse reactions (incidence > 3%) are:
Asthma: nasopharyngitis, headache, upper respiratory tract infection,
pharygolaryngeal pain, sinusitis, influenza, back pain, nasal
congestion, stomach discomfort, vomiting, and oral candidiasis. (6.1)
COPD: nasopharyngitis, oral candidiasis, bronchitis, sinusitis, upper
respiratory tract infections. (6.2)
To report SUSPECTED ADVERSE REACTIONS, contact
AstraZeneca at 1-800-236-9933 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.
----—---—-—-—-————--DRUG INTERACTIONS

Strong cytochrome P450 3A4 inhibitors (e.g., ritonavir): Use with
caution. May cause increased systemic corticosteroid effects.
Monoamine oxidase inhibitors and tricyclic antidepressants: Use with
extreme caution. May potentiate effect of formoterol on vascular
system. (7.2)

Beta-blockers: Use with caution. May block bronchodilatory effects
of beta-agonists and produce severe bronchospasm. (7.3)

Diuretics: Use with caution. Electrocardiographic changes and/or
hypokalemia associated with nonpotassium-sparing diuretics may
worsen with concomitant beta-agonists. (7.4)

Hepatic impairment: Monitor patients for signs of increased drug
exposure. (8)

------- SEE 17 FOR PATIENT COUNSELING INFORMATION AND

MEDICATION GUIDE---------
Revised JUNE 2010
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FULL PRESCRIBING INFORMATION

WARNING: ASTHMA-RELATED DEATH

Long-acting beta,-adrenergic agonists (LABA), such as
formoterol one of the active ingredients in
SYMBICORT, increase the risk of asthma-related
death. Data from a large placebo-controlled U.S. study
that compared the safety of another long-acting beta,-
adrenergic agonist (salmeterol) or placebo added to
usual asthma therapy showed an increase in asthma-
related deaths in patients receiving salmeterol. This
finding with salmeterol is considered a class effect of the
LABA, including formoterol. Currently available data
are inadequate to determine whether concurrent use of
inhaled corticosteroids or other long-term asthma
control drugs mitigates the increased risk of asthma-
related death from LABA. Available data from
controlled clinical trials suggest that LABA increase the
risk of asthma-related hospitalization in pediatric and
adolescent patients. Therefore, when treating patients
with asthma, SYMBICORT should only be used for
patients not adequately controlled on a long-term
asthma control medication, such as an inhaled
corticosteroid or whose disease severity clearly
warrants initiation of treatment with both an inhaled
corticosteroid and LABA. Once asthma control is
achieved and maintained, assess the patient at regular
intervals and step down therapy (e.g., discontinue
SYMBICORT) if possible without loss of asthma
control and maintain the patient on a long-term asthma
control medication, such as an inhaled corticosteroid.
Do not use SYMBICORT for patients whose asthma is
adequately controlled on low or medium dose inhaled
corticosteroids [see Warnings and Precautions (5.1)].

INDICATIONS AND USAGE

Treatment of Asthma
SYMBICORT is indicated for the treatment of asthma in
patients 12 years of age and older.

Long-acting beta,-adrenergic agonists, such as formoterol one
of the active ingredients in SYMBICORT, increase the risk of
asthma-related death. Available data from controlled clinical
trials suggest that LABA increase the risk of asthma-related
hospitalization in pediatric and adolescent patients [see
Warnings and Precautions (5.1)]. Therefore, when treating
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1.2

patients with asthma, SYMBICORT should only be used for
patients not adequately controlled on a long-term asthma-
control medication such as an inhaled corticosteroid or whose
disease severity clearly warrants initiation of treatment with
both an inhaled corticosteroid and LABA. Once asthma
control is achieved and maintained, assess the patient at
regular intervals and step down therapy (e.g. discontinue
SYMBICORT) if possible without loss of asthma control, and
maintain the patient on a long-term asthma control
medication, such as inhaled corticosteroid. Do not use
SYMBICORT for patients whose asthma is adequately
controlled on low or medium dose inhaled corticosteroids.

Important Limitations of Use:
e SYMBICORT is NOT indicated for the relief of acute
bronchospasm.

Maintenance Treatment of Chronic Obstructive
Pulmonary Disease (COPD)

SYMBICORT 160/4.5 is indicated for the twice daily
maintenance treatment of airflow obstruction in patients with
chronic obstructive pulmonary disease (COPD) including
chronic bronchitis and emphysema. SYMBICORT 160/4.5 is
the only approved dosage for the treatment of airflow
obstruction in COPD.

Important Limitations of Use: SYMBICORT is not indicated
for the relief of acute bronchospasm.

DOSAGE AND ADMINISTRATION

SYMBICORT should be administered twice daily every day
by the orally inhaled route only. After inhalation, the patient
should rinse the mouth with water without swallowing. /[see
Patient Counseling Information (17.4)]

Prime SYMBICORT before using for the first time by
releasing two test sprays into the air away from the face,
shaking well for 5 seconds before each spray. In cases where
the inhaler has not been used for more than 7 days or when it
has been dropped, prime the inhaler again by shaking well
before each spray and releasing two test sprays into the air
away from the face.

More frequent administration or a higher number of
inhalations (more than 2 inhalations twice daily) of the
prescribed strength of SYMBICORT is not recommended as
some patients are more likely to experience adverse effects
with higher doses of formoterol. Patients using SYMBICORT
should not use additional long-acting beta,-agonists for any
reason. [See Warnings and Precautions (5.3, 5.12)]
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2.2

Asthma

If asthma symptoms arise in the period between doses, an
inhaled, short-acting betay-agonist should be taken for
immediate relief.

Adult and Adolescent Patients 12 Years of Age and Older: For
patients 12 years of age and older, the dosage is 2 inhalations
twice daily (morning and evening, approximately 12 hours
apart).

The recommended starting dosages for SYMBICORT for
patients 12 years of age and older are based upon patients’
asthma severity.

The maximum recommended dosage is SYMBICORT 160/4.5
mcg twice daily.

Improvement in asthma control following inhaled
administration of SYMBICORT can occur within 15 minutes
of beginning treatment, although maximum benefit may not be
achieved for 2 weeks or longer after beginning treatment.
Individual patients will experience a variable time to onset and
degree of symptom relief.

For patients who do not respond adequately to the starting
dose after 1-2 weeks of therapy with SYMBICORT 80/4.5,
replacement with SYMBICORT 160/4.5 may provide
additional asthma control.

If a previously effective dosage regimen of SYMBICORT
fails to provide adequate control of asthma, the therapeutic
regimen should be re-evaluated and additional therapeutic
options, (e.g., replacing the lower strength of SYMBICORT
with the higher strength, adding additional inhaled
corticosteroid, or initiating oral corticosteroids) should be
considered.

Chronic Obstructive Pulmonary Disease (COPD)
For patients with COPD the recommended dose is
SYMBICORT 160/4.5, two inhalations twice daily.

If shortness of breath occurs in the period between doses, an
inhaled, short-acting betaz-agonist should be taken for

immediate relief.

DOSAGE FORMS AND STRENGTHS

SYMBICORT is available as a metered-dose inhaler
containing a combination of budesonide (80 or 160 mcg) and
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formoterol (4.5 mcg) as an inhalation aerosol in the following
two strengths: 80/4.5 and 160/4.5. Each dosage strength
contains 60 or 120 actuations per/canister. Each strength of
SYMBICORT is supplied with a red plastic actuator with a
gray dust cap.

CONTRAINDICATIONS

The use of SYMBICORT is contraindicated in the following

conditions:

o Primary treatment of status asthmaticus or other acute
episodes of asthma or COPD where intensive measures
are required.

o Hypersensitivity to any of the ingredients in
SYMBICORT.

WARNINGS AND PRECAUTIONS

Asthma-Related Death

Long-acting beta,-adrenergic agonists, such as formoterol,
one of the active ingredients in SYMBICORT, increase the
risk of asthma-related death. Currently available data are
inadequate to determine whether concurrent use of
inhaled corticosteroids or other long-term asthma control
drugs mitigates the increased risk of asthma-related death
from LABA. Available data from controlled clinical trials
suggest that LABA increase the risk of asthma-related
hospitalization in pediatric and adolescent patients.
Therefore, when treating patients with asthma,
SYMBICORT should only be used for patients not
adequately controlled on a long-term asthma-control
medication, such as an inhaled corticosteroid or whose
disease severity clearly warrants initiation of treatment
with both an inhaled corticosteroid and LABA. Once
asthma control is achieved and maintained, assess the
patient at regular intervals and step down therapy (e.g.
discontinue SYMBICORT) if possible without loss of
asthma control, and maintain the patient on a long-term
asthma control medication, such as an inhaled
corticosteroid. Do not use SYMBICORT for patients
whose asthma is adequately controlled on low or medium
dose inhaled corticosteroids.

A 28-week, placebo controlled US study comparing the safety
of salmeterol with placebo, each added to usual asthma
therapy, showed an increase in asthma-related deaths in
patients receiving salmeterol (13/13,176 in patients treated
with salmeterol vs 3/13,179 in patients treated with placebo;
RR 4.37,95% CI 1.25, 15.34). This finding with salmeterol is
considered a class effect of the LABA, including formoterol,
one of the active ingredients in SYMBICORT. No study
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5.2

5.3

adequate to determine whether the rate of asthma-related
death is increased with SYMBICORT has been conducted.

Clinical studies with formoterol suggested a higher incidence
of serious asthma exacerbations in patients who received
formoterol than in those who received placebo. The sizes of
these studies were not adequate to precisely quantify the
differences in serious asthma exacerbation rates between
treatment groups.

Deterioration of Disease and Acute Episodes
SYMBICORT should not be initiated in patients during
rapidly deteriorating or potentially life-threatening episodes of
asthma or COPD. SYMBICORT has not been studied in
patients with acutely deteriorating asthma or COPD. The
initiation of SYMBICORT in this setting is not appropriate.

Increasing use of inhaled, short-acting beta,-agonists is a
marker of deteriorating asthma. In this situation, the patient
requires immediate re-evaluation with reassessment of the
treatment regimen, giving special consideration to the possible
need for replacing the current strength of SYMBICORT with
a higher strength, adding additional inhaled corticosteroid, or
initiating systemic corticosteroids. Patients should not use
more than 2 inhalations twice daily (morning and evening) of
SYMBICORT.

SYMBICORT should not be used for the relief of acute
symptoms, i.e., as rescue therapy for the treatment of acute
episodes of bronchospasm. An inhaled, short-acting beta,-
agonist, not SYMBICORT, should be used to relieve acute
symptoms such as shortness of breath. When prescribing
SYMBICORT, the physician must also provide the patient
with an inhaled, short-acting beta,-agonist (e.g., albuterol) for
treatment of acute symptoms, despite regular twice-daily
(morning and evening) use of SYMBICORT.

When beginning treatment with SYMBICORT, patients who
have been taking oral or inhaled, short-acting beta,-agonists
on a regular basis (e.g., 4 times a day) should be instructed to
discontinue the regular use of these drugs.

Excessive Use of SYMBICORT and Use with Other
Long-Acting Beta,-Agonists

As with other inhaled drugs containing beta,-adrenergic
agents, SYMBICORT should not be used more often than
recommended, at higher doses than recommended, or in
conjunction with other medications containing long-acting
beta-agonists, as an overdose may result. Clinically
significant cardiovascular effects and fatalities have been
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5.4

5.5

5.6

reported in association with excessive use of inhaled
sympathomimetic drugs. Patients using SYMBICORT should
not use an additional long-acting betay-agonist (e.g.,
salmeterol, formoterol fumarate, arformoterol tartrate) for any
reason, including  prevention of  exercise-induced
bronchospasm (EIB) or the treatment of asthma or COPD.

Local Effects

In clinical studies, the development of localized infections of
the mouth and pharynx with Candida albicans has occurred in
patients treated with SYMBICORT. When such an infection
develops, it should be treated with appropriate local or
systemic (i.e., oral antifungal) therapy while treatment with
SYMBICORT continues, but at times therapy with
SYMBICORT may need to be interrupted. Patients should
rinse the mouth after inhalation of SYMBICORT.

Pneumonia and Other Lower Respiratory Tract
Infections

Physicians should remain vigilant for the possible
development of pneumonia in patients with COPD as the
clinical features of pneumonia and exacerbations frequently
overlap. Lower respiratory tract infections, including
pneumonia, have been reported following the inhaled
administration of corticosteroids.

In a 6 month study of 1,704 patients with COPD, there was a
higher incidence of lung infections other than pneumonia
(e.g., bronchitis, viral lower respiratory tract infections, etc.)
in patients receiving SYMBICORT 160/4.5 (7.6%) than in
those receiving SYMBICORT 80/4.5 (3.2%), formoterol 4.5
mcg (4.6%) or placebo (3.3%). Pneumonia did not occur with
greater incidence in the SYMBICORT 160/4.5 group (1.1 %)
compared with placebo (1.3%). In a 12-month study of 1,964
patients with COPD, there was also a higher incidence of lung
infections other than pneumonia in patients receiving
SYMBICORT 160/4.5 (8.1%) than in those receiving
SYMBICORT 80/4.5 (6.9%), formoterol 4.5 mcg (7.1%) or
placebo (6.2%). Similar to the 6 month study, pneumonia did
not occur with greater incidence in the SYMBICORT 160/4.5
group (4.0%) compared with placebo (5.0%).

Immunosuppression

Patients who are on drugs that suppress the immune system
are more susceptible to infection than healthy individuals.
Chicken pox and measles, for example, can have a more
serious or even fatal course in susceptible children or adults
using corticosteroids. In such children or adults who have not
had these diseases or been properly immunized, particular care
should be taken to avoid exposure. How the dose, route, and
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duration of corticosteroid administration affects the risk of
developing a disseminated infection is not known. The
contribution of the underlying disease and/or prior
corticosteroid treatment to the risk is also not known. If
exposed, therapy with varicella zoster immune globulin
(VZIG) or pooled intravenous immunoglobulin (IVIG), as
appropriate, may be indicated. If exposed to measles,
prophylaxis with pooled intramuscular immunoglobulin (IG)
may be indicated. (See the respective package inserts for
complete VZIG and IG prescribing information.) If chicken
pox develops, treatment with antiviral agents may be
considered. The immune responsiveness to varicella vaccine
was evaluated in pediatric patients with asthma ages 12
months to 8§ years with budesonide inhalation suspension.

An open-label, nonrandomized clinical study examined the
immune responsiveness to varicella vaccine in 243 asthma
patients 12 months to 8 years of age who were treated with
budesonide inhalation suspension 0.25 mg to 1 mg daily
(n=151) or noncorticosteroid asthma therapy (n=92) (i.e.,
betay-agonists, leukotriene receptor antagonists, cromones).
The percentage of patients developing a seroprotective
antibody titer of > 5.0 (gpELISA value) in response to the
vaccination was similar in patients treated with budesonide
inhalation suspension (85%), compared to patients treated
with noncorticosteroid asthma therapy (90%). No patient
treated with budesonide inhalation suspension developed
chicken pox as a result of vaccination.

Inhaled corticosteroids should be used with caution, if at all,
in patients with active or quiescent tuberculosis infections of
the respiratory tract; untreated systemic fungal, bacterial,
viral, or parasitic infections; or ocular herpes simplex.

Transferring Patients From Systemic Corticosteroid
Therapy

Particular care is needed for patients who have been
transferred from systemically active corticosteroids to inhaled
corticosteroids because deaths due to adrenal insufficiency
have occurred in patients with asthma during and after transfer
from systemic corticosteroids to less systemically available
inhaled corticosteroids. After withdrawal from systemic
corticosteroids, a number of months are required for recovery
of hypothalamic-pituitary-adrenal (HPA) function.

Patients who have been previously maintained on 20 mg or
more per day of prednisone (or its equivalent) may be most
susceptible, particularly when their systemic corticosteroids
have been almost completely withdrawn. During this period of
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HPA suppression, patients may exhibit signs and symptoms of
adrenal insufficiency when exposed to trauma, surgery, or
infection (particularly gastroenteritis) or other conditions
associated with severe electrolyte loss.  Although
SYMBICORT may provide control of asthma symptoms
during these episodes, in recommended doses it supplies less
than normal physiological amounts of glucocorticoid
systemically and does NOT provide the mineralocorticoid
activity that is necessary for coping with these emergencies.

During periods of stress or a severe asthma attack, patients
who have been withdrawn from systemic corticosteroids
should be instructed to resume oral corticosteroids (in large
doses) immediately and to contact their physicians for further
instruction. These patients should also be instructed to carry a
warning card indicating that they may need supplementary
systemic corticosteroids during periods of stress or a severe
asthma attack.

Patients requiring oral corticosteroids should be weaned
slowly from systemic corticosteroid use after transferring to
SYMBICORT. Prednisone reduction can be accomplished by
reducing the daily prednisone dose by 2.5 mg on a weekly
basis during therapy with SYMBICORT. Lung function
(mean forced expiratory volume in 1 second [FEV,] or
morning peak expiratory flow [PEF], beta-agonist use, and
asthma symptoms should be carefully monitored during
withdrawal of oral corticosteroids. In addition to monitoring
asthma signs and symptoms, patients should be observed for
signs and symptoms of adrenal insufficiency, such as fatigue,
lassitude, weakness, nausea and vomiting, and hypotension.

Transfer of patients from systemic corticosteroid therapy to
inhaled corticosteroids or SYMBICORT may unmask
conditions previously suppressed by the systemic
corticosteroid therapy (e.g., rhinitis, conjunctivitis, eczema,
arthritis, eosinophilic conditions). = Some patients may
experience symptoms of systemically active corticosteroid
withdrawal (e.g., joint and/or muscular pain, lassitude,
depression) despite maintenance or even improvement of
respiratory function.

Hypercorticism and Adrenal Suppression

Budesonide, a component of SYMBICORT, will often help
control asthma symptoms with less suppression of HPA
function than therapeutically equivalent oral doses of
prednisone. Since budesonide is absorbed into the circulation
and can be systemically active at higher doses, the beneficial
effects of SYMBICORT in minimizing HPA dysfunction may
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be expected only when recommended dosages are not
exceeded and individual patients are titrated to the lowest
effective dose.

Because of the possibility of systemic absorption of inhaled
corticosteroids, patients treated with SYMBICORT should be
observed carefully for any evidence of systemic corticosteroid
effects. Particular care should be taken in observing patients
postoperatively or during periods of stress for evidence of
inadequate adrenal response.

It is possible that systemic corticosteroid effects such as
hypercorticism and adrenal suppression (including adrenal
crisis) may appear in a small number of patients, particularly
when budesonide is administered at higher than recommended
doses over prolonged periods of time. If such effects occur,
the dosage of SYMBICORT should be reduced slowly,
consistent with accepted procedures for reducing systemic
corticosteroids and for management of asthma symptomes.

Drug Interactions With Strong Cytochrome P450 3A4
Inhibitors

Caution should be exercised when considering the
coadministration of SYMBICORT with ketoconazole, and
other known strong CYP3A4 inhibitors (e.g., ritonavir,
atazanavir, clarithromycin, indinavir, itraconazole,
nefazodone, nelfinavir, saquinavir, telithromycin) because
adverse effects related to increased systemic exposure to
budesonide may occur [see Drug Interactions (7.1), Clinical

Pharmacology (12.3)]

Paradoxical Bronchospasm and Upper Airway
Symptoms

As with other inhaled medications, SYMBICORT can
produce paradoxical bronchospasm, which may be life
threatening. If paradoxical bronchospasm occurs following
dosing with SYMBICORT, it should be treated immediately
with an inhaled, short-acting bronchodilator, SYMBICORT
should be discontinued immediately, and alternative therapy
should be instituted.

Immediate Hypersensitivity Reactions

Immediate hypersensitivity reactions may occur after
administration of SYMBICORT, as demonstrated by cases of
urticaria, angioedema, rash, and bronchospasm.
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Cardiovascular and Central Nervous System Effects
Excessive beta-adrenergic stimulation has been associated
with  seizures, angina, hypertension or hypotension,
tachycardia with rates up to 200 beats/min, arrhythmias,
nervousness, headache, tremor, palpitation, nausea, dizziness,
fatigue, malaise, and insomnia [see Overdosage (10)].
Therefore, SYMBICORT, like all products containing
sympathomimetic amines, should be used with caution in
patients with cardiovascular disorders, especially coronary
insufficiency, cardiac arrhythmias, and hypertension.

Formoterol, a component of SYMBICORT, can produce a
clinically significant cardiovascular effect in some patients as
measured by pulse rate, blood pressure, and/or symptoms.
Although such effects are uncommon after administration of
formoterol at recommended doses, if they occur, the drug may
need to be discontinued. In addition, beta-agonists have been
reported to produce ECG changes, such as flattening of the T
wave, prolongation of the QTc interval, and ST segment
depression. The clinical significance of these findings is
unknown. Fatalities have been reported in association with
excessive use of inhaled sympathomimetic drugs.

Reduction in Bone Mineral Density

Decreases in bone mineral density (BMD) have been observed
with long-term administration of products containing inhaled
corticosteroids. The clinical significance of small changes in
BMD with regard to long-term consequences such as fracture
is unknown. Patients with major risk factors for decreased
bone mineral content, such as prolonged immobilization,
family history of osteoporosis, post menopausal status,
tobacco use, advanced age, poor nutrition, or chronic use of
drugs that can reduce bone mass (e.g., anticonvulsants, oral
corticosteroids) should be monitored and treated with
established standards of care. Since patients with COPD often
have multiple risk factors for reduced BMD, assessment of
BMD is recommended prior to initiating SYMBICORT and
periodically thereafter. If significant reductions in BMD are
seen and SYMBICORT is still considered medically important
for that patient's COPD therapy, use of medication to treat or
prevent osteoporosis should be strongly considered.

Effects of treatment with SYMBICORT 160/4.5,
SYMBICORT 80/4.5, formoterol 4.5, or placebo on BMD
was evaluated in a subset of 326 patients (females and males
41 to 88 years of age) with COPD in the 12-month study.
BMD evaluations of the hip and lumbar spine regions were
conducted at baseline and 52 weeks using dual energy x-ray
absorptiometry (DEXA) scans. Mean changes in BMD from
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baseline to end of treatment were small (mean changes ranged
from -0.01 - 0.01 g/em®). ANCOVA results for total spine and
total hip BMD based on the end of treatment time point
showed that all geometric LS Mean ratios for the pairwise
treatment group comparisons were close to 1, indicating that
overall, bone mineral density for total hip and total spine
regions for the 12 month time point were stable over the entire
treatment period.

Effect on Growth

Orally inhaled corticosteroids may cause a reduction in
growth velocity when administered to pediatric patients.
Monitor the growth of pediatric patients receiving
SYMBICORT routinely (e.g., via stadiometry). To minimize
the systemic effects of orally inhaled corticosteroids,
including SYMBICORT, titrate each patient's dose to the
lowest dosage that effectively controls his/her symptoms. /See
Dosage and Administration (2.1), Use in Specific Populations

(8.4).]

Glaucoma and Cataracts

Glaucoma, increased intraocular pressure, and cataracts have
been reported in patients with asthma and COPD following
the long-term administration of inhaled corticosteroids,
including budesonide, a component of SYMBICORT.
Therefore, close monitoring is warranted in patients with a
change in vision or with history of increased intraocular
pressure, glaucoma, and/or cataracts.

Effects of treatment with SYMBICORT 160/4.5,
SYMBICORT 80/4.5, formoterol 4.5, or placebo on
development of cataracts or glaucoma were evaluated in a
subset of 461 patients with COPD in the 12-month study.
Ophthalmic examinations were conducted at baseline, 24
weeks, and 52 weeks. There were 26 subjects (6%) with an
increase in posterior subcapsular score from baseline to
maximum value (>0.7) during the randomized treatment
period. Changes in posterior subcapsular scores of >0.7 from
baseline to treatment maximum occurred in 11 patients (9.0%)
in the SYMBICORT 160/4.5 group, 4 patients (3.8%) in the
SYMBICORT 80/4.5 group, 5 patients (4.2%) in the
formoterol group, and 6 patients (5.2%) in the placebo group.

Eosinophilic Conditions and Churg-Strauss
Syndrome

In rare cases, patients on inhaled corticosteroids may present
with systemic eosinophilic conditions. Some of these patients
have clinical features of vasculitis consistent with Churg-
Strauss syndrome, a condition that is often treated with
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systemic corticosteroid therapy. These events usually, but not
always, have been associated with the reduction and/or
withdrawal of oral corticosteroid therapy following the
introduction of inhaled corticosteroids. Physicians should be
alert to eosinophilia, vasculitic rash, worsening pulmonary
symptoms, cardiac complications, and/or neuropathy
presenting in their patients. A causal relationship between
budesonide and these underlying conditions has not been
established.

Coexisting Conditions

SYMBICORT, like all medications containing
sympathomimetic amines, should be used with caution in
patients with convulsive disorders or thyrotoxicosis and in
those who are unusually responsive to sympathomimetic
amines. Doses of the related beta,-adrenoceptor agonist
albuterol, when administered intravenously, have been
reported to aggravate preexisting diabetes mellitus and
ketoacidosis.

Hypokalemia and Hyperglycemia

Beta-adrenergic agonist medications may produce significant
hypokalemia in some patients, possibly through intracellular
shunting, which has the potential to produce adverse
cardiovascular effects [see Clinical Pharmacology (12.2)].
The decrease in serum potassium is usually transient, not
requiring supplementation. Clinically significant changes in
blood glucose and/or serum potassium were seen infrequently
during clinical studies with SYMBICORT at recommended
doses.

ADVERSE REACTIONS

Long-acting beta,-adrenergic agonists, such as formoterol
one of the active ingredients in SYMBICORT, increase the
risk of asthma-related death. Currently available data are
inadequate to determine whether concurrent use of
inhaled corticosteroids or other long-term asthma control
drugs mitigates the increased risk of asthma-related death
from LABA. Available data from controlled clinical trials
suggest that LABA increase the risk of asthma-related
hospitalization in pediatric and adolescent patients. Data
from a large placebo-controlled US study that compared the
safety of another long-acting beta-adrenergic agonist
(salmeterol) or placebo added to usual asthma therapy showed
an increase in asthma-related deaths in patients receiving
salmeterol. [see Warnings and Precautions (5.1)].
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Systemic and inhaled corticosteroid use may result in the
following:

Candida albicans infection [see Warnings and Precautions
(5.4)]

Pneumonia or lower respiratory tract infections in patients
with COPD [see Warnings and Precautions (5.5)]
Immunosuppression [see Warnings and Precautions (5.6)]
Hypercorticism and adrenal suppression [see Warnings and
Precautions (5.8)]

Growth effects in pediatric patients [see Warnings and
Precautions (5.14)]

Glaucoma and cataracts [see Warnings and Precautions

(5.15)]

Because clinical trials are conducted under widely varying
conditions, adverse reaction rates observed in the clinical trials
of a drug cannot be directly compared to rates in the clinical
trials of another drug and may not reflect the rates observed in
practice.

Clinical Trials Experience in Asthma

Patients 12 years and older

The overall safety data in adults and adolescents are based
upon 10 active- and placebo-controlled clinical trials in which
3393 patients ages 12 years and older (2052 females and 1341
males) with asthma of varying severity were treated with
SYMBICORT 80/4.5 or 160/4.5 mcg taken two inhalations
once or twice daily for 12 to 52 weeks. In these trials, the
patients on SYMBICORT had a mean age of 38 years and
were predominantly Caucasian (82%).

The incidence of common adverse events in Table 1 below is
based upon pooled data from three 12-week, double-blind,
placebo-controlled clinical studies in which 401 adult and
adolescent patients (148 males and 253 females) age 12 years
and older were treated with two inhalations of SYMBICORT
80/4.5 or SYMBICORT 160/4.5 twice daily. The
SYMBICORT group was composed of mostly Caucasian
(84%) patients with a mean age of 38 years, and a mean
percent predicted FEV, at baseline of 76 and 68 for the 80/4.5
mcg and 160/4.5 mcg treatment groups, respectively. Control
arms for comparison included two inhalations of budesonide
HFA metered dose inhaler (MDI) 80 or 160 mcg, formoterol
dry powder inhaler (DPI) 4.5 mcg, or placebo (MDI and DPI)
twice daily. Table 1 includes all adverse events that occurred
at an incidence of > 3% in any one SYMBICORT group and
more commonly than in the placebo group with twice-daily
dosing. In considering these data, the increased average
duration of patient exposure for SYMBICORT patients should
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be taken into account, as incidences are not adjusted for an
imbalance of treatment duration.

Table 1 Adverse-reactions occurring at an incidence of > 3% and more
commonly than placebo in the SYMBICORT groups: pooled data
from three 12-week, double-blind, placebo-controlled clinical asthma

trials in patients 12 years and older

Treatment* SYMBICORT Budesonide Formoterol Placebo
Adverse Event 80/4.5 160/4.5 80 160 4.5 mcg

mcg mcg  meg  meg N=237 N=400

N = N N = A %

277 =124 =121 109

% % % %

Nasopharyngitis 10.5 9.7 140 11.0 10.1 9.0
Headache 6.5 11.3  11.6 128 8.9 6.5
Upper respiratory tract infection 7.6 10.5 8.3 9.2 7.6 7.8
Pharyngolaryngeal pain 6.1 8.9 5.0 7.3 3.0 4.8
Sinusitis 5.8 4.8 5.8 2.8 6.3 4.8
Influenza 32 2.4 6.6 0.9 3.0 1.3
Back pain 32 1.6 2.5 5.5 2.1 0.8
Nasal congestion 2.5 3.2 2.5 3.7 1.3 1.0
Stomach discomfort 1.1 6.5 2.5 4.6 1.3 1.8
Vomiting 1.4 3.2 0.8 2.8 1.7 1.0
Oral Candidiasis 1.4 3.2 0 0 0 0.8
Average Duration of Exposure (days) 77.7 73.8 77.0 714 62.4 55.9

*All treatments were administered as two inhalations twice daily.

Long-term safety - asthma clinical trials in patients
12 years and older

Long-term safety studies in adolescent and adult patients 12
years of age and older, treated for up to 1 year at doses up to
1280/36 mcg/day (640/18 mcg twice daily), revealed neither
clinically important changes in the incidence nor new types of
adverse events emerging after longer periods of treatment.
Similarly, no significant or unexpected patterns of
abnormalities were observed for up to 1 year in safety
measures including chemistry, hematology, ECG, Holter
monitor, and HPA-axis assessments.

Clinical Trials Experience in Chronic Obstructive
Pulmonary Disease

The incidence of common adverse events in Table 2 below is
based upon pooled data from two double-blind, placebo-
controlled clinical studies (6 and 12 months in duration) in
which 771 adult COPD patients (496 males and 275 females)
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40 years of age and older were treated with SYMBICORT
160/4.5, two inhalations twice daily. Of these patients 651
were treated for 6 months and 366 were treated for 12 months.
The SYMBICORT group was composed of mostly Caucasian
(93%) patients with a mean age of 63 years, and a mean
percent predicted FEV, at baseline of 33%. Control arms for
comparison included two inhalations of budesonide HFA
(MDI) 160 mcg, formoterol (DPI) 4.5 mcg or placebo (MDI
and DPI) twice daily. Table 2 includes all adverse events that
occurred at an incidence of > 3% in the SYMBICORT group
and more commonly than in the placebo group. In considering
these data, the increased average duration of patient exposure
to SYMBICORT should be taken into account, as incidences
are not adjusted for an imbalance of treatment duration.

Table 2 Adverse reactions occurring at an incidence of > 3% and more commonly than
placebo in the SYMBICORT group: pooled data from two double-blind, placebo-
controlled clinical COPD trials

Treatment* SYMBICORT Budesonide Formoterol Placebo
160/4.5 mcg 160 mcg 4.5 mcg

N=771 N =275 N=779 N =781
Adverse Event % % % %
Nasopharyngitis 7.3 33 5.8 4.9
Oral candidiasis 6.0 4.4 1.2 1.8
Bronchitis 5.4 4.7 4.5 3.5
Sinusitis 3.5 1.5 3.1 1.8
Upper respiratory tract 35 1.8 3.6 2.7

infection viral

Average Duration of 255.2 157.1 240.3 223.7
Exposure (days)

All treatments were administered as two inhalations twice daily.

Lung infections other than pneumonia (mostly bronchitis)
occurred in a greater percentage of subjects treated with
SYMBICORT 160/4.5 compared with placebo (7.9% vs.
5.1%, respectively). There were no clinically important or
unexpected patterns of abnormalities observed for up to 1 year
in chemistry, haematology, ECG, ECG (Holter) monitoring,
HPA-axis, bone mineral density and ophthalmology
assessments.

6.3 Postmarketing Experience
The following adverse reactions have been reported during
post-approval use of SYMBICORT. Because these reactions
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are reported voluntarily from a population of uncertain size, it
is not always possible to reliably estimate their frequency or
establish a causal relationship to drug exposure. Some of these
adverse reactions may also have been observed in clinical
studies with SYMBICORT.

Cardiac disorders: angina pectoris, tachycardia, atrial and
ventricular tachyarrhythmias, atrial fibrillation, extrasystoles,
palpitations

Endocrine disorders: hypercorticism, growth velocity
reduction in pediatric patients

Eye disorders: cataract, glaucoma, increased intraocular
pressure

Gastrointestinal disorders: oropharyngeal candidiasis, nausea
Immune system disorders: immediate and delayed
hypersensitivity reactions, such as anaphylactic reaction,
angioedema, bronchospasm, urticaria, exanthema, dermatitis,
pruritus

Metabolic and nutrition disorders: hyperglycemia,
hypokalemia

Musculoskeletal, connective tissue, and bone disorders:
muscle cramps

Nervous system disorders: tremor, dizziness

Psychiatric disorders: behavior disturbances, sleep
disturbances, nervousness, agitation, depression, restlessness
Respiratory, thoracic, and mediastinal disorders: dysphonia,
cough, throat irritation

Skin and subcutaneous tissue disorders. skin bruising
Vascular disorders: hypotension, hypertension

DRUG INTERACTIONS

In clinical studies, concurrent administration of SYMBICORT
and other drugs, such as short-acting beta-agonists, intranasal
corticosteroids, and antihistamines/decongestants has not
resulted in an increased frequency of adverse reactions. No
formal drug interaction studies have been performed with
SYMBICORT.

Inhibitors of Cytochrome P4503A4

The main route of metabolism of corticosteroids, including
budesonide, a component of SYMBICORT, is via cytochrome
P450 (CYP) isoenzyme 3A4 (CYP3A4). After oral
administration of ketoconazole, a strong inhibitor of CYP3A4,
the mean plasma concentration of orally administered
budesonide increased. Concomitant administration of
CYP3A4 may inhibit the metabolism of, and increase the
systemic exposure to, budesonide. Caution should be
exercised when considering the coadministration of
SYMBICORT with long-term ketoconazole and other known
strong CYP3A4 inhibitors (e.g., ritonavir, atazanavir,
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clarithromycin, indinavir, itraconazole, nefazodone, nelfinavir,
saquinavir, telithromycin) [see Warnings and Precautions

(5.9)].

Monoamine Oxidase Inhibitors and Tricyclic
Antidepressants

SYMBICORT should be administered with caution to patients
being treated with monoamine oxidase inhibitors or tricyclic
antidepressants, or within 2 weeks of discontinuation of such
agents, because the action of formoterol, a component of
SYMBICORT, on the vascular system may be potentiated by
these agents. In clinical trials with SYMBICORT, a limited
number of COPD and asthma patients received tricyclic
antidepressants, and, therefore, no clinically meaningful
conclusions on adverse events can be made.

Beta-Adrenergic Receptor Blocking Agents
Beta-blockers (including eye drops) may not only block the
pulmonary effect of beta-agonists, such as formoterol, a
component of SYMBICORT, but may produce severe
bronchospasm in patients with asthma. Therefore, patients
with asthma should not normally be treated with beta-
blockers. However, under certain circumstances, there may be
no acceptable alternatives to the use of beta-adrenergic
blocking agents in patients with asthma. In this setting,
cardioselective beta-blockers could be considered, although
they should be administered with caution.

Diuretics

The ECG changes and/or hypokalemia that may result from
the administration of non—potassium-sparing diuretics (such
as loop or thiazide diuretics) can be acutely worsened by beta-
agonists, especially when the recommended dose of the beta-
agonist is exceeded. Although the clinical significance of
these effects is not known, caution is advised in the
coadministration of SYMBICORT with non—potassium-
sparing diuretics.

USE IN SPECIFIC POPULATIONS

Pregnancy

Teratogenic Effects: Pregnancy Category C.

There are no adequate and well-controlled studies of
SYMBICORT in pregnant women. SYMBICORT was
teratogenic and embryocidal in rats. Budesonide alone was
teratogenic and embryocidal in rats and rabbits, but not in
humans at therapeutic doses. Formoterol fumarate alone was
teratogenic in rats and rabbits. Formoterol fumarate was also
embryocidal, increased pup loss at birth and during lactation,
and decreased pup weight in rats. SYMBICORT should be
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used during pregnancy only if the potential benefit justifies the
potential risk to the fetus.

SYMBICORT

In a reproduction study in rats, budesonide combined with
formoterol fumarate by the inhalation route at doses
approximately 1/7 and 1/3, respectively, the maximum
recommended human daily inhalation dose on a mg/m” basis
produced umbilical hernia. No teratogenic or embryocidal
effects were detected with budesonide combined with
formoterol fumarate by the inhalation route at doses
approximately 1/32 and 1/16, respectively, the maximum
recommended human daily inhalation dose on a mg/m? basis.

Budesonide

Studies of pregnant women have not shown that inhaled
budesonide increases the risk of abnormalities when
administered during pregnancy. The results from a large
population-based prospective cohort epidemiological study
reviewing data from three Swedish registries covering
approximately 99% of the pregnancies from 1995-1997 (ie,
Swedish Medical Birth Registry; Registry of Congenital
Malformations; Child Cardiology Registry) indicate no
increased risk for congenital malformations from the use of
inhaled budesonide during early pregnancy. Congenital
malformations were studied in 2014 infants born to mothers
reporting the use of inhaled budesonide for asthma in early
pregnancy (usually 10-12 weeks after the last menstrual
period), the period when most major organ malformations
occur. The rate of recorded congenital malformations was
similar compared to the general population rate (3.8% vs
3.5%, respectively). In addition, after exposure to inhaled
budesonide, the number of infants born with orofacial clefts
was similar to the expected number in the normal population
(4 children vs 3.3, respectively).

These same data were utilized in a second study bringing the
total to 2534 infants whose mothers were exposed to inhaled
budesonide. In this study, the rate of congenital malformations
among infants whose mothers were exposed to inhaled
budesonide during early pregnancy was not different from the
rate for all newborn babies during the same period (3.6%).

Budesonide produced fetal loss, decreased pup weight, and
skeletal abnormalities at subcutaneous doses in rabbits less
than the maximum recommended human daily inhalation dose
on a meg/m” basis and in rats at doses approximately 6 times
the maximum recommended human daily inhalation dose on a
mcg/m’ basis. In another study in rats, no teratogenic or
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embryocidal effects were seen at inhalation doses up to 3
times the maximum recommended human daily inhalation
dose on a meg/m” basis.

Experience with oral corticosteroids since their introduction in
pharmacologic as opposed to physiologic doses suggests that
rodents are more prone to teratogenic effects from
corticosteroids than humans.

Formoterol

Formoterol fumarate has been shown to be teratogenic,
embryocidal, to increase pup loss at birth and during lactation,
and to decrease pup weights in rats when given at oral doses
1400 times and greater the maximum recommended human
daily inhalation dose on a mcg/m” basis. Umbilical hernia
was observed in rat fetuses at oral doses 1400 times and
greater the maximum recommended human daily inhalation
dose on a mcg/m? basis. Brachygnathia was observed in rat
fetuses at an oral dose 7000 times the maximum
recommended human daily inhalation dose on a mcg/m” basis.
Pregnancy was prolonged at an oral dose 7000 times the
maximum recommended human daily inhalation dose on a
mcg/m” basis. In another study in rats, no teratogenic effects
were seen at inhalation doses up to 500 times the maximum
recommended human daily inhalation dose on a meg/m” basis.

Subcapsular cysts on the liver were observed in rabbit fetuses
at an oral dose 54,000 times the maximum recommended
human daily inhalation dose on a mcg/m’ basis. No
teratogenic effects were observed at oral doses up to 3200
times the maximum recommended human daily inhalation
dose on a meg/m” basis.

Nonteratogenic Effects

Hypoadrenalism may occur in infants born of mothers
receiving corticosteroids during pregnancy. Such infants
should be carefully observed.

Labor and Delivery

There are no well-controlled human studies that have
investigated the effects of SYMBICORT on preterm labor or
labor at term. Because of the potential for beta-agonist
interference with uterine contractility, use of SYMBICORT
for management of asthma during labor should be restricted to
those patients in whom the benefits clearly outweigh the risks.
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Nursing Mothers

Since there are no data from controlled trials on the use of
SYMBICORT by nursing mothers, a decision should be made
whether to discontinue nursing or to discontinue
SYMBICORT, taking into account the importance of
SYMBICORT to the mother.

Budesonide, like other corticosteroids, is secreted in human
milk. Data with budesonide delivered via dry powder inhaler
indicates that the total daily oral dose of budesonide available
in breast milk to the infant is approximately 0.3% to 1% of the
dose inhaled by the mother [see Clinical Pharmacology,
Pharmacokinetics (12.30)]. For SYMBICORT, the dose of
budesonide available to the infant in breast milk, as a
percentage of the maternal dose, would be expected to be
similar.

In reproductive studies in rats, formoterol was excreted in the
milk. It is not known whether formoterol is excreted in
human milk.

Pediatric Use

Safety and effectiveness of SYMBICORT in asthma patients
12 years of age and older have been established in studies up
to 12 months. In the two 12-week, double-blind, placebo-
controlled US pivotal studies 25 patients 12 to 17 years of age
were treated with SYMBICORT twice daily [see Clinical
Studies (14.1)]. Efficacy results in this age group were similar
to those observed in patients 18 years and older. There were
no obvious differences in the type or frequency of adverse
events reported in this age group compared with patients 18
years of age and older.

The safety and effectiveness of SYMBICORT in asthma
patients 6 to <12 years of age has not been established.

Overall 1447 asthma patients 6 to <12 years of age
participated in placebo- and active-controlled SYMBICORT
studies. Of these 1447 patients, 539 received SYMBICORT
twice daily. The overall safety profile of these patients was
similar to that observed in patients >12 years of age who also
received SYMBICORT twice daily in studies of similar
design.

Controlled clinical studies have shown that orally inhaled
corticosteroids including budesonide, a component of
SYMBICORT, may cause a reduction in growth velocity in
pediatric patients. This effect has been observed in the
absence of laboratory evidence of HPA-axis suppression,
suggesting that growth velocity is a more sensitive indicator of
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systemic corticosteroid exposure in pediatric patients than
some commonly used tests of HPA-axis function. The long-
term effect of this reduction in growth velocity associated with
orally inhaled corticosteroids, including the impact on final
height are unknown. The potential for “catch-up” growth
following discontinuation of treatment with orally inhaled
corticosteroids has not been adequately studied.

In a study of asthmatic children 5-12 years of age, those
treated with budesonide DPI 200 mcg twice daily (n=311) had
a 1.1 centimeter reduction in growth compared with those
receiving placebo (n=418) at the end of one year; the
difference between these two treatment groups did not
increase further over three years of additional treatment. By
the end of 4 years, children treated with budesonide DPI and
children treated with placebo had similar growth velocities.
Conclusions drawn from this study may be confounded by the
unequal use of corticosteroids in the treatment groups and
inclusion of data from patients attaining puberty during the
course of the study.

The growth of pediatric patients receiving orally inhaled
corticosteroids, including SYMBICORT, should be
monitored. If a child or adolescent on any corticosteroid
appears to have growth suppression, the possibility that he/she
is particularly sensitive to this effect should be considered.
The potential growth effects of prolonged treatment should be
weighed against the clinical benefits obtained. To minimize
the systemic effects of orally inhaled corticosteroids,
including SYMBICORT, each patient should be titrated to the
lowest strength that effectively controls his/her asthma [see
Dosage and Administration (2)].

Geriatric Use

Of the total number of patients in asthma clinical studies
treated with SYMBICORT twice daily, 149 were 65 years of
age or older, of whom 25 were 75 years of age or older.

In the COPD studies of 6 to 12 months duration, 349 patients
treated with SYMBICORT 160/4.5 twice daily were 65 years
old and above and of those, 73 patients were 75 years of age
and older. No overall differences in safety or effectiveness
were observed between these patients and younger patients,
and other reported clinical experience has not identified
differences in responses between the elderly and younger
patients.

As with other products containing betay-agonists, special
caution should be observed when using SYMBICORT in
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geriatric patients who have concomitant cardiovascular
disease that could be adversely affected by beta,-agonists.

Based on available data for SYMBICORT or its active
components, no adjustment of dosage of SYMBICORT in
geriatric patients is warranted.

Hepatic Impairment

Formal pharmacokinetic studies using SYMBICORT have not
been conducted in patients with hepatic impairment.
However, since both budesonide and formoterol fumarate are
predominantly cleared by hepatic metabolism, impairment of
liver function may lead to accumulation of budesonide and
formoterol fumarate in plasma. Therefore, patients with
hepatic disease should be closely monitored.

Renal Impairment
Formal pharmacokinetic studies using SYMBICORT have not
been conducted in patients with renal impairment.

OVERDOSAGE

SYMBICORT

SYMBICORT contains both budesonide and formoterol;
therefore, the risks associated with overdosage for the
individual components described below apply to
SYMBICORT. In pharmacokinetic studies, single doses of
960/54 mcg (12 actuations of SYMBICORT 80/4.5) and
1280/36 mcg (8 actuations of 160/4.5), were administered to
patients with COPD. A total of 1920/54 mcg (12 actuations of
SYMBICORT 160/4.5) was administered as a single dose to
both healthy subjects and patients with asthma. In a long-term
active-controlled safety study in asthma patients,
SYMBICORT 160/4.5 was administered for up to 12 months
at doses up to twice the highest recommended daily dose.
There were no clinically significant adverse reactions
observed in any of these studies.

Clinical signs in dogs that received a single inhalation dose of
SYMBICORT (a combination of budesonide and formoterol)
in a dry powder included tremor, mucosal redness, nasal
catarrh, redness of intact skin, abdominal respiration,
vomiting, and salivation; in the rat, the only clinical sign
observed was increased respiratory rate in the first hour after
dosing. No deaths occurred in rats given a combination of
budesonide and formoterol at acute inhalation doses of 97 and
3 mg/kg, respectively (approximately 1200 and 1350 times the
maximum recommended human daily inhalation dose on a
mcg/m® basis). No deaths occurred in dogs given a
combination of budesonide and formoterol at the acute
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inhalation doses of 732 and 22 mcg/kg, respectively
(approximately 30 times the maximum recommended human
daily inhalation dose of budesonide and formoterol on a
mcg/m” basis).

Budesonide

The potential for acute toxic effects following overdose of
budesonide is low. If used at excessive doses for prolonged
periods, systemic corticosteroid effects such as hypercorticism
may occur [see Warnings and Precautions (5)]. Budesonide
at five times the highest recommended dose (3200 mcg daily)
administered to humans for 6 weeks caused a significant
reduction (27%) in the plasma cortisol response to a 6-hour
infusion of ACTH compared with placebo (+1%). The
corresponding effect of 10 mg prednisone daily was a 35%
reduction in the plasma cortisol response to ACTH.

In mice, the minimal inhalation lethal dose was 100 mg/kg
(approximately 600 times the maximum recommended human
daily inhalation dose on a mcg/m’ basis). In rats, there were
no deaths following the administration of an inhalation dose of
68 mg/kg (approximately 900 times the maximum
recommended human daily inhalation dose on a mcg/m’
basis). The minimal oral lethal dose in mice was 200 mg/kg
(approximately 1300 times the maximum recommended
human daily inhalation dose on a mcg/m?” basis) and less than
100 mg/kg in rats (approximately 1300 times the maximum
recommended human daily inhalation dose on a mcg/m’
basis).

Formoterol

An overdose of formoterol would likely lead to an
exaggeration of effects that are typical for beta,-agonists:
seizures, angina, hypertension, hypotension, tachycardia, atrial
and ventricular tachyarrhythmias, nervousness, headache,
tremor, palpitations, muscle cramps, nausea, dizziness, sleep
disturbances, metabolic acidosis, hyperglycemia,
hypokalemia. As with all sympathomimetic medications,
cardiac arrest and even death may be associated with abuse of
formoterol. No clinically significant adverse reactions were
seen when formoterol was delivered to adult patients with
acute bronchoconstriction at a dose of 90 mcg/day over 3
hours or to stable asthmatics 3 times a day at a total dose of 54
mcg/day for 3 days.

Treatment of formoterol overdosage consists of
discontinuation of the medication together with institution of
appropriate symptomatic and/or supportive therapy. The
judicious use of a cardioselective beta-receptor blocker may
be considered, bearing in mind that such medication can
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produce bronchospasm. There is insufficient evidence to
determine if dialysis is beneficial for overdosage of
formoterol. Cardiac monitoring is recommended in cases of
overdosage.

No deaths were seen in mice given formoterol at an inhalation
dose of 276 mg/kg (more than 62,200 times the maximum
recommended human daily inhalation dose on a mcg/m’
basis). In rats, the minimum lethal inhalation dose was 40
mg/kg (approximately 18,000 times the maximum
recommended human daily inhalation dose on a mcg/m’
basis). No deaths were seen in mice that received an oral dose
of 2000 mg/kg (more than 450,000 times the maximum
recommended human daily inhalation dose on a mcg/m’
basis). Maximum nonlethal oral doses were 252 mg/kg in
young rats and 1500 mg/kg in adult rats (approximately
114,000 times and 675,000 times the maximum recommended
human inhalation dose on a mcg/m? basis).

DESCRIPTION

SYMBICORT 80/4.5 and SYMBICORT 160/4.5 each contain
micronized budesonide and micronized formoterol fumarate
dihydrate for oral inhalation only.

Each SYMBICORT 80/4.5 and SYMBICORT 160/4.5
canister is formulated as a hydrofluoroalkane (HFA 227;
1,1,1,2,3,3,3-heptafluoropropane)-propelled pressurized
metered dose inhaler containing either 60 or 120 actuations
[see Dosage Forms and Strengths (3) and How
Supplied/Storage and Handling (16)]. After priming, each
actuation meters either 91/5.1 mcg or 181/5.1 mcg from the
valve and delivers either 80/4.5 mcg, or 160/4.5 mcg
(budesonide  micronized/formoterol  fumarate  dihydrate
micronized) from the actuator. The actual amount of drug
delivered to the lung may depend on patient factors, such as
the coordination between actuation of the device and
inspiration through the delivery system. SYMBICORT also
contains povidone K25 USP as a suspending agent and
polyethylene glycol 1000 NF as a lubricant.

SYMBICORT should be primed before using for the first time
by releasing two test sprays into the air away from the face,
shaking well for 5 seconds before each spray. In cases where
the inhaler has not been used for more than 7 days or when it
has been dropped, prime the inhaler again by shaking well for
5 seconds before each spray and releasing two test sprays into
the air away from the face.

One active component of SYMBICORT is budesonide, a
corticosteroid designated chemically as (RS)-11p, 16a, 17,21-
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Tetrahydroxypregna-1,4-diene-3,20-dione cyclic 16,17-acetal
with butyraldehyde. Budesonide is provided as a mixture of
two epimers (22R and 22S). The empirical formula of
budesonide is CsH340¢ and its molecular weight is 430.5. Its
structural formula is:

Budesonide is a white to off-white, tasteless, odorless powder
which is practically insoluble in water and in heptane,
sparingly soluble in ethanol, and freely soluble in chloroform.
Its partit3ion coefficient between octanol and water at pH 7.4 is
1.6 x 10°.

The other active component of SYMBICORT is formoterol
fumarate dihydrate, a selective betay-agonist designated
chemically as (R*,R*)-(+)-N-[2-hydroxy-5-[1-hydroxy-2-[[2-
(4-methoxyphenyl)-1-
methylethylJamino]ethyl|phenyl[formamide, (E)-2-
butendioate(2:1), dihydrate. = The empirical formula of
formoterol is C4,Hs¢N4O14 and its molecular weight is 840.9.
Its structural formula is:

HO CH . _COCH
L LY e
0% N TN
H H :
OH

2H,0
2

Formoterol fumarate dihydrate is a powder which is slightly
soluble in water. Its octanol-water partition coefficient at pH
7.4 is 2.6. The pKa of formoterol fumarate dihydrate at 25°C
is 7.9 for the phenolic group and 9.2 for the amino group.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
SYMBICORT
SYMBICORT contains both budesonide and formoterol,;
therefore, the mechanisms of action described below for the
individual components apply to SYMBICORT. These drugs
represent two classes of medications (a synthetic
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corticosteroid and a long-acting selective beta,-adrenoceptor
agonist) that have different effects on clinical, physiological,
and inflammatory indices of Chronic Obstructive Pulmonary
Disease (COPD) and asthma.

Budesonide

Budesonide is an anti-inflammatory corticosteroid that
exhibits  potent glucocorticoid activity and  weak
mineralocorticoid activity. In standard in vitro and animal
models, budesonide has approximately a 200-fold higher
affinity for the glucocorticoid receptor and a 1000-fold higher
topical anti-inflammatory potency than cortisol (rat croton oil
ear edema assay). As a measure of systemic activity,
budesonide is 40 times more potent than cortisol when
administered subcutaneously and 25 times more potent when
administered orally in the rat thymus involution assay.

In glucocorticoid receptor affinity studies, the 22R form of
budesonide was two times as active as the 22S epimer. In
vitro studies indicated that the two forms of budesonide do not
interconvert.

Inflammation is an important component in the pathogenesis
of COPD and asthma. Corticosteroids have a wide range of
inhibitory activities against multiple cell types (eg, mast cells,
eosinophils, neutrophils, macrophages, and lymphocytes) and
mediators (eg, histamine, eicosanoids, leukotrienes, and
cytokines) involved in allergic and non-allergic-mediated
inflammation. =~ These  anti-inflammatory  actions  of
corticosteroids may contribute to their efficacy in COPD and
asthma.

Studies in asthmatic patients have shown a favorable ratio
between topical anti-inflammatory activity and systemic
corticosteroid effects over a wide range of doses of
budesonide. This is explained by a combination of a relatively
high local anti-inflammatory effect, extensive first pass
hepatic degradation of orally absorbed drug (85%-95%), and
the low potency of formed metabolites.

Formoterol

Formoterol fumarate is a long-acting selective beta,-
adrenergic agonist (betay-agonist) with a rapid onset of action.
Inhaled formoterol fumarate acts locally in the lung as a
bronchodilator. In vitro studies have shown that formoterol
has more than 200-fold greater agonist activity at beta,-
receptors than at beta;-receptors. The in vitro binding
selectivity to beta,- over beta;-adrenoceptors is higher for
formoterol than for albuterol (5 times), whereas salmeterol has
a higher (3 times) beta ,-selectivity ratio than formoterol.
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Although beta,-receptors are the predominant adrenergic
receptors in bronchial smooth muscle and beta;-receptors are
the predominant receptors in the heart, there are also beta,-
receptors in the human heart comprising 10% to 50% of the
total beta-adrenergic receptors. The precise function of these
receptors has not been established, but they raise the
possibility that even highly selective beta,-agonists may have
cardiac effects.

The pharmacologic effects of betay-adrenoceptor agonist
drugs, including formoterol, are at least in part attributable to
stimulation of intracellular adenyl cyclase, the enzyme that
catalyzes the conversion of adenosine triphosphate (ATP) to
cyclic-3', 5'-adenosine monophosphate (cyclic AMP).
Increased cyclic AMP levels cause relaxation of bronchial
smooth muscle and inhibition of release of mediators of
immediate hypersensitivity from cells, especially from mast
cells.

In vitro tests show that formoterol is an inhibitor of the release
of mast cell mediators, such as histamine and leukotrienes,
from the human lung. Formoterol also inhibits histamine-
induced plasma albumin extravasation in anesthetized guinea
pigs and inhibits allergen-induced eosinophil influx in dogs
with airway hyper-responsiveness. The relevance of these in
vitro and animal findings to humans is unknown.

Pharmacodynamics

Asthma

Cardiovascular effects: In a single-dose cross-over study
involving 201 patients with persistent asthma, single-dose
treatments of 4.5, 9, and 18 mcg of formoterol in combination
with 320 mcg of budesonide delivered via SYMBICORT were
compared to budesonide 320 mcg alone. Dose-ordered
improvements in FEV; were demonstrated when compared
with budesonide. ECGs and blood samples for glucose and
potassium were obtained postdose. For SYMBICORT, small
mean increases in serum glucose and decreases in serum
potassium (+0.44 mmol/L and -0.18 mmol/L at the highest
dose, respectively) were observed with increasing doses of
formoterol, compared to budesonide. In ECGs, SYMBICORT
produced small dose-related mean increases in heart rate
(approximately 3 bpm at the highest dose), and QTc intervals
(3-6 msec) compared to budesonide alone. No subject had a
QT or QTc value >500 msec.

In the United States, five 12-week, active- and placebo-
controlled studies evaluated 2152 patients aged 12 years and
older with asthma. Systemic pharmacodynamic effects of
formoterol (heart/pulse rate, blood pressure, QTc interval,
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potassium, and glucose) were similar in patients treated with
SYMBICORT, compared with patients treated with
formoterol dry inhalation powder 4.5 mcg, two inhalations
twice daily. No patient had a QT or QTc value >500 msec
during treatment.

In three placebo-controlled studies in adolescents and adults
with asthma, aged 12 years and older, a total of 1232 patients
(553 patients in the SYMBICORT group) had evaluable
continuous 24-hour electrocardiographic monitoring. Overall,
there were no important differences in the occurrence of
ventricular or supraventricular ectopy and no evidence of
increased risk for clinically significant dysrhythmia in the
SYMBICORT group compared to placebo.

HPA axis effects: Overall, no clinically important effects on
HPA axis, as measured by 24-hour urinary cortisol, were
observed for SYMBICORT treated adult or adolescent
patients at doses up to 640/18 mcg/day compared to
budesonide.

Chronic Obstructive Pulmonary Disease:

Cardiovascular effects: In 2 clinical studies, 6 months and 12
months in duration including 3668 COPD patients, no
clinically important differences were seen in pulse rate, blood
pressure, potassium, and glucose between SYMBICORT, the
individual components of SYMBICORT, and placebo. [see
Clinical Studies (14.2)].

ECGs recorded at multiple clinic visits on treatment in both
studies showed no clinically important differences for heart
rate, PR interval, QRS duration, heart rate, signs of cardiac
ischemia or arrhythmias between SYMBICORT 160/4.5 the
monoproducts and placebo, all administered as two
inhalations twice daily. Based on ECGs, 6 patients treated
with SYMBICORT 160/4.5, 6 patients treated with
formoterol 4.5, and 6 patients in the placebo group
experienced atrial fibrillation or flutter that was not present at
baseline. There were no cases of nonsustained ventricular
tachycardia in the SYMBICORT 160/4.5, formoterol 4.5, or
placebo groups.

In the 12-month study, 520 patients had evaluable continuous
24-hour ECG (Holter) monitoring prior to the first dose and
after approximately 1 and 4 months on treatment. No
clinically important differences 1in  ventricular or
supraventricular arrhythmias, ventricular or supraventricular
ectopic beats, or heart rate were observed among the groups
treated with SYMBICORT 160/4.5, formoterol or placebo
taken as two inhalations twice daily. Based on ECG (Holter)
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monitoring, one patient on SYMBICORT 160/4.5, no patients
on formoterol 4.5, and three patients in the placebo group
experienced atrial fibrillation or flutter that was not present at
baseline.

HPA axis effects: Twenty-four hour wurinary cortisol
measurements were collected in a pooled subset (n=616) of
patients from two COPD studies. The data indicated
approximately 30% lower mean 24-hour urinary free cortisol
values following chronic administration (> 6 months) of
SYMBICORT relative to placebo. SYMBICORT appeared to
exhibit comparable cortisol suppression to budesonide 160
mcg alone or coadministration of budesonide 160 mcg and
formoterol 4.5 mcg. For patients treated with SYMBICORT
or placebo for up to 12 months, the percentage of patients who
shifted from normal to low for this measure were generally
comparable.

Other Budesonide Products

To confirm that systemic absorption is not a significant factor
in the clinical efficacy of inhaled budesonide, a clinical study
in patients with asthma was performed comparing 400 mcg
budesonide administered via a pressurized metered dose
inhaler with a tube spacer to 1400 mcg of oral budesonide and
placebo. The study demonstrated the efficacy of inhaled
budesonide but not orally ingested budesonide, despite
comparable systemic levels. Thus, the therapeutic effect of
conventional doses of orally inhaled budesonide are largely
explained by its direct action on the respiratory tract.

Inhaled budesonide has been shown to decrease airway
reactivity to various challenge models, including histamine,
methacholine, sodium metabisulfite, and adenosine
monophosphate in patients with hyperreactive airways. The
clinical relevance of these models is not certain.

Pretreatment with inhaled budesonide, 1600 mcg daily (800
mcg twice daily) for 2 weeks reduced the acute (early-phase
reaction) and delayed (late-phase reaction) decrease in FEV,
following inhaled allergen challenge.

The systemic effects of inhaled corticosteroids are related to
the systemic exposure to such drugs. Pharmacokinetic studies
have demonstrated that in both adults and children with
asthma the systemic exposure to budesonide is lower with
SYMBICORT compared with inhaled budesonide
administered at the same delivered dose via a dry powder
inhaler [see Clinical Pharmacology, Pharmacokinetics,
SYMBICORT (12.3)]. Therefore, the systemic effects (HPA
axis and growth) of budesonide delivered from SYMBICORT
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would be expected to be no greater than what is reported for
inhaled budesonide when administered at comparable doses
via the dry powder inhaler [see Use in Specific Populations,
Pediatric Use (8.4)].

HPA Axis Effects: The effects of inhaled budesonide
administered via a dry powder inhaler on the hypothalamic-
pituitary-adrenal (HPA) axis were studied in 905 adults and
404 pediatric patients with asthma. For most patients, the
ability to increase cortisol production in response to stress, as
assessed by cosyntropin (ACTH) stimulation test, remained
intact with budesonide treatment at recommended doses. For
adult patients treated with 100, 200, 400, or 800 mcg twice
daily for 12 weeks, 4%, 2%, 6%, and 13%, respectively, had
an abnormal stimulated cortisol response (peak cortisol <14.5
mcg/dL assessed by liquid chromatography following short-
cosyntropin test) as compared to 8% of patients treated with
placebo. Similar results were obtained in pediatric patients. In
another study in adults, doses of 400, 800, and 1600 mcg of
inhaled budesonide twice daily for 6 weeks were examined;
1600 mcg twice daily (twice the maximum recommended
dose) resulted in a 27% reduction in stimulated cortisol (6-
hour ACTH infusion) while 10-mg prednisone resulted in a
35% reduction. In this study, no patient on budesonide at
doses of 400 and 800 mcg twice daily met the criterion for an
abnormal stimulated-cortisol response (peak cortisol <14.5
mcg/dL assessed by liquid chromatography) following ACTH
infusion. An open-label, long-term follow-up of 1133 patients
for up to 52 weeks confirmed the minimal effect on the HPA
axis (both basal- and stimulated-plasma cortisol) of
budesonide when administered at recommended doses. In
patients who had previously been oral-steroid—dependent, use
of budesonide in recommended doses was associated with
higher stimulated-cortisol response compared to baseline
following 1 year of therapy.

Other Formoterol Products

While the pharmacodynamic effect is via stimulation of beta-
adrenergic receptors, excessive activation of these receptors
commonly leads to skeletal muscle tremor and cramps,
insomnia, tachycardia, decreases in plasma potassium, and
increases in plasma glucose. Inhaled formoterol, like other
betay-adrenergic agonist drugs, can produce dose-related
cardiovascular effects and effects on blood glucose and/or
serum potassium [see Warnings and Precautions (5)]. For
SYMBICORT, these effects are detailed in the Clinical
Pharmacology, Pharmacodynamics, SYMBICORT (12.2)
section.
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Use of long-acting beta-adrenergic agonist drugs can result in
tolerance to bronchoprotective and bronchodilatory effects.

Rebound bronchial hyperresponsiveness after cessation of
chronic long-acting beta-agonist therapy has not been
observed.

Pharmacokinetics

SYMBICORT

Absorption: Budesonide: Healthy Subjects: Orally inhaled
budesonide is rapidly absorbed in the lungs and peak
concentration is typically reached within 20 minutes. After
oral administration of budesonide peak plasma concentration
was achieved in about 1 to 2 hours and the absolute systemic
availability was 6%-13% due to extensive first pass
metabolism. In contrast, most of the budesonide delivered to
the lungs was systemically absorbed. In healthy subjects, 34%
of the metered dose was deposited in the lung (as assessed by
plasma concentration method and using a budesonide-
containing dry powder inhaler) with an absolute systemic
availability of 39% of the metered dose.

Following administration of SYMBICORT 160/4.5 mcg, two
or four inhalations twice daily) for 5 days in healthy subjects,
plasma concentration of budesonide generally increased in
proportion to dose. The accumulation index for the group that
received two inhalations twice daily was 1.32 for budesonide.

Asthma Patients: In a single-dose study, higher than
recommended doses of SYMBICORT (12 inhalations of
SYMBICORT 160/4.5 mcg) were administered to patients
with moderate asthma. Peak budesonide plasma concentration
of 4.5 nmol/L occurred at 20 minutes following dosing. This
study demonstrated that the total systemic exposure to
budesonide from SYMBICORT was approximately 30%
lower than from inhaled budesonide via a dry powder inhaler
(DPI) at the same delivered dose. Following administration of
SYMBICORT, the half-life of the budesonide component was
4.7 hours.

In a repeat dose study, the highest recommended dose of
SYMBICORT (160/4.5 mcg, two inhalations twice daily) was
administered to patients with moderate asthma and healthy
subjects for 1 week. Peak budesonide plasma concentration of
1.2 nmol/L occurred at 21 minutes in asthma patients. Peak
budesonide plasma concentration was 27% lower in asthma
patients compared to that in healthy subjects. However, the
total systemic exposure of budesonide was comparable to that
in asthma patients.
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Peak steady-state plasma concentrations of budesonide
administered by DPI in adults with asthma averaged 0.6 and
1.6 nmol/L at doses of 180 mcg and 360 mcg twice daily,
respectively. In asthmatic patients, budesonide showed a
linear increase in AUC and Cp,x with increasing dose after
both single and repeated dosing of inhaled budesonide.

COPD Patients: In a single-dose study, 12 inhalations of
SYMBICORT 80/4.5 mcg (total dose 960/54 mcg) were
administered to patients with COPD. Mean budesonide peak
plasma concentration of 3.3 nmol/L occurred at 30 minutes
following dosing. Budesonide systemic exposure was
comparable between SYMBICORT pMDI and
coadministration of budesonide via a metered-dose inhaler and
formoterol via a dry powder inhaler (budesonide 960 mcg and
formoterol 54 mcg). In the same study, an open-label group of
moderate asthma patients also received the same higher dose
of SYMBICORT. For budesonide, COPD patients exhibited
12% greater AUC and 10% lower C.x compared to asthma
patients.

In the 6 month pivotal clinical study, steady-state
pharmacokinetic data of budesonide was obtained in a subset
of COPD patients with treatment arms of SYMBICORT
pMDI 160/4.5 mcg, SYMBICORT pMDI 80/4.5 mcg,
budesonide 160 mcg, budesonide 160 mcg and formoterol 4.5
mcg given together, all administered as two inhalations twice
daily. Budesonide systemic exposure (AUC and Cpay)
increased proportionally with doses from 80 mcg to 160 mcg
and was generally similar between the 3 treatment groups
receiving the same dose of budesonide (SYMBICORT pMDI
160/4.5 mcg, budesonide 160 mcg, budesonide 160 mcg and
formoterol 4.5 mcg administered together).

Formoterol:

Inhaled formoterol is rapidly absorbed; peak plasma
concentrations are typically reached at the first plasma
sampling time, within 5-10 minutes after dosing. As with
many drug products for oral inhalation, it is likely that the
majority of the inhaled formoterol delivered is swallowed and
then absorbed from the gastrointestinal tract.

Healthy Subjects: Following administration of SYMBICORT
(160/4.5 mcg, two or four inhalations twice daily) for 5 days
in healthy subjects, plasma concentration of formoterol
generally increased in proportion to dose. The accumulation
index for the group that received two inhalations twice daily
was 1.77 for formoterol.

34
155



Asthma patients: In a single-dose study, higher than
recommended doses of SYMBICORT (12 inhalations of
SYMBICORT 160/4.5 mcg) were administered to patients
with moderate asthma. Peak plasma concentration for
formoterol of 136 pmol occurred at 10 minutes following
dosing. Approximately 8% of the delivered dose of formoterol
was recovered in the urine as unchanged drug.

In a repeat dose study, the highest recommended dose of
SYMBICORT (160/4.5 mcg, two inhalations twice daily) was
administered to patients with moderate asthma and healthy
subjects for 1 week. Peak formoterol plasma concentration of
28 pmol/L occurred at 10 minutes in asthma patients. Peak
formoterol plasma concentration was about 42% lower in
asthma patients compared to that in healthy subjects.
However, the total systemic exposure of formoterol was
comparable to that in asthma patients.

COPD patients: Following single-dose administration of 12
inhalations of SYMBICORT 80/4.5, mean peak formoterol
plasma concentration of 167 pmol/L was rapidly achieved at
15 minutes after dosing. Formoterol exposure was slightly
greater (~16-18%) from SYMBICORT pMDI compared to
coadministration of budesonide via a metered-dose inhaler and
formoterol via a dry powder inhaler (total dose of budesonide
960 mcg and formoterol 54 mcg). In the same study, an open
label group of moderate asthma patients received the same
dose of SYMBICORT. COPD patients exhibited 12-15%
greater AUC and C,.x for formoterol compared to asthma
patients.

In the 6 month pivotal clinical study, steady-state
pharmacokinetic data of formoterol was obtained in a subset
of COPD patients with treatment arms of SYMBICORT
pMDI 160/4.5 mcg, SYMBICORT pMDI 80/4.5. mcg,
formoterol 4.5 mcg, budesonide 160 mcg and formoterol 4.5
mcg given together, all administered as two inhalations twice
daily. The systemic exposure of formoterol as evidenced by
AUC, was about 30% and 16% higher from SYMBICORT
pMDI compared to formoterol alone treatment arm and
coadministration of individual components of budesonide and
formoterol treatment arm, respectively.

Distribution: Budesonide: The volume of distribution of
budesonide was approximately 3 L/kg. It was 85%-90%
bound to plasma proteins. Protein binding was constant over
the concentration range (1-100 nmol/L) achieved with, and
exceeding, recommended inhaled doses. Budesonide showed
little or no binding to corticosteroid binding globulin.
Budesonide rapidly equilibrated with red blood cells in a
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concentration independent manner with a blood plasma ratio
of about 0.8.

Formoterol: Over the concentration range of 10-500 nmol/L,
plasma protein binding for the RR and SS enantiomers of
formoterol was 46% and 58%, respectively. The
concentrations of formoterol used to assess the plasma protein
binding were higher than those achieved in plasma following
inhalation of a single 54 mcg dose.

Metabolism: Budesonide: In vitro studies with human liver
homogenates have shown that budesonide was rapidly and
extensively metabolized. Two major metabolites formed via
cytochrome P450 (CYP) isoenzyme 3A4 (CYP3A4) catalyzed
biotransformation have been isolated and identified as 16a-
hydroxyprednisolone and  6B-hydroxybudesonide. =~ The
corticosteroid activity of each of these two metabolites was
less than 1% of that of the parent compound. No qualitative
differences between the in vitro and in vivo metabolic patterns
were detected. Negligible metabolic inactivation was observed
in human lung and serum preparations.

Formoterol: The primary metabolism of formoterol is by
direct glucuronidation and by O-demethylation followed by
conjugation to inactive metabolites. Secondary metabolic
pathways include deformylation and sulfate conjugation.
CYP2D6 and CYP2C have been identified as being primarily
responsible for O-demethylation.

Elimination: Budesonide: Budesonide was excreted in urine
and feces in the form of metabolites. Approximately 60% of
an intravenous radiolabeled dose was recovered in the urine.

No unchanged budesonide was detected in the urine. The 22R
form of budesonide was preferentially cleared by the liver
with systemic clearance of 1.4 L/min vs 1.0 L/min for the 22S
form. The terminal half-life, 2 to 3 hours, was the same for
both epimers and was independent of dose.

Formoterol: The excretion of formoterol was studied in four
healthy subjects following simultaneous administration of
radiolabeled formoterol via the oral and IV routes. In that
study, 62% of the radiolabeled formoterol was excreted in the
urine while 24% was eliminated in the feces.

Special Populations

Geriatric

The pharmacokinetics of SYMBICORT in geriatric patients
have not been specifically studied.

36
157



Pediatric

Plasma concentrations of budesonide were measured
following administration of four inhalations of SYMBICORT
160/4.5 mcg in a single-dose study in pediatric patients with
asthma, 6-11 years of age. Urine was collected for
determination of formoterol excretion. Peak budesonide
concentrations of 1.4 nmol/L occurred at 20 minutes post-
dose. Approximately 3.5% of the delivered formoterol dose
was recovered in the urine as unchanged formoterol. This
study also demonstrated that the total systemic exposure to
budesonide from SYMBICORT was approximately 30%
lower than from inhaled budesonide via a dry powder inhaler
that was also evaluated at the same delivered dose.

Gender/Race

Specific studies to examine the effects of gender and race on
the pharmacokinetics of SYMBICORT have not been
conducted. Population PK analysis of the SYMBICORT data
indicates that gender does not affect the pharmacokinetics of
budesonide and formoterol. No conclusions can be drawn on
the effect of race due to the low number of non-Caucasians
evaluated for PK.

Nursing Mothers

The disposition of budesonide when delivered by inhalation
from a dry powder inhaler at doses of 200 or 400 mcg twice
daily for at least 3 months was studied in eight lactating
women with asthma from 1 to 6 months postpartum. Systemic
exposure to budesonide in these women appears to be
comparable to that in non-lactating women with asthma from
other studies. Breast milk obtained over eight hours post-dose
revealed that the maximum concentration of budesonide for
the 400 and 800 mcg total daily doses was 0.39 and 0.78
nmol/L, respectively, and occurred within 45 minutes after
dosing. The estimated oral daily dose of budesonide from
breast milk to the infant is approximately 0.007 and 0.014
mcg/kg/day for the two dose regimens used in this study,
which represents approximately 0.3% to 1% of the dose
inhaled by the mother. Budesonide levels in plasma samples
obtained from five infants at about 90 minutes after
breastfeeding (and about 140 minutes after drug
administration to the mother) were below quantifiable levels
(<0.02 nmol/L in four infants and <0.04 nmol/L in one infant)
[see Use in Specific Populations, Nursing Mothers (8.3)].

Renal or Hepatic Insufficiency

There are no data regarding the specific use of SYMBICORT
in patients with hepatic or renal impairment. Reduced liver
function may affect the elimination of -corticosteroids.
Budesonide pharmacokinetics was affected by compromised
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liver function as evidenced by a doubled systemic availability
after oral ingestion. The intravenous budesonide
pharmacokinetics was, however, similar in cirrhotic patients
and in healthy subjects. Specific data with formoterol is not
available, but because formoterol is primarily eliminated via
hepatic metabolism, an increased exposure can be expected in
patients with severe liver impairment.

Drug-Drug Interactions

A single-dose crossover study was conducted to compare the
pharmacokinetics of eight inhalations of the following:
budesonide, formoterol, and budesonide plus formoterol
administered concurrently. The results of the study indicated
that there was no evidence of a pharmacokinetic interaction
between the two components of SYMBICORT.

Inhibitors of cytochrome P450 enzymes

Ketoconazole: Ketoconazole, a strong inhibitor of cytochrome
P450 (CYP) isoenzyme 3A4 (CYP3A4), the main metabolic
enzyme for corticosteroids, increased plasma levels of orally
ingested budesonide.

Cimetidine: At recommended doses, cimetidine, a non-
specific inhibitor of CYP enzymes, had a slight but clinically
insignificant effect on the pharmacokinetics of oral
budesonide.

Specific drug-drug interaction studies with formoterol have
not been performed.

NONCLINICAL TOXICOLOGY
Carcinogenesis, Mutagenesis, Impairment of Fertility

Budesonide

Long-term studies were conducted in rats and mice using oral
administration to evaluate the carcinogenic potential of
budesonide.

In a 2-year study in Sprague-Dawley rats, budesonide caused
a statistically significant increase in the incidence of gliomas
in male rats at an oral dose of 50 mcg/kg (less than the
maximum recommended human daily inhalation dose on a
meg/m® basis). No tumorigenicity was seen in male and
female rats at respective oral doses up to 25 and 50 mcg/kg
(less than the maximum recommended human daily inhalation
dose on a mcg/m” basis). In two additional 2-year studies in
male Fischer and Sprague-Dawley rats, budesonide caused no
gliomas at an oral dose of 50 mcg/kg (less than the maximum
recommended human daily inhalation dose on a mcg/m’
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basis). However, in the male Sprague-Dawley rats,
budesonide caused a statistically significant increase in the
incidence of hepatocellular tumors at an oral dose of 50
mcg/kg (less than the maximum recommended human daily
inhalation dose on a mcg/m” basis). The concurrent reference
corticosteroids (prednisolone and triamcinolone acetonide) in
these two studies showed similar findings.

In a 91-week study in mice, budesonide caused no treatment-
related carcinogenicity at oral doses up to 200 mcg/kg
(approximately equal to the maximum recommended human
daily inhalation dose on a mcg/m? basis).

Budesonide was not mutagenic or clastogenic in six different
test systems: Ames Salmonella/microsome plate test, mouse
micronucleus test, mouse lymphoma test, chromosome
aberration test in human lymphocytes, sex-linked recessive
lethal test in Drosophila melanogaster, and DNA repair
analysis in rat hepatocyte culture.

In rats, budesonide had no effect on fertility at subcutaneous
doses up to 80 mcg/kg (approximately equal to the maximum
recommended human daily inhalation dose on a mcg/m’
basis). However, it caused a decrease in prenatal viability and
viability in the pups at birth and during lactation, along with a
decrease in maternal body-weight gain, at subcutaneous doses
of 20 mcg/kg and above (less than the maximum
recommended human daily inhalation dose on a mcg/m’
basis). No such effects were noted at 5 mcg/kg (less than the
maximum recommended human daily inhalation dose on a
mcg/m?” basis).

Formoterol

Long-term studies were conducted in mice using oral
administration and rats using inhalation administration to
evaluate the carcinogenic potential of formoterol fumarate.

In a 24-month carcinogenicity study in CD-1 mice, formoterol
at oral doses of 0.1 mg/kg and above (approximately 20 times
the maximum recommended human daily inhalation dose on a
mcg/m” basis) caused a dose-related increase in the incidence
of uterine leiomyomas.

In a 24-month carcinogenicity study in Sprague-Dawley rats,
an increased incidence of mesovarian leiomyoma and uterine
leiomyosarcoma were observed at the inhaled dose of 130
mcg/kg (approximately 60 times the maximum recommended
human daily inhalation dose on a mcg/m” basis). No tumors
were seen at 22 mcg/kg (approximately 10 times the
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maximum recommended human daily inhalation dose on a
2 .
mcg/m” basis).

Other beta-agonist drugs have similarly demonstrated
increases in leilomyomas of the genital tract in female rodents.
The relevance of these findings to human use is unknown.

Formoterol was not mutagenic or clastogenic in Ames
Salmonella/microsome plate test, mouse lymphoma test,
chromosome aberration test in human lymphocytes, and rat
micronucleus test.

A reduction in fertility and/or reproductive performance was
identified in male rats treated with formoterol at an oral dose
of 15 mg/kg (approximately 7000 times the maximum
recommended human daily inhalation dose on a mcg/m’
basis). In a separate study with male rats treated with an oral
dose of 15 mg/kg (approximately 7000 times the maximum
recommended human daily inhalation dose on a mcg/m’
basis), there were findings of testicular tubular atrophy and
spermatic debris in the testes and oligospermia in the
epididymides. = No such effect was seen at 3 mg/kg
(approximately 1400 times the maximum recommended
human daily inhalation dose on a mcg/m” basis). No effect on
fertility was detected in female rats at doses up to 15 mg/kg
(approximately 7000 times the maximum recommended
human daily inhalation dose on a mcg/m” basis).

Animal Toxicology and/or Pharmacology

Preclinical: Studies in laboratory animals (minipigs, rodents,
and dogs) have demonstrated the occurrence of cardiac
arrhythmias and sudden death (with histologic evidence of
myocardial necrosis) when beta-agonists and methylxanthines
are administered concurrently. The clinical significance of
these findings is unknown.

Reproductive Toxicology Studies:

SYMBICORT

SYMBICORT has been shown to be teratogenic and
embryocidal in rats when given at inhalation doses of 12/0.66
mcg/kg (budesonide/formoterol) and above (less than the
maximum recommended human daily inhalation dose on a
mcg/m® basis). Umbilical hernia, a malformation, was
observed for fetuses at doses of 12/0.66 mcg/kg and above
(less than the maximum recommended human daily inhalation
dose on a mcg/m’ basis). No teratogenic or embryocidal
effects were detected at 2.5/0.14 mcg/kg (less than the
maximum recommended human daily inhalation dose on a
mcg/m’ basis).

Budesonide
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As with other corticosteroids, budesonide has been shown to
be teratogenic and embryocidal in rabbits and rats.
Budesonide produced fetal loss, decreased pup weight, and
skeletal abnormalities at subcutaneous doses of 25 mcg/kg/day
in rabbits (less than the maximum recommended human daily
inhalation dose on a mcg/m’ basis) and 500 mcg/kg/day in rats
(approximately 6 times the maximum recommended human
daily inhalation dose on a mcg/m’ basis). In another study in
rats, no teratogenic or embryocidal effects were seen at
inhalation doses up to 250 mcg/kg/day (approximately 3 times
the maximum recommended human daily inhalation dose on a
mcg/m” basis).

Formoterol

Formoterol fumarate has been shown to be teratogenic,
embryocidal, to increase pup loss at birth and during lactation,
and to decrease pup weights in rats when given at oral doses
of 3 mg/kg/day and above (approximately 1400 times the
maximum recommended human daily inhalation dose on a
mcg/m*> basis). Umbilical hernia, a malformation, was
observed in rat fetuses at oral doses of 3 mg/kg/day and above
(approximately 1400 times the maximum recommended
human daily inhalation dose on a mcg/m’ basis).
Brachygnathia, a skeletal malformation, was observed in rat
fetuses at an oral dose of 15 mg/kg/day (approximately 7000
times the maximum recommended human daily inhalation
dose on a mcg/m” basis). Pregnancy was prolonged at an oral
dose of 15 mg/kg/day (approximately 7000 times the
maximum recommended human daily inhalation dose on a
mcg/m” basis). In another study in rats, no teratogenic effects
were seen at inhalation doses up to 1.2 mg/kg/day
(approximately 500 times the maximum recommended human
daily inhalation dose on a mcg/m? basis).

Formoterol fumarate has been shown to be teratogenic in
rabbits when given at an oral dose of 60 mgkg
(approximately 54,000 times the maximum recommended
human daily inhalation dose on a mcg/m” basis). Subcapsular
cysts on the liver were observed in rabbit fetuses at an oral
dose of 60 mg/kg (approximately 54,000 times the maximum
recommended human daily inhalation dose on a mcg/m’
basis). No teratogenic effects were observed at oral doses up
to 3.5 mg/kg (approximately 3200 times the maximum
recommended human daily inhalation dose on a mcg/m’
basis).
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CLINICAL STUDIES

Asthma

SYMBICORT has been studied in patients with asthma 12
years of age and older. In two clinical studies comparing
SYMBICORT with the individual components, improvements
in most efficacy end points were greater with SYMBICORT
than with the use of either budesonide or formoterol alone. In
addition, one clinical study showed similar results between
SYMBICORT and the concurrent use of budesonide and
formoterol at corresponding doses from separate inhalers.

The safety and efficacy of SYMBICORT were demonstrated
in two randomized, double-blind, placebo-controlled US
clinical studies involving 1076 patients 12 years of age and
older. Fixed SYMBICORT dosages of 160/9 mcg, and 320/9
mcg twice daily (each dose administered as two inhalations of
the 80/4.5 and 160/4.5 mcg strengths, respectively) were
compared with the monocomponents (budesonide and
formoterol) and placebo to provide information about
appropriate dosing to cover a range of asthma severity.

Study 1: Clinical Study with SYMBICORT 160/4.5

This 12-week study evaluated 596 patients 12 years of age and
older by comparing SYMBICORT 160/4.5 mcg, the free
combination of budesonide 160 mcg plus formoterol 4.5 mcg
in separate inhalers, budesonide 160 mcg, formoterol 4.5 mcg,
and placebo; each administered as two inhalations twice daily.
The study included a 2-week run-in period with budesonide 80
mcg, two inhalations twice daily. Most patients had moderate
to severe asthma and were using moderate to high doses of
inhaled corticosteroids prior to study entry. Randomization
was stratified by previous inhaled corticosteroid treatment
(71.6% on moderate- and 28.4% on high-dose inhaled
corticosteroid). Mean percent predicted FEV, at baseline was
68.1% and was similar across treatment groups. The
coprimary efficacy end points were 12-hour-average postdose
FEV, at week 2, and predose FEV| averaged over the course
of the study. The study also required that patients who
satisfied a predefined asthma-worsening criterion be
withdrawn. The predefined asthma-worsening criteria were a
clinically important decrease in FEV, or peak expiratory flow
(PEF), increase in rescue albuterol use, nighttime awakening
due to asthma, emergency intervention or hospitalization due
to asthma, or requirement for asthma medication not allowed
by the protocol. For the criterion of nighttime awakening due
to asthma, patients were allowed to remain in the study at the
discretion of the investigator if none of the other asthma-
worsening criteria were met. The percentage of patients
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withdrawing due to or meeting predefined criteria for
worsening asthma is shown in Table 3.

Table 3 The number and percentage of patients withdrawing due to
or meeting predefined criteria for worsening asthma (Study
1)
SYMBICORT Budesonide Budesonide Formoterol Placebo
160/4.5 mcg 160 mcg plus 160 mcg 4.5 mcg n=125
Formoterol  ,—109 n=123
n=124 4.5 mcg
n=115

Patients 13 (10.5) 13 (11.3) 22 (20.2) 44 (35.8) 62 (49.6)
withdrawn
due to
predefined
asthma
event*®
Patients with 37 (29.8) 24 (20.9) 48 (44.0) 68 (55.3) 84 (67.2)
a predefined
asthma
event*'
Decreasein 4 (3.2) 8 (7.0) 7(6.4) 15 (12.2) 14 (11.2)
FEV,
Rescue 2 (1.6) 0 3(2.8) 3124 7 (5.6)
medication
use
Decreasein 2 (1.6) 5(4.3) 5(4.6) 17 (13.8) 15 (12.0)
AM PEF
Nighttime 24 (19.4) 11 (9.6) 29 (26.6) 32 (26.0) 49 (39.2)
awakenings*
Clinical 7 (5.6) 6(5.2) 5(4.6) 17 (13.8) 16 (12.8)
exacerbation

*These criteria were assessed on a daily basis irrespective of the timing of
the clinic visit, with the exception of FEV, which was assessed at each
clinic visit.

"Individual criteria are shown for patients meeting any predefined asthma
event, regardless of withdrawal status.

*For the criterion of nighttime awakening due to asthma, patients were
allowed to remain in the study at the discretion of the investigator if none
of the other criteria were met.

Mean percent change from baseline in FEV; measured
immediately prior to dosing (predose) over 12 weeks is
displayed in Figure 1. Because this study used predefined
withdrawal criteria for worsening asthma, which caused a
differential withdrawal rate in the treatment groups, predose
FEV, results at the last available study visit (end of treatment,
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SYMBICORT 160/4.

Budesonide 160 meg

Formoterol 4.5 mcg

Budes 160 + Form 4.5 mcg

Placebo

EOT) are also provided. Patients receiving SYMBICORT
160/4.5 mcg had significantly greater mean improvements
from baseline in predose FEV, at the end of treatment (0.19 L,
9.4%), compared with budesonide 160 mcg (0.10 L, 4.9%),
formoterol 4.5 mcg (-0.12 L, -4.8%), and placebo (-0.17 L, -
6.9%).

Figure 1 - Mean Percent Change From Baseline in
Predose FEV; Over 12 Weeks (Study 1)
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The effect of SYMBICORT 160/4.5 mcg two inhalations
twice daily on selected secondary efficacy variables, including
morning and evening PEF, albuterol rescue use, and asthma
symptoms over 24 hours on a 0-3 scale is shown in Table 4.
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Table 4 Mean values for selected secondary efficacy variables

(Study 1)
Efficacy SYMBICORT Budesonide Budesonide Formoterol Placebo
Variable 160/4.5 mcg 160 mcg plus 160 mcg 4.5 meg (n*=125)
(n*=124) Formoterol (n*=109) (n*=123)

4.5 mcg

(n*=115)
AM PEF (L/min)
Baseline 341 338 342 339 355
Change 35 28 9 -9 -18
from
Baseline
PM PEF (L/min)
Baseline 351 348 357 354 369
Change 34 26 7 -7 -18
from
Baseline

Albuterol rescue

use
Baseline 2.1 2.3 2.7 2.5 2.4
Change -1.0 -1.5 -0.8 -0.3 0.8
from

Baseline

Average symptom
score/day
(0-3 scale)

Baseline 0.99 1.03 1.04 1.04 1.08

Change -0.28 -0.32 -0.14 -0.05 0.10
from
Baseline

*Number of patients (n) varies slightly due to the number of patients for
whom data were available for each variable. Results shown are based on
last available data for each variable.

The subjective impact of asthma on patients’ health-related
quality of life was evaluated through the use of the
standardized Asthma Quality of Life Questionnaire
(AQLQ(S)) (based on a 7-point scale where 1 = maximum
impairment and 7 = no impairment). Patients receiving
SYMBICORT  160/4.5 had clinically = meaningful
improvement in overall asthma-specific quality of life, as
defined by a mean difference between treatment groups of
>(0.5 points in change from baseline in overall AQLQ score
(difference in AQLQ score of 0.70 [95% CI 0.47, 0.93],
compared to placebo).
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Study 2: Clinical Study with SYMBICORT 80/4.5

This 12-week study was similar in design to Study 1, and
included 480 patients 12 years of age and older. This study
compared SYMBICORT 80/4.5 mcg, budesonide 80 mcg,
formoterol 4.5 mcg, and placebo; each administered as two
inhalations twice daily. The study included a 2-week placebo
run-in period. Most patients had mild to moderate asthma and
were using low to moderate doses of inhaled corticosteroids
prior to study entry. Mean percent predicted FEV, at baseline
was 71.3% and was similar across treatment groups. Efficacy
variables and end points were identical to those in Study 1.

The percentage of patients withdrawing due to or meeting
predefined criteria for worsening asthma is shown in Table 5.
The method of assessment and criteria used were identical to
that in Study 1.

Table S The number and percentage of patients

withdrawing due to or meeting predefined

criteria for worsening asthma (Study 2)

SYMBICORT Budesonide Formoterol Placebo
80/4.5 mcg 80 mcg 4.5 mcg (n=122)
(n=123) (n=121) (n=114)

Patients 9(7.3) 8 (6.6) 21 (18.4) 40 (32.8)

withdrawn

due to

predefined

asthma

event*®

Patients with 23 (18.7) 26 (21.5) 48 (42.1) 69 (56.6)

a predefined

asthma

event*'

Decreasein 3 (2.4) 3(2.5) 11 (9.6) 9(7.4)

FEV,

Rescue 1(0.8) 3(2.5) 1(0.9) 3(2.5)

medication

use

Decreasein 3 (2.4) 1(0.8) 8(7.0) 14 (11.5)

AM PEF

Nighttime 17 (13.8) 20 (16.5) 31(27.2) 52 (42.6)

awakening*

Clinical 1(0.8) 3(2.5) 5(4.4) 20 (16.4)

exacerbation

*These criteria were assessed on a daily basis irrespective of the timing of
the clinic visit, with the exception of FEV,, which was assessed at each
clinic visit.
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"Individual criteria are shown for patients meeting any predefined asthma
event, regardless of withdrawal status.

*For the criterion of nighttime awakening due to asthma, patients were
allowed to remain in the study at the discretion of the investigator if none
of the other criteria were met.

Mean percent change from baseline in predose FEV; over 12
weeks is displayed in Figure 2.

Figure 2 - Mean Percent Change From Baseline in Predose
FEV; Over 12 Weeks (Study 2)
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Efficacy results for other secondary end points, including
quality of life, were similar to those observed in Study 1.

Onset and Duration of Action and Progression of
Improvement in Asthma Control

The onset of action and progression of improvement in asthma
control were evaluated in the two pivotal clinical studies. The
median time to onset of clinically significant bronchodilation
(>15% improvement in FEV,) was seen within 15 minutes.
Maximum improvement in FEV; occurred within 3 hours, and
clinically significant improvement was maintained over 12
hours. Figures 3 and 4 show the percent change from baseline
in postdose FEV, over 12 hours on the day of randomization
and on the last day of treatment for Study 1.

Reduction in asthma symptoms and in albuterol rescue use, as
well as improvement in morning and evening PEF, occurred
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within 1 day of the first dose of SYMBICORT; improvement
in these variables was maintained over the 12 weeks of
therapy.

Following the initial dose of SYMBICORT, FEV, improved
markedly during the first 2 weeks of treatment, continued to
show improvement at the Week 6 assessment, and was
maintained through Week 12 for both studies.

No diminution in the 12-hour bronchodilator effect was
observed with either SYMBICORT 80/4.5 mcg or
SYMBICORT 160/4.5 mcg, as assessed by FEV,, following
12 weeks of therapy or at the last available visit.

FEV, data from Study 1 evaluating SYMBICORT 160/4.5
mcg is displayed in Figures 3 and 4.

Figure 3 - Mean Percent Change From Baseline in FEV;
on Day of Randomization (Study 1)
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Figure 4 - Mean Percent Change From Baseline in FEV;
At End of Treatment (Study 1)
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Percent change from baseline in FEV{ over 12 hours

Hours
Day 1 SYMBICORT 160/4.5 mcg, two inhalations twice daily
Predose Budesonide 160 mcg, two inhalations twice daily
FEVs Formoterol 4.5 mcg, two inhalations twice daily
Budesonide 160 mcg + Formoterol 4.5 mcg, two inhalations twice daily
Placebo
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Final visit (EOT)
Predose FEV,

Chronic Obstructive Pulmonary Disease (COPD)

The efficacy of SYMBICORT 80/4.5 and SYMBICORT
160/4.5 in the maintenance treatment of airflow obstruction in
COPD patients was evaluated in two randomized, double-
blind, placebo-controlled multinational studies, conducted
over 6 months (Study 1) and 12 months (Study 2), in a total of
3668 patients (2416 males and 1252 females). The majority of
patients (93%) were Caucasian. All patients were required to
be at least 40 years of age, with a FEV, of less than or equal to
50% predicted, a clinical diagnosis of COPD with symptoms
for at least 2 years, and a smoking history of at least 10 pack
years, prior to entering the trial. The mean prebronchodilator
FEV, at baseline of the patients enrolled in the study was 34%
predicted. Forty-eight percent of the patients enrolled were on
inhaled corticosteroids and 52.7% of patients were on short-
acting anticholinergic bronchodilators during run-in. On
randomization, inhaled corticosteroids were discontinued, and
ipratropium bromide was allowed at a stable dose for those
patients previously treated with short-acting anticholinergic
bronchodilators. The co-primary efficacy variables in both
studies were the change from baseline in average pre-dose and
I-hour post-dose FEV| over the treatment period. The results
of both studies 1 and 2 are described below.

Study 1

This was a 6-month, placebo-controlled study of 1704 COPD
patients (mean % predicted FEV; at baseline ranging from
33.5% -34.7%) conducted to demonstrate the efficacy and
safety of SYMBICORT in the treatment of airflow obstruction
in COPD. The patients were randomized to one of the
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following treatment groups: SYMBICORT 160/4.5 (n=277),
SYMBICORT 80/4.5 (n=281), budesonide 160 mcg +
formoterol 4.5 mcg (n=287), budesonide 160 mcg (n=275),
formoterol 4.5 mcg (n=284), or placebo (n=300). Patients
receiving SYMBICORT 160/4.5 mcg, two inhalations twice
daily, had significantly greater mean improvements from
baseline in pre-dose FEV, averaged over the treatment period
[0.08 L, 10.7%] compared with formoterol 4.5 mcg [0.04 L,
6.9%] and placebo [0.01 L, 2.2%] (See Figure 5). Patients
receiving SYMBICORT 80/4.5 mcg, two inhalations twice
daily, did not have significantly greater improvement from
baseline in the pre-dose FEV, averaged over the treatment
period compared with formoterol 4.5 mcg.

Figure 5 Mean Percent Change From Baseline in Pre-
dose FEV; Over 6 months (Study 1)

Patients receiving SYMBICORT 160/4.5 mcg, two inhalations
twice daily, had significantly greater mean improvements
from baseline in 1-hour post-dose FEV, averaged over the
treatment period [0.20 L, 22.6%], compared with budesonide
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160 mcg [0.03 L, 4.9%] and placebo [0.03 L, 4.1%] (See
Figure 6)

Figure 6 Mean Percent Change From Baseline in 1-
hour Post-dose FEV; Over 6 months (Study 1)

This was a 12-month, placebo-controlled study of 1964 COPD
patients (mean % predicted FEV, at baseline ranging from
33.7% -35.5%) conducted to demonstrate the efficacy and
safety of SYMBICORT in the treatment of airflow obstruction
in COPD. The patients were randomized to one of the
following treatment groups: SYMBICORT 160/4.5 (n=494),
SYMBICORT 80/4.5 (n=494), formoterol 4.5 mcg (n=495),
or placebo (n=481). Patients receiving SYMBICORT 160/4.5
mcg, two inhalations twice daily, had significantly greater
improvements from baseline in mean pre-dose FEV, averaged
over the treatment period [0.10 L, 10.8%] compared with
formoterol 4.5 mcg [0.06 L, 7.2%] and placebo [0.01 L,
2.8%]. Patients receiving SYMBICORT 80/4.5 mcg, two
inhalations twice daily, did not have significantly greater
improvements from baseline in the mean pre-dose FEV;
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averaged over the treatment period compared to formoterol.
Patients receiving SYMBICORT 160/4.5 mcg, two inhalations
twice daily, also had significantly greater mean improvements
from baseline in 1-hour post-dose FEV; averaged over the
treatment period [0.21 L, 24.0%] compared with placebo [0.02
L, 5.2%].

Serial FEV| measures over 12 hours were obtained in a subset
of patients in Study 1 (n=99) and Study 2 (n=121). The
median time to onset of bronchodilation, defined as an FEV,
increase of 15% or greater from baseline, occurred at 5
minutes post-dose. Maximum improvement (calculated as the
average change from baseline at each timepoint) in FEV,
occurred at approximately 2 hours post-dose.

In both Studies 1 and 2, improvements in secondary endpoints
of morning and evening peak expiratory flow and reduction in
rescue medication use were supportive of the efficacy of
SYMBICORT 160/4.5.

HOW SUPPLIED/STORAGE AND HANDLING

SYMBICORT is available in two strengths and is supplied in
the following package sizes:

Dosage Forms and Strengths
Package Size NDC

SYMBICORT 80/4.5, 120 0186-0372-20
inhalations

SYMBICORT 80/4.5, 60 0186-0372-28
inhalations (institutional pack)

SYMBICORT 160/4.5, 120 0186-0370-20
inhalations

SYMBICORT 160/4.5, 60 0186-0370-28
inhalations (institutional pack)

Each strength is supplied as a pressurized aluminium canister
with an attached counting device, a red plastic actuator body
with a white mouthpiece, and attached gray dust cap. Each
120 inhalation canister has a net fill weight of 10.2 grams and
each 60 inhalation canister has a net fill weight of 6.9 grams
(SYMBICORT 80/4.5) or 6 grams (SYMBICORT 160/4.5).
Each canister is packaged in a foil overwrap pouch with
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17.2

desiccant sachet and placed into a carton. Each carton contains
one canister and a Medication Guide.

The SYMBICORT canister should only be used with the
SYMBICORT actuator, and the SYMBICORT actuator
should not be used with any other inhalation drug product.

The correct amount of medication in each inhalation cannot be
ensured after the labeled number of inhalations from the
canister have been used, even though the inhaler may not feel
completely empty and may continue to operate. The inhaler
should be discarded when the labeled number of inhalations
have been used or within 3 months after removal from the foil
pouch. Never immerse the canister into water to determine
the amount remaining in the canister (“float test™).

Store at controlled room temperature 20°C to 25°C (68°F to
77°F) [see USP]. Store the inhaler with the mouthpiece down.

For best results, the canister should be at room temperature
before use. Shake well for 5 seconds before using.

Keep out of the reach of children.

CONTENTS UNDER PRESSURE.

Do not puncture or incinerate. Do not store near heat or open
flame. Exposure to temperatures over 120°F may cause
bursting. Never throw container into fire or incinerator.

PATIENT COUNSELING INFORMATION

See Medication Guide (17.6)

Asthma-Related Death

Patients with asthma should be informed that formoterol
fumarate dihydrate, one of the active ingredients in
SYMBICORT, increases the risk of asthma-related death
and may increase the risk of asthma-related
hospitalization in pediatric and adolescent patients. They
should also be informed that currently available data are
inadequate to determine whether concurrent use of inhaled
corticosteroids or other long-term asthma control drugs
mitigates the increased risk of asthma-related death from
LABA.

Not for Acute Symptoms

SYMBICORT is not meant to relieve acute asthma symptoms
or exacerbations of COPD and extra doses should not be used
for that purpose. Acute symptoms should be treated with an
inhaled, short-acting beta-agonist such as albuterol. (The
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17.3

17.4

physician should provide the patient with such medication and
instruct the patient in how it should be used.)

Patients should be instructed to notify their physician
immediately if they experience any of the following:
e Decreasing effectiveness of inhaled, short-acting
betay-agonists
e Need for more inhalations than usual of inhaled,
short-acting beta-agonists
o Significant decrease in lung function as outlined
by the physician

Patients should not stop therapy with SYMBICORT without
physician/provider guidance since symptoms may recur after
discontinuation.

Do Not Use Additional Long-Acting Betaz-Agonists
When patients are prescribed SYMBICORT, other long-acting
betay-agonists for asthma and COPD should not be used.

Risks Associated With Corticosteroid Therapy

Local Effects: Patients should be advised that localized
infections with Candida albicans occurred in the mouth and
pharynx in some patients. If oropharyngeal candidiasis
develops, it should be treated with appropriate local or
systemic (i.e., oral) antifungal therapy while still continuing
therapy with SYMBICORT, but at times therapy with
SYMBICORT may need to be temporarily interrupted under
close medical supervision. Rinsing the mouth after inhalation
is advised.

Pneumonia: Patients with COPD have a higher risk of
pneumonia and should be instructed to contact their healthcare
provider if they develop symptoms of pneumonia.

Immunosuppression: Patients who are on immunosuppressant
doses of corticosteroids should be warned to avoid exposure to
chicken pox or measles and, if exposed, to consult their
physician without delay. Patients should be informed of
potential worsening of existing tuberculosis, fungal, bacterial,
viral, or parasitic infections, or ocular herpes simplex.

Hypercorticism and Adrenal Suppression: Patients should be
advised that SYMBICORT may cause systemic corticosteroid
effects of hypercorticism and adrenal suppression.
Additionally, patients should be instructed that deaths due to
adrenal insufficiency have occurred during and after transfer
from systemic corticosteroids. Patients should taper slowly
from systemic corticosteroids if transferring to SYMBICORT.
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17.5

17.6

Reduction in Bone Mineral Density: Patients who are at an
increased risk for decreased BMD should be advised that the
use of corticosteroids may pose an additional risk.

Reduced Growth Velocity: Patients should be informed that
orally inhaled corticosteroids, component of SYMBICORT,
may cause a reduction in growth velocity when administered
to pediatric patients. Physicians should closely follow the
growth of children and adolescents taking corticosteroids by
any route.

Ocular Effects: Long-term use of inhaled corticosteroids may
increase the risk of some eye problems (cataracts or
glaucoma); regular eye examinations should be considered.

Risks Associated With Beta-Agonist Therapy

Patients should be informed of adverse effects associated with
betay-agonists, such as palpitations, chest pain, rapid heart
rate, tremor, or nervousness.

Medication Guide
SYMBICORT is a trademark of the AstraZeneca group of
companies.

©AstraZeneca 2008, 2009, 2010

Manufactured for: AstraZeneca LP, Wilmington, DE 19850
By: AstraZeneca Dunkerque Production, Dunkerque, France

Product of France

31152-07
Rev. 06/2010
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b MIEEAE EORARIITT Y = R TR 90%Y, RrET R
— L THI 50%) T o 7= (invitro RER) . DAEMITTT V=T
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1.9 —AIAFRITAR D 0K
—W 4 T Y = NIRRT 1— )L 7 < VB K )

— B MICHRLOIXE

1.9.1 IJTV=Fk

JAN: (HA%) 75 V=1, (¥4) Budesonide

b4 . (BERA) (1)- [(RS)-160, 17a-7 T VT IAF 118, 21-V KuXx il 4-7 L7
F VT 3,20-VA ]

(e4y)  (H)- [(RS)-16a., 170-butylidenedioxy-11pB, 21-dihydroxy-1, 4-pregnadiene-3, 20-
dione]

INN : Budesonide

1.9.2 RILETO—)L D ILEEIEKFNY

JAN . (HARA) FNETr—/L 7 )VEEEKFY), (354) Formoterol Fumarate Hydrate

%4« (BA%)  N-2-B R -5-{(1RS)-1-t K2 3 2-[(1RS)-2-(4- A hF 7 = =)L)-1-
AFNZFALT I ZF N7 =)L) RIVAT IR ~IT7~vLb— |k &
INA KA b
(¥44)  N-(2-Hydroxy-5-{(1RS)-1-hydroxy-2-[(1RS)-2-(4-methoxyphenyl)-1-
methylethylamino]ethyl} phenyl) formamid hemifumarate monohydrate

INN : Formoterol
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1.10.1 BEE-BFEZFOEETEEERHOFELED (T
JTV=F

- sSNVIa— R EF—tE oS T—
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FIF(ED2—IL3) MEBEICEHTEIXE BELL)
FAR(ED21—)L4) FEERREABRIREE GhH%L)
FE5E(EDa1—IL5) BRERARRIRE S
52 £FERMEBR—EFX
52 _ LERKRAR—E _ _ _ _
5.3.1 AYERIFHBRIMEE GEHLL)
532 ErARBRHEZHAW-EYEIREEEDRERRES GrAL)
5.3.3 BEREY B EE (PK) BRI ESE (Br=LL)
5.3.4 BRRZE % (PD) BRI EE Ba2LL)
535 M RUREMARBEE
5.3.5.1 HFEYHECAEICBE g ALLE i FBARBRIRESE
53511 |AstraZeneca 1BBEULNTEXMEREENRELT. 20l ] — i
Symbicort® Maintenance and Reliever - :&U‘
Therapy (ST 160/4.5 ug 1 A1 KA1 H2 20l &5
B #% AIZST 160/4.5 ug
DERFWRAZIEM) E. ST 160/4.5 ug M1 @1
A1 B2EIEERAICTILIZ) VIR AFIC.4
mg DEFRFRAZEMLIZIGEZELERT S, 12
DA SREACL_EERMITHBAEENRS
E£E £ E 5 MR ER
5.3.5.1.2 |AstraZeneca BAARAREZWMEBEZEEWNRELT,. TILTD 20.] E) — B2 i
B B—Ea1~15—" 0.4 ~
mg&H LT 4E—)LpMDI 200 ug 20l
HEKREODANUZLERRGATIHEEREES
YO RF—/\—E MR ER
5.3.5.1.3 [AstraZeneca BAARAREXmBBEENRELT, ST 20l El - B i
160/4.5 ugD1E 1R A1H2E R 52, ST ~
160/4.5 20l
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5.3.5.14

AstraZeneca

Efficacy of Symbicort® Turbuhaler® 160/4.5 g
as needed versus Oxis® 4.5 Mg as needed and
Bricanyl® 0.4 mg as needed in adults and

adolescents with asthma receiving Symbicort®

Turbuhaler® 160/4.5 Mg twice daily as
maintenance treatment. A 12-month,
randomised, double-blind, parallel-group,
active-controlled, phase IlIB, multi-centre
study.

20l
20l

=0l

e

5.3.5.1.5

AstraZeneca

Comparison of the efficacy and safety of one
inhalation of Symbicort® Turbuhaler® 160/4.5
Mg bid plus as-needed with two inhalations of
Seretide™ Evohaler™ 25/125 ug bid plus
Terbutaline Turbuhaler® 0.4 mg as-needed,
and one inhalation of Symbicort® Turbuhaler®
320/9 ug bid plus Terbutaline Turbuhaler® 0.4
mg as-needed. A 6-month, randomised,
double-blind, double-dummy, parallel-group,
active-controlled, multicentre, phase IlIB study
in adult and adolescent asthmatic patients.

20l
20j}

=0l

ST

5.3.5.1.6

AstraZeneca

Efficacy and safety of Symbicort® Turbuhaler®
160/4.5 pgl/inhalation, two inhalations twice
daily plus as-needed, compared with
Seretide™ Diskus™ 50/500 pg/inhalation, one
inhalation twice daily plus terbutaline
Turbuhaler 0.4 mg/inhalation as-needed - a 6-
month, randomised, double-blind, parallel-
group, active-controlled, multi-national phase
[1IB study in adult and adolescent patients with
persistent asthma (AHEAD)

20l
20j}

B

B
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5.3.5.1.7

AstraZeneca

Efficacy of Symbicort® Turbuhaler®
(budesonide/formoterol) 1280/36 ug total
delivered dose compared to salbutamol pMDI
with spacer 1600 ug total metered dose in the
management of acute asthma in adolescents
and adults. A double-blind, double-dummy,
randomised, parallel-group, phase-lll,
multicentre study.

2 ) |
20l

g2

e

5.3.5.1.8

AstraZeneca

A randomised, double-blind, double-dummy,
parallel-group, multicentre, phase-lIl study to
investigate the effect of Symbicort®
Turbuhaler® (budesonide/formoterol) 1280/36
ug total delivered dose in the treatment of
acute asthma compared with Oxis®
Turbuhaler® (formoterol) 36 ug total delivered
dose in adolescent and adult patients not
responding adequately to ,-agonists

20l
20l

g2

S

5.3.5.1.9

AstraZeneca

Tolerability of a high, cumulative dose of the
fixed budesonide/formoterol combination
inhaled via Turbuhaler® in asthmatic patients
on maintenance treatment with the fixed
combination

g2

ST
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5.3.5.2.1 |AstraZeneca A comparison of the effectiveness of treatment | 20JJf Il =2 - B i
with Symbicort® Turbuhaler® ~
(budesonide/formoterol; 160/4.5 ug) Single 20.'
Inhaler Therapy and Seretide™ Diskus™
(salmeterol/fluticasone; 50/100, 50/250 or
50/500 pg) plus Ventoline™ (salbutamol) as
needed in steroid-treated adult and adolescent
asthmatic subjects. A randomised, open,
parallel-group, phase IlIB, multicentre, 12-
month study.
5.3.5.3 B OHBRBIEZ O TRRITLI-REE BRHEL)
5354 ZDMDEAERIKES (FRUiL)
5.3.6 HIREDHERZERICETHHMEE
5.3.6.1 AstraZeneca Periodic Safety Update Report for 20.]
SYMBICORT (budesonide/formoterol), all ~ _ _ _
formulations: 25 Aug 2010 - 24 Feb 2011 20l
536.2  |AstraZeneca YLEa—ta—EanS5— mkEkAE=E| 201
WEE ~ 3 3 B
20j}
5.3.6.3 AstraZeneca Y LEa—F—EanaS5— R2UTHRE( | 201
836l Frk2248 A 258 ~Fp23F2H24R) ~ _ _ _
20l
53.7 BET 2 —EREUEFIFEE
5.3.7.1 AstraZeneca fEfI— & — — — —
5.3.7.2 AstraZeneca FESER—ER - — — -
5.3.7.3 AstraZeneca EELGAESER—BER - — — -
5.3.7.4 AstraZeneca EREEERE—F — — — —
5.3.7.5 AstraZeneca FRRREE L EE — — — —

5.4 ZEX#
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541 Bartow and Formoterol, an update of its pharmacological Drugs 1998;55:303-
Brogden 1998 properties and therapeutic efficacy in the _ AL 22. _
management of asthma.
54.2 Castle et al 1993 |Serevent nationwide surveillance study: Br Med J
comparison of salmeterol with salbutamol in 1993;306:1034-7.
asthmatic patients who require regular - &t -
bronchodilator treatment.
54.3 Cates and Combination formoterol and inhaled steroid Cochrane Database
Lasserson 2009 |versus beta,-agonist as relief medication for _ AL Syst Rev 2009;Issue _
chronic asthma in adults and children. 1:CD007085.
54.4 Cates et al 2009 [Regular treatment with formoterol and inhaled Cochrane Database
steroids for chronic asthma: serious adverse _ oL Syst Rev 2009;Issue _
events. 2:CD006924.
5.4.5 Christensson et al|Safety of inhaled budesonide. Clinical Drug Safety
2008 manifestations of systemic corticosteroid- _ AL 2008;31:965-88. _
related adverse effects.
54.6 Clark and Adrenal suppression with chronic dosing of Thorax 1997;52:55-8.
Lipworth 1997 fluticasone propionate compared with _ o _
budesonide in adult asthmatic patients.
547 Engel et al 1991 |Bronchoconstriction in adult asthmatics Schweiz Med
induced by pressurized metered dose inhalers. Wochenschr
- i AN 1991;121(Suppl -
40/1):W1 085.
548 Ericson and Use of drugs during pregnancy: unique Information from the
Kallén 1999 Swedish registration method that can be Swedish Medical
improved. - mot Products Agency -
1999;1:8-11.
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54.9 Falt et al 2006 Negligible exposure of infants to budesonide Eur Respir J
via breast milk. _ ot 2006;28(Suppl _

50):664s, Abs P3855.

5.4.10 Foresi et al 2000 |Low-dose budesonide with the addition of an Chest 2000;117:440-
increased dose during exacerbations is _ A 6. _
effective in long-term asthma control.

5.4.11 Gauvreau et al Effects of inhaled budesonide on allergen- Am J Respir Crit Care

1996 induced airway responses and airway _ o Med 1996;154:1267- _
inflammation. 71.

5412 Gibson et al 2001 |Acute anti-inflammatory effects of inhaled Am J Respir Crit Care
budesonide in asthma. - i AN Med 2001;163:32-6. -

5413 Grembiale et al |Comparison of the bronchodilating effects of Pulm Pharmcol Ther

2002 inhaled formoterol, salmeterol and salbutamol _ oL 2002;15:463-6. _
in asthmatic patients.

5.4.14 Jaeschke et al The safety of long acting beta agonists among Am J Respir Crit Care

2008 patients with asthma using inhaled _ AL Med 2008;178:1009- _
corticosteroids. 16.

5.4.15 Johnell et al 2002 [Bone mineral density in patients with chronic Eur Respir J
obstructive pulmonary disease treated with 2002;19:1058-63.
budesonide Turbuhaler®. - B -

5.4.16 Juniper et al 1999 |Development and validation of a questionnaire Eur Respir J
to measure asthma control. — pv) 1999:14:902-7. -

5417 Kallén et al 1999 |Congenital malformations after the use of Obstet Gynecol
inhaled budesonide in early pregnancy. - 2 1999;93:392-5. -
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5.4.18 Kuna et al 2007 |Effect of budesonide/formoterol maintenance Int J Clin Pract
and reliever therapy on asthma exacerbations. - i AN 2007;61:725-36. -
5.4.19 Malolepszy et al |Safety of formoterol Turbuhaler® at cumulative Eur Respir J
2001 dose of 90 micrograms in patients with acute _ ot 2001;18:928-34. _
bronchial obstruction.
5.4.20 Nelson et al 2006 | The salmeterol multicenter asthma research Chest 2006;129:15-
trial: a comparison of usual pharmacotherapy . 26.
for asthma or usual pharmacotherapy plus - a5 -
salmeterol.
5.4.21 Nelson et al 2010 |Safety of formoterol in patients with asthma: J Allergy Clin
Combined analysis of data from double-blind, _ EHL Immunol _
randomized controlled trials. 2010;125:390-6.
5.4.22 Palmqvist et al Inhaled dry-powder formoterol and salmeterol Eur Respir J
1997 in asthmatic patients: onset of action, duration _ o 1997;10:2484-9. _
of effect and potency.
5.4.23 Passalacqua et al |Inhaled and nasal corticosteroids: safety Allergy 2000;55:16-
2000 aspects. - pv) 33. -
5.4.24 Pedersen and A comparison of the efficacy and safety of Allergy 1997:52:1-34.
O’Byrne 1997 inhaled corticosteroids in asthma. - 2N -
5.4.25 Rabe et al 2006 |Effect of budesonide in combination with Lancet 2006;368:744-
formoterol for reliever therapy in asthma . 53.
exacerbations: a randomized controlled, - w5t -
double-blind study.
5.4.26 Rosenborg et al |Relative systemic dose potency and tolerability Eur J Clin Pharmacol
2000 of inhaled formoterol and salbutamol in healthy . 2000;56:363-70.
subjects and asthmatics. - 2N —
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5.4.27 Sears and Safety of budesonide/formoterol maintenance Respir Med
Radner 2009 and reliever therapy in asthma trials. - i AN 2009;103:1960-8. -
5.4.28 Sears et al 2009 [Long-acting B-agonists: a review of formoterol Eur Respir J
safety data from asthma clinical trials. - 2N 2009;33:21-32. -
5.4.29 Seberovaand  [Oxis® (formoterol given by Turbuhaler®) Respir Med
Andersson 2000 |showed as rapid an onset of action as _ smhh 2000;94:607-11. _
salbutamol given by a pMDI.
5.4.30 Selroos and Formoterol Turbuhaler® 4.5 ug (delivered Pulm Pharm Therap
Ekstrom 2002 |dose) has a rapid onset and 12-h duration of _ s H1 2002;15:175-83. _
bronchodilation.
5.4.31 Spector et al Safety and tolerability of a Chest
2010a budesonide/formoterol (BUD/FM) pressurized 2010;138:705A.
metered-dose inhaler (pMDI) in black _ $Eh _
adolescents and adults with moderate to
severe persistent asthma.
5.4.32 Spector et al Effect of budesonide/formoterol pressurized Chest
2010b metered-dose inhaler vs budesonide dry 2010;138:767A.
powder inhaler on pulmonary function in black _ ok —
adolescents and adults with moderate to
severe persistent asthma.
5.4.33 Tattersfield et al |Exacerbations of asthma: a descriptive study Am J Respir Crit Care
1999 of 425 severe exacerbations. - 2N Med 1999;160:594-9. -
5.4.34 Todd et al 2002 |[Survey of adrenal crisis associated with inhaled Arch Dis Child
corticosteroids in the United Kingdom. - 2N 2002;87:457-61. -
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5.4.35 Toogood et al Influence of dosing frequency and schedule on J Allergy Clin
1982 the response of chronic asthmatics to the _ AL Immunol 1982;70:288 _
aerosol steroid, budesonide. 98.
5.4.36 Toétterman et al  [Tolerability to high doses of formoterol and Eur Respir J
1998 terbutaline via Turbuhaler® for 3 days in stable _ ot 1998;12:573-9. _
asthmatic patients.
5.4.37 van den Toorn et |Airway inflammation is present during clinical Am J Respir Crit Care
al 2001 remission of atopic asthma. _ o Med 2001;164:2107- _
13.
5.4.38 van Noord et al [Salmeterol versus formoterol in patients with Eur Respir J
1996 moderately severe asthma: onset and duration _ A 1996;9:1684-8. _
of action.
5.4.39 van Noord et al  |A comparison of the onset of action of Respir Med
1998 salbutamol and formoterol in reversing _ o 1998;92:1346-51. _
methacholine-induced bronchoconstriction.




