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devi ces have been dev %r assi st Re
ﬁbébh@@g%téhi@g%h nedlcanents into the Iungs of
patients. In one sort of device, a dry powdered
i nhaler (DPl) device, the nmedicanent to be inhaled is
di spensed into an air stream produced by the
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where the drug is pre-netered and then stored in
mul ti pl e dosage packs such as blisters). In a nunber
of DPI devices, the partlculate drug is mxed with an
exci pi ent powdeBAG] il HOENYENTI@Ne si ze and
the drug particles are bIended with the excipient to
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to 10 microns. A number of devices have been developed for assisting the delivery of such

medicaments into the lungs of patients. In one sort of device, a dry powdered inhaler (DPI)
device, the medicament to be inhaled is dispensed into an air stream produced by the
inspiratory action of the patient. A large number of such devices have been developed. The
device may be a single dose device (e.g., wherein drug is dispensed from a pre-metered
dosage means such as a capsule) or multidose (where the drug is stored in a reservoir and
then metered prior to dispersal in the air stream or where the drug is pre-metered and then
stored in multiple dosage packs such as blisters). In a number of DPI devices, the particulate
drug is mixed with an excipient powder of larger average particle size and the drug particles
are blended with the excipient to create a generally homogenous mixture. The larger particle
size of the excipient results in the powder mixture being flowable, and the homogeneity of
the mixture enable it to be metered into accurately measurable doses. This is of particular

importance when only very small quantities of the drug are required in a dose. Excipient



the m xture enable it to be netered into accurately

nmeasur abl e doses. This is of particular inportance
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nmet hods for use of the conpositions of the invention.
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[0010] Another aspect of the invention provides for a multidose dry powder inhaler

comprising the composition according to the invention.

[0011] An aspect of the invention provides methods for the administration of a
particulate medicament, comprising inhalation of a composition of the invention from a

multidose dry powder inhaler, are provided.

[0012] In another aspect, the invention provides a method for the administration of a
therapeutically effective amount of compositions prepared by the processes of the invention,

for the treatment of conditions responsive to the medicaments of choice.



[0014] Figure 2: Graphical representation of drug per

actuation froma representative comercial product
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teachings of this specification shall be resolved in favor of the latter. Likewise, any conflict
between an art-understood definition of a word or phrase and a definition of the word or

phrase as specifically taught in this specification shall be resolved in favor of the latter.

[0018] Technical and scientific terms used herein have the meaning commonly
understood by one of skill in the art to which the present invention pertains, unless otherwise
defined. Reference is made herein to various methodologies and materials known to those of
skill in the art. Standard reference works setting forth the general principles of pharmacology
include Goodman and Gilman’s The Pharmacological Basis of Therapeutics, 10™ Ed.,
McGraw Hill Companies Inc., New York (2001).




[0019] Any suitable materials and/or nmethods known to

those of skill can be utilized in carrying out the
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[0024] Reference is made hereinafter in detail to specific embodiments of the invention.
While the invention will be described in conjunction with these specific embodiments, it will
be understood that it is not intended to limit the invention to such specific embodiments. On
the contrary, it is intended to cover alternatives, modifications, and equivalents as may be
included within the spirit and scope of the invention as defined by the appended claims. In
the following description, numerous specific details are set forth in order to provide a
thorough understanding of the present invention. The present invention may be practiced

without some or all of these specific details. In other instances, well known process



included within the spirit and scope of the invention

as defined by the appended clains. In the foll ow ng
wa@le@anitd on, numerous specific details are sepCT/081003/026385

in order to provide a thorough understandi ng of the

present invention. The present invention may be

practiced wthout sone or all of these specific

details. In other instances, well known process WO
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One aspect of the invention provides a dry powder
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fumarate dihydrate.

[0030] As used herein, the recitation of a numerical range for a variable is intended to
convey that the invention may be practiced with the variable equal to any of the values within
that range. Thus, for a variable which is inherently discrete, the variable can be equal to any
integer value of the numerical range, including the end-points of the range. Similarly, for a
variable which is inherently continuous, the variable can be equal to any real value of the
numerical range, including the end-points of the range. As an example, a variable which is
described as having values between 0 and 2, can be 0, 1 or 2 for variables which are
inherently discrete, and can be 0.0, 0.1, 0.01, 0.001, or any other real value for variables

which are inherently continuous.



fumarate di hydrate. [0030] As used herein, the
recitation of a nunerical range for a variable is
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[0035] As used herein, “medicament” or “active ingredient” is meant to encompass

active pharmaceuticals appropriate for inhalation therapy in dry powder form.
Representative, non-limiting examples include bronchodilators (e.g., epinephrine,
metaproterenol, terbutaline, albuterol, and the like), anticholinergic agents (e.g., ipratropium
bromide), xanthines (e.g., dyphylline, aminophylline), inhalant corticosteroids (e.g.,
flunisolide, beclomethasone, budesonide, and the like), or -2 adrenergic receptor agonists

(e.g., salmeterol and formoterol).

0036} The medicament may be in any isomeric form or mixture of isomeric forms, for
example a pure enantiomer, particularly the R, R-enantiomer, a mixture of enantiomers, a
racemate or a mixture thereof (e.g., formoterol). Pharmaceutically acceptable derivatives of

formoterol include pharmaceutically acceptable salts, in particular acid addition salts with



Wlliams & WIkins, 1995). Wiile the type of
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Germany).

[0040] The desired particle size distribution of the lactose may be prepared in a similar
way. However, it is preferable to prepare the lactose by blending two or more portions of
previously prepared and classified lactose, for example a fine blend of lactose, in which the
mean particle diameter is less than 10 microns in diameter and a portion in which the mean
particle diameter is relatively coarse. A characteristic coarse lactose is supplied as classified
lactose, which is collected on a mesh with mesh size of 63 microns, after passing through a

mesh with mesh size of 90 microns.
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[0045] Alternatively, the dry powder composition according to the invention may be

filled into the reservoir of a multidose dry powder inhaler (MDPI), for example of the kind
illustrated in WO 92/10229 (hereinafter referred to as the IVAX' "~ MDPI).

[0046] Compositions according to the invention may be readily prepared by blending the
required amount of active ingredient with the required amount of particulate lactose of the

desired particle size distribution. Preferably, the lactose is alpha lactose monohydrate.

[0047] In yet another aspect, the invention provides a method for the administration of a
therapeutically effective amount of compositions prepared by the processes described herein,

for the treatment of conditions responsive to the medicaments of choice. Non-limiting



techni ques. Such techni ques include the step of
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w0 poogfotioen and t he pharmaceuti cal |l y accept abl ePCT/US2003/026385
carrier(s), or an excipient. In general, the
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conmposition according to the invention may be filled

into the reservoir of a nultidose dry powder inhaler

(MDP1), for exanple of the kind illustrated in WO

92/ 10229 (hereinafter reEXAMHLES as the | VA)TM MDPI).
[0046] Conpositions accorging %q the invention may be
readily prepared by bl ending PRe requi red anount of
aBdtitigle size gistidbetivm, doselleliverys g fineqeir tielo fnattiofs for a formoterol
particul ate [ actose of the desired particle size
di stri bution. Preferablygggﬁgﬁﬁggtose i s al pha | actose
nmonohydrate. [0047] In yet another aspect, the
i nvention provides a nethod for the adm nistration of
[0850]t he rlel}oe wrangadfifymeidradis the fmmpaatihpdraie ot osis biendal with

99R5§ Qr%t{n%%f ﬁXtogehtﬁat%rag g Sg’rfciglg sige? gics:trrilbltl)t?o% vDi lin {hré range shown in Table 1.
Blending was conducted using a tumbling mixing process (TURBULA™, Glen Creston, New
Jersey, USA). The formoterol lactose blend was filled into the reservoir of an IVAX' MDPI

device.
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| act ose bl end [0050] 0.265 grans of fornoterol (as the
fumarate di hydrate salt) was blended with 99.735
(095 EIms  ofhelinteieostbaticdontningd tiedompaitation werestheretested for plagmpacsntical
I
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un{Ebmrity©f elsliwemd dhlsﬁ/mndfmﬁ $>e1y1,cleld5¢b) Thﬂdelgfmr mwem [DPA) was

mesiieipone 0T el Rpisiah B oG Ber R fi Bl ot mooer

TPK, high capacity pump and flowmeter (Copley Scientific, Nottingham, U.K.) while fine
particle dose (FPD) and fine particle fraction (FPF) were measured using a 5-stage liquid
impinger MSL also from Copley Scientific.

[0052]
(RSD) of delivered doses ranging from 4-13% (Table 2) when used in association with the
IVAX' MDPI device, with a good proportion of fine particles of the drug (Table 3). The

The compositions gave excellent dose uniformity with relative standard deviation

pharmaceutical performance of the inhalers remains stable after unprotected exposure to

elevated storage conditions.
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208 fPE‘f‘f’éﬁg& l(g]? g dhesaridactqss as excipient before and after storage

/

unwrapped at 2 for a month.

Parameters Before storage After storage
Device 1 | Device 2 | Device 3 | Device 1 |Device 2| Device 3
Beginning of 38 40 49 41 39 39
device life
End of device life 38 38 42 40 35 43
Example 2

Particle size distribution for a formoterol lactose blend

[0053] 0.265 grams of formoterol (as the fumarate dihydrate salt) was blended according
to the methods of Example 1, with 99.735 grams of lactose that has a particle size distribution
within the range as shown in Table 4. The lactose was prepared by blending a mixture of 90 to
150 micron lactose (95%) with microfine lactose having a VMD of 7.5 microns (5%). The
formoterol lactose blend was filled into the reservoir of an IVAX" MDPI dry powder inhaler.

A typical particle size distribution for a lactose blend thus prepared is shown in Fig. 1.
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si ze di sHibuti-en—fer | acfﬁm blend-thus-—preparied i s
shown in| Fi g.~ 10 R0 20pa/ 01%53% pCT/|UsPhEA 08385
<150 pm 87.7% 83.9%-93.5%
<174 um 96.0% 93.8%-98.9%
<250 pm 100% 100%
Example 3

Formoterol deposition profile determinations

[0054] In order to measure the performance of the product thus developed, a study was
undertaken which compared the drug delivery and deposition properties of the compositions of
the invention from, for example, an IVAX" MDPI device with a representative commercial
product, the OXIS TURBUHALER™ (AstraZeneca Pharmaceuticals, U.K., label claim 6 mcg,
formoterol per dose). The IVAX" MDPIs and OXIS TURBUHALERS® were tested under
the same conditions specified in European Pharmacopoeia (2001). The drug per actuation
(DPA) was measured using a dose unit sampling apparatus while fine particle dose (FPD) and

fine particle fraction (FPF) were measured using a 5-stage liquid impinger as per Example 1.

[0055] The commercial product (Fig. 2) showed a larger variation in DPA than the
compositions as used with an IVAX" MDPI (Fig. 3). The mean DPA from three commercial
products (with label claim of 6 ug) was 3.9 ug, suggesting that a large portion (over 30%) of



13 Table 4: Particle size distribution for the
fornoterol |actose blend Paraneters Mean Range VMD
w@Zoogi1 B 110 gm GSD 4.4 2.2-4.9 <5 gm 13. 19%CT/US2003/026385
8.0%24.0% < 10 gm 21.6% 14.2% 28.5% < 15 gm 24.5%
15.0% 31. 0% < 30 gm 26.5% 16. 0% 34. 0% < 60 gm 29. 6%
18.9% 36. 1% < 90 gm 44. 5% 3g4. 8% 50.8% < 150 gm 87. 7%
83.9% 93.5% < 174 gm 96. 0% 93.8% 98. 9% < 250 gm 100%

100% Exanpl.e 3. Fornot er.ol ~deposi i.i rofil ™
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and
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IVARYERDPE indi&20RY a ke @ﬁﬁ%ﬁt%eli_@eﬁ? bMAIM MDPI devi ce
Wth a representative comercia product, the OXIS
0055IBUHAERIMidaNBdirBdanesa tERRAINABEHE beRikR dobd (€PD) beghoterol
[clggiim6 meq, fornoterol per dose). ?he IVAXan\ﬁ/I |\/?3P|S °
frogmihe &HAX BURATERSS pe)ved ghetrepsessatatiyrrommeardial (37t 0.39 pg)
s&OR) tsi&_ons specified in European Pharnacopoeia (2001).
6 dr g per actuation (DPA) was neasured using a

dose unit sanpling apparatus while fine particle dose
(FPD) and fine particle fraction (FPF) were neasured
using a 5-stage liquid inpinger as per Exanple 1.

[ 0055] The conmercial product (Fig. 2) showed a | arger
variation in DPA than the
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Wed ad BOGG] MIPISTENIabdl SRt oflbdth BEVEHRE &vaVB i)
ine particle dose (FPD) of fornoterol

fromthe | VAXTM MDPI (2 37,019 g)a the_ o
represent ative clomer clVAAX(MDF 0. 39| gPXI¢ SEBBEARAIER
5). WD 2004/ 017914 PCT/ US2003/ 026385 | 15 T fed 781 226)
Depashtthaionp?-3hi [Dssicef | Devianl ¢rlddvide3oeaice 1|Device 2; Device 3
I eprresertasi-veconercrat—protuct£OX4HS—FURB! HERT V)
and BIWT'FI\WWL‘PI “(The |1a el {cl g??n ofob'8Qh devr ces 110
was {6GTAGEVAXVOPI 1.63XI 5 TIURABUHALER4 (bt @bo ZE @26) | 0.20
Act yations7-26-Devicell Devige 2 Device 3 Devicell
Devilc& 12058k 3 0-3ND g) 92707| 1919 p. 94010020
1.0 S-T%@Eb.%'(ﬁ%?: L(®32 1] 9.2 Y1 10383 Ul Ye®- LtUgB0<Y 0.90
STAGE_2{g)_0.39 10.24 0[29°0.10 0.10 0/ 20 _STACGE_3(q)
0. 82 GTAGEM(88 0. 608D. 0 @00 | STALE 4(@P00)8890. 90 1.10
0. 8307900 96—t 10— STAGE 5( 4§73 P78, 0165010
0. 70 STEFERF R | %0 b 5/%. 81 %650 B &40 4] o670 | 090
RD (pg) 5.79 5.75 5.51 3.50 3.50 4.20
FPD (ng) 2.60 2.50 2.40 230 | 2.30 2.80
FPF (% RD) 45 43 44 66 66 67
FPF (% LC) 43 42 40 38 38 47
Actuations 37-56
IND. PORT (pg) 0.93 0.83 0.85 1.10 0.90 0.70
STAGE 1(pg) | 2.16 2.08 2.15 030 | 0.20 0.20
STAGE 2(pg) 0.25 0.27 0.26 0.10 0.10 0.20
STAGE 3(ug) 0.64 0.72 0.67 0.70 0.60 0.50
STAGE 4(ug) | 0.71 0.84 0.76 0.90 | 0.80 0.60
STAGE 5(ng) | 0.60 0.76 0.71 0.70 [ 0.70 0.50
RD (pg) 5.29 5.50 5.40 3.90 | 3.40 2.60
FPD (ug) 2.10 2.40 2.20 2.40 2.20 1.60
FPF (% RD) 40 44 41 62 65 62
FPF (% LC) 35 40 37 40 37 27

Note: RD is the total recovered dose from the impinger; LC is label claim and IND. Port

stands for Induction Port.



FPD (g) 2.60 2.50 2.40 2.30 2.30 2.80 FPF (% RD) 45
43 44 66 66 67 FPF (% LC) 43 42 40 38 38 47
waeiatisens 37-56 | ND. PORT (g) 0.93 0.83 0. 85rQT1/1182003/026385
0.90 0.70 STAGE 1(g) 2.16 2.08 2.15 0.30 0.20 0.20
STAGE 2(g) 0.25 0.27 0.26 0.10 0.10 0,20 STAGE 3(9)
0.64 0.72 0.67 0.70 0.60 O. 51?6 STAGE 4(g) 0.71 0.84
0.76 0.90 0.80 0.60 STAGE 5(g) 0.60 0.76 0.71 0.70
0.70 0.50 RD (g) 5.29 5.50 5.40 3.90 3.40 2.60 FPD
(g) 2.10 2.40 2.20 2.40 2ERamfled0 FPF (% RD) 40 44 41
62 65 62 FPF (% LC) 35 40 37 40 37 27 Note: RDis the
total recovered d@sssistermmof Frmotgrohddivery C i s | abel
claimand IND. Port stands for Induction Port. WO
[®6ﬂ4/ 014 Bledd R@T}i&lﬁﬂﬁ@ﬁlﬁ@@ﬁ%ﬁlicrdlﬁzeﬁﬁmmnh@own the lactose was
et 5 V1P esp BB TR Bl Bt g i ) wPals an drug per
actuaitdrogichinds-12 (%% M)alrn%imaﬁleapfﬁmel patileydodesprdskeddis pdioentage of label

final products were found to roduearre r er.
el CogeR oA Rt PR rI A ORRIR o) Fowder
inHaghd, ipﬁ‘dvﬁ»u@l?%ﬁecﬁxmlé &6 pakticls dperfeemt agepsftioh alheh usedhmi m

e eSSBS e G TRCBESh Shppenis cavlnc of

thddé BMbIRKSWYs donfpBfdble TH ﬁxefrép’ﬂ&eﬁaﬁxtel Blncd 3R Prddatt. bBRvery of the
CoOnposi tion when used 1jt)unctl on with an | VAXTM

copppition githainyeafion wih ap PeaxT YIB! Wasshe i fodisanere gonsistent in the
deBFHN ¥BlRAGE oPfhan the commercial product. (Data not shown)

Example 5

Preparation of medicament blends

[0058] A blend of micronized medicament chosen from a group consisting of, but not
limited to, bronchodilators (e.g., epinephrine, metaproterenol, terbutaline, albuterol, and the
like), anticholinergic agents (e.g., ipratropium bromide), xanthines (e.g., aminophylline,
dyphylline, aminophylline), inhalant corticosteroids (e.g., flunisolide, beclomethasone,
budesonide, and the like), or §-2 adrenergic receptor agonists (e.g., salmeterol) is blended with
lactose according to the methods described in Example 1. The resulting blend is introduced
into an IVAX" MDPI and then tested for pharmaceutical performance under the conditions
specified in European Pharmacopoeia. The drug per actuation (DPA) is measured using a
dose unit sampling unit while fine particle dose (FPD) and fine particle fraction (FPF) are

measured using a 5-stage liquid impinger as previously described.



these inhalers, was conparable to the representative
comerci al product. Delivery of the conposition of

w0 b@4jomeent i on with an | VAXTM MDPI was shown tPRCDHESI003/626385
consistent in the delivery of fornoterol than the
conmerci al product. (Data not shown) Exanple 5
Preparati on of nedi canent bIF?ds [ 0058] A bl end of
m croni zed nedi canent chosen froma group consisting

of, but not limted to, bronchodilators (e.qg.,
epi nephri ne, mnetapr ot er er®uivdledtbut al i ne, al buterol,
and the |like), anticholinergic agents (e.g.,
[0'0}59]at r OWhilkenhb bkah‘ilaﬂle)lvenﬁémhd”sibaﬁsde(smhgd ;n @l\a'llrmrlh\yihl refiegence to
y no h | line hal ant
sl rmopiiap Gt N i SoHE o oA, S e

v&ﬂ"t{ﬁs bhdﬁgésl a)n@ ﬁno@i)flﬁzaﬁ&fs eﬁlﬁl_iegzﬁﬁdelr te ﬂ&pﬂe(imecﬂ@méﬁh $\/1t(1611t glre]pamng
sal meterol) is hlen W ding the .
e Rt ol e1op e aoh ’%@énfar examiptor g Safrs e irahiepEize
of B dbRAH @SR rtai Nisthgaid thofédhbirdvaint edReAmeRBior, 8&h&tus ddivalents to

phar maceuti cal performance under the conditions

ﬂ@ﬁ@%qlﬁq %@staweﬁ]ﬂ@ﬁ@&ﬁur%%ﬁﬁ?@&é BEEina Sughedugialrgtsges considered to
b@%tHﬁtth@&oﬁmeﬁls i e ARASMIdGE: Akl b thqulﬁﬁw bhims.
sanpling unit while fine particle dose and fine
particle fraction (FPF) are neasured u3|ng a 5-stage
liquid inmpinger as previously described. WO

2004/ 017914 PCT/ US2003/ 026385 17 Equivalents [00591
VWil e the clainmed invention has been described in
detail and with reference to specific enbodi nents
thereof, it will be apparent to one of ordinary skill
in the art that various changes and nodifications can
be made to the clainmed invention wthout departing
fromthe spirit and scope thereof. Thus, for exanple,
those skilled in the art will recognize, or be able
to ascertain, using no nore than routine
experinmentation, nunerous equivalents to the specific
subst ances and procedures described herein. Such
equi val ents are considered to be within the scope of
this invention, and are covered by the follow ng
claims. WO 2004/017914 PCT/ US2003/ 026385



18 What is clained is: 1. A dry powder inhalation
conposition conprising, (a) nedicanent particles, and
w@ bjo4a1mikt ure of | actose particles with a VVMPOF/US2003/026385
bet ween about 70 and about 120 m crons and a di aneter
of less than 250 mcrons, said mxture characterized
in that up to 96% by wei ghtlgof the | actose particles
are less than 150 microns in " dianmeter and wherein up
to 25% by weight of the |actose particles are |ess
WHaei chimgdis.ons in diameter. 2. A dry powder inhalation
cqQnpositio rding to.Claim 1, . wherein up to 85% by
wet ghanorow %mg% gmﬁgw‘?ncciogg’nﬁfl%ture is | ess than

about @) ni¥ich@e pafticds,angter. 3. A dry powder
i nhal ati on conposi tion accord g,

up to SPmrGRylpHesc Rl Vel pe8 EEWF%} ettt ot 120

is | ess thgnaeLl diffetti GINQRE thah D5 RGHs Said mﬂcturé\cliifa)étenzed in
powder inhal ati on conposition according to Caim

wher ei n dbptun (3% bg, wmhbqfttheolpctpqqé)aﬁg};f; é@éeslg Hhap, lép ggcrons in

m xture 'd‘far{xe@é‘%n& RALeR QT S5RDS V(}e'fghgbﬁﬁﬂagfose particesAEd/less
powder inhalation conposition according to Gaim i1,

wher ei n et omB1omE 98 digmetgei ght of the Iactose

particles mxture is less than 15 mcrons in dianeter.

6. A dry powder inhalation conposition according to

Cl2ai Andty, ponhier mhalatign qomp@ﬁ%wcord@ggmﬂlabﬂ 11 wlerelaop ¢s¥5% by
part| cl h

7 A 81@ ofrﬂv\gac Ik ﬁﬁx%f:fe? %%xg&rg%sl’]les]s(%h agélﬁg? 111(1:)1r 8% ﬁ%&%er
CI a| m 1, V\herel n between 6.5 and 24.5% by wei ght of

B R T B e B

ac c OWéiglitg)f e 16dt@depBrtitle® mixfyre dOlBWIrthami abguileP nhicrond Modidmyeter.
wei ght of nedi canent particles. WO 2004/017914
PCT/ US2003/ 026385 19 9. A dry powder inhal ation

CCI QPRSI pEicA Gl Hb @nipdsifstyaddtdingfo Clhem | #Beinmg to 35% by
al ns

weight of the lactose particles mixture is less than 30 microns in diameter.

5. A dry powder inhalation composition according to Claim 1, wherein up to 31.5% by

weight of the lactose particles mixture is less than 15 microns in diameter.

6. A dry powder inhalation composition according to Claim 1, wherein up to 30% by

weight of the lactose particles mixture is less than 10 microns in diameter.

7. A dry powder inhalation composition according to Claim 1, wherein between 6.5 and

24.5% by weight of the lactose particles mixture is less than S microns in diameter.

8. A dry powder inhalation composition according to Claims 1 or 7, comprising up to

10% by weight of medicament particles.



wherei n the nmedi canent particles are fornoterol or a

phar maceutically acceptable derivative thereof. 10. A
walego4fpoomaer i nhal ati on conposition accordi ng tBCHO$2008/626385

of the preceding Cains, wherein the nedi canent

particles are fornmoterol fumarate dehydrate. 11. A

mul ti dose dry powder inhaler, conprising a dry powder

i nhal ati on conposition according to any one of the

precedi ng d net hod for the ad istra

0" oA B DB G R FCHDE L PRI R i Bine Claims,

f r omyierdvPRle ddiAn@fidhaRRIS afe foikuadrall drapheSiipasicillyoiceptable

according to dainms 1, 7, 9 or 10.
derivative thereof.

10. A dry powder inhalation composition according to any one of the preceding Claims,

wherein the medicament particles are formoterol fumarate dihydrate.

11. A muitidose dry powder inhaler comprising a dry powder inhalation composition

according to any one of the preceding Claims.

12. A method for the administration of a particulate medicament, comprising inhalation
from a MDPI of a dry powder inhalation composition according to Claims 1, 7, 9 or
10.



