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Recent Move
in
Japanese Generic Industry

Norihiro Kawamura, Ph. D,

Towa Pharmaceutical Co, Ltd.
Chalrman of Japan IGPA Committee
Japan Generic Ph ical Manuf;
(JGPMA)

turers A

| JGPMA, B™ IGPA Conference

GPARRFEREH

IGPAXMERRERR WA #K

Thank you very much, Mr. Shah, for kind introduc-
tion.

Ladies and gentleman, I am very honored to be here
to have presentation.

I would like to thank IGPA for giving me this oppor-
tunity.

Today, I would like to talk about recent move in
Japanese Generic Industry.

TERTENHONES T WNEL.
T, COBETRRTEDDRIEEICHEICENET,

RICZ O 25T,

IGPAIWTEBLET,

AH REAATOY xR v/ EEREECBI 2BECONTBELET,

ATAR2 VTR v IV EERDY

Share of generic drugs fme

ool
Use of generic drugs is st} low

Japanese government has a strong desire to cut healthcare cost.

R 3 some to ge use of generic

drugs.

Share of generlc drugs

Share of generic drugs In Japan (2004, except UK. {260%)
Bl PN

"
Data saurced by JGPMA Source : Garmany(ProGaneriba),
UK (S5H4), 45 A (GPal)

JGPMA, 9% IGPA Conference
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Here shows the situation of generic drug usage in
Japan.

In 2004, share of generic drug is only 5.2% in value
base and 16.8% in unit base. When comparing to
countries with promoted generic use, it is still low,
Japanese government has a strong desire to cut
healthcare cost.

Recently, It introduced some measures to encourage
use of generic drugs.

IBTEY Ry I EESOEHRRKEZRUET,

Uy VEREGOEEILEN—XTH 2%, BRX—ATI6.8% 717 TY,

YrxUy JEREMERARES

NEEEEBRL T EEEZENERIRTT,

B, EREOHBZETLEVWEZBATVWET, 20%. REPzxUy
DERFBOERRBERZIISHLTETHRET,
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Recent Topics affecting GE Usage ’fx;sa

= Change of prescription form*

u Incentives to docter and pharmacist*

a Mandatory supply of all the strengths corresponding
to originator drugs*

= Requirement for stable supply of Generic Drug*

a Additional data in package insert of Generic Drug*

a Revislon of Guideline on Waiver of In vivo studles
for differant strengths of oral solld product

w Drastic reduction of NHI drug price

u Revision of Pharmaceutical Affalrs Law

alr of BPC-ad d hospi

ulr of Indlvidual co-pay t rata for the elderly

*Notice issuad by Ministry of Health, Labour and Welfare {MHLW)

JGPMA, 9* IGPA Conferanca
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This slide shows some recent topics that could affect
GE promotion.

For instance, change of prescription form, or addition
of data in GE package insert. ’
I will explain about them in some details.

VrxU v VERBOERICEERE5Z5BIIO Ny 2 ERTTHET,
BIzE, MHFEEROLE, Yok v/ EELRATEANDT—F OB

ENBHDET,

CNBIZDOWT, HILLELLBBALET,

ATA K4 BREZELENDEBZEET 5HDHHE

‘New Measures to Promote Generic Substitution @
%ﬁ {Aprll, 2008) *

= Change of prescription form
Addition of column indicating * Substitution allowed”
and column for signature by doctor
* For subsiltution, docter has to sign

* Incentives to doctor and pharmacist
« ¥ 20 to doctor far allowing generlc substitution
« Incentives below will ba pald to pharmacist in case of generic
substitution as well

Prasent k Hyds for s of ics b isteadd i 26323
« ¥ 20 to doctor for prescribing in INN or generic name
« ¥ 100 as fse for Information provision on generics and ¥ 20 as
1} ing fee to 1In case of di: ' |
with patient's consent

4 JGPMA, 9™ IGPA Conference

AARTIRBEEEDNDOEEII,

In Japan, GE substitution is allowed, however, it is
not popular.

To promote it, prescription form was changed from
this April, namely the column indicating “Substitu-
tion allowed” and column for signature by doctor
were added. For substitution, doctor has to check
column and sign. Also, some incentives for doctor
and pharmacist were introduced to promote generic

substitution.

ROLNTHETHE, —REITEDD FHA.
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Government requested generic companies to supply
all the strengths of the same dosage forms corre-

¢ Measure to Promote Generic Usage f;ﬁ*‘

oudatory supply of 2l it strengtis sponding to originator drugs to assure that substitu-
Requiring gener) ly ¢ sngths of 1 3 i

Recuring gevecicomparies to suppyall e citegiv o o tion can be achieved w1thO}1t problems. From 2008,
to assure that substitution can be achlovad without probh Provision of all strengths is mandatory Retrospec-
From 2008, Provislon of all is v tively, the missing strengths of present pipeline
be adaed by 2011, othenmi ooy e s must be added by 2011, otherwise application for
must bo submitted. delisting of NHI price must be submitted. As a
HMovement to collaboration response to this, three major generic firms (Nichiiko,

Three maj; ric firms (Nichiiko, Sawat ang Towa} announced 3
to coII:::lo:art:et:edeal with misslngo strength of existing p:"odlr:; Sa:wal ?’nd TOWa) announc‘ed. to Coliaborate tO deal
with missing strength of existing products

JGPMA, 9 IGPA Conlersnce

BIfiZY 22 v o R ERERRITHIET BRA—FROLHKI O HZ %
MUELz, I3 FHRREZMBICED DA T, 200805 EHES N,
REORFBHWNEZTICMOBADLENH D ET, HRANWHEEITIE &
WP HEEZRE U TRARD ERA. ZOBIZELT, YxxUvy
ERERF IV HTTEROMOBMAZHETITRI I L2RELELE,

ATARE DY v T EERDREREE

. o | TO assure stable supply of Generic Drug, MHLW
~ Stable Supply of Generic Drug PRI
- requested to meet the following requirements.
HuasNotice by MHLW {March, 2006} . :
Raquiremment for statle supply of Gensaric Tinug ManufaCture and Supply COHtlnuouSly at ]eaSt 5
» Manufacture and supply conl.lnunusly stiepst 5 Yaars Yea]_‘s
« Assure sufficlent stock to quickly response to orders . . .
- Establish saes - Assure sufficient stock to quickly response to
* Supply sufficient inf ion to medicat Insti or or ders
h
. Es::b‘}ias?and operato system to cope with complaint . . .
from medical institution or phammacy on stablo supply - Establish sales network nationwide
System established — + Supply sufficient information to medical institution
I instituti Report of ints to
::!T\fva Search cas‘:s and gulde coon?;rnoed company “I,II; :nprovemenl or pharmacy
o oot o published X .
grz"::eyxl year of gu:dance c:n‘:ﬁrnedwmpanymu:{submrl stable * EStathh and ODeI’ate SVStem tO cope Wlth
v Smirermant. I o i o o drigs 2y 10k be accosted complaint from medical institution or pharmacy on
5 JGPMA, 97 IGPA Gonfarence Stable Supply

Also, new system was established, namely
+ Medical institution or pharmacy : Report of complaints to MHLW
- MHLW : Search cases and guide concerned company for improvement
+ Name of concerned company and guidance contents will be published
+ From next year of guidance, concerned company must submit stable supply improvement
report to MHLW. If no improvement, NHI Price listing of new drugs may not be accepted.

BAEFEHEL. TEHREZERTDIAIC. PRV v IREICUTOERZS
HEIRDEL,
5 R U T RLERGE
- ROBEERZEREL, BXICREIIHETESLDI2T5
- EERZEGE AR 2 EiFT 5
- [RIRBEREERIC R TR B R OB 21T D
- BRGNS OREHRMBICET 2HHFE2EONICZTHT. HUTES
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> Additional Data in Package Insert of Generic "’;W

. Drug ;

Notice by MHLW {March, 2006}

Addition of data inte package insert of Genaric Dirug
+ Bloequlvalence study data in human
{ex. dose response curve)
together with data of reference drug
+ Description on of dissolution test
+ Summary of stability test data

To directly show quatlty of Genaric Drug is equivatent
to originator drug

b JOPMA, 9% IGPA Conlersnce

It was required to add the following data into
package insert of GE drug.

+ Bioequivalence study data in human (ex. dose
response curve) together with data of reference
drug

- Dissolution test data

« Summary of stability test data

This is to directly show quality of Generic Drug is
equivalent to originator drug.

V1) Y ERRRNXEALUTOF—F 2RI 22 emRDONELE,
C NTORENT —F (EgL OHEEE5DT) OLR

R — ¥
- BT — 5 OBE

KD, PR v VEEROGENEREXRRELFAETHL I L2ERE

BICRED T &RV ET,

ATAR8  EREVWTARIADREL

s Revislon of Guldellna an Walver of in vivo BE studles ro%

ifferant strengths of oral solid product U

Pragant goldeline

Reference |s defined as an: already approved psodust whose
bioequivalence Is proved on human studles

=

NOT possible to apply
blo-waiver

Revislan raquested MHLW by JGPMA

gths at same time using

Refarence Is defined as 3 product whose bloequivalence is
proved on human studles

=

Possitie Yo apply different strengths at same time using blo-
waiver

But, in principie reforence shouid be highestdose product

Currently, Under discussion

3 JGPMA, 9™ IGPA Cotrtetence

In present guideline on Waiver of in vivo BE studies
for different strengths of oral solid product reference
product is defined as an already approved product
whose bioequivalence is proved on human studies,
that means you have to use your own already ap-
proved product as a reference. As a result, it is NOT
possible to apply different strengths at same time
using bio-waiver. JGPMA has requested MHLW to
revise guideline where “already approved” is re-
moved, so that it will be possible to apply different
strengths at same time. But, in principle reference
should be highest-dose product.

Currently, under discussion.

—8—
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Pricing of Pharmaceuticals

E i,
g il .
NHI Drug price

The drug relmbursement price paid by Insurers to medicat

insti under National Health b {NHI}

+ Fixed for each prescription drug brand

* Revised every two years
by the Ministsy of Health, Labour and Watfare (MHLW)

~ Drug Price Revision

To bring NHI deug price{reimbursement price) closer to the
market price based on the survey results

» Gensric Drug Price
Prive tor the initial ksting
2> % of the prics of e originai dieg (sioce 20041

v JGPMA, 9% [GPA Contfersnce

This slide summarizes about National Health Insur-
ance (NHI) Drug price.

It is drug reimbursement price paid by insurers to
medical institutions, fixed for each prescription drug.
It is revised every two years by the Ministry of
Health, Labour and Welfare (MHLW). Usually,
reduction takes place. As a resuit, NHI price goes
down.

There is a rule disadvantageous to generic drugs,
namely the initial listing price for Generic Drug is
set to 70% of the price of the original drug (since
2004).

ZDAZA R, (BERREERR) (NHI) EMIDWTEELDTHOET,
ZTHIULEREBICRBERZIC L > THDON DT, B2 OUFHITHL TR

DHNET,

HM, BEEFEHE MHLW) KXo T2EITERBESNET, BH. 5
TUBRID, 058 NHIHBE TN TOE%T,

Py JEEGORYIOEMT. EREZROMEDT%ICE Y hahd
EWDIARZZHBANS D D 9, (20044FLIRITEA)

A T4 R10 @ EMHEEEITDOWT

NHI Drug Price Revision /;W«

o TDrastic reduction of NML drug price took niaca on April, 2046
whole pharmaceuticals
Average reduction rate ; 6,7%
Generic pharmaceuticals
Average reduction rate : 14,9% (basad on survey of 14 JGPMA
members}

4 of or; daaply sHuctad
» Harnal{Tamsulesin hydrochloride) : -13.5%
+ Tak : «15.0%
: =15.2%

+ Omepral Tablets{Omeprazole}
+ Pariet {Sodjum Rabeprazale) : A5.0%
Wiil have an impact on Mid ~ Smalt-size originater company
wha doss not have strong future pipelines
> Possihility that originators move inte ganeric fiald
Also, affect o1t WMid ~ Smalhsize Generle companics
v JGPMA, S*IGPA Conference

NHI Drug Price Revision took place on April, 20086,
and we saw drastic reduction

For whole pharmaceuticals : Average reduction rate
was 6.7%

For Generic pharmaceuticals, average reduction rate
was 14.9% (based on survey of 14 JGPMA members)
Examples of originator products deeply affected
Harnal (Tamsulosin hydrochloride), Takepron cap-
sules (Lansoprazole), Omepral Tablets (Omeprazole),
Pariet (Sodium Rabeprazole)

This result is due not only to price reduction in real
market price, but also special reduction by mar-

keting of GE, or re-evaluation based on increase of market share.

This revision will have an impact on Mid ~ Small-size originator company who does not have
strong future pipelines. And may lead originators move into generic field. Also, it will affect
on Mid ~ Small-size Generic companies.

REMBGEAD. FF 4 BTN, KERITINREnELR,

_g_
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. Revision of Pharmaceutical Affairs Law /“W

of revised Ph ical Affairs Law

(April, 2005)

Form “manufacturing approval™ to
"license for manufacturing/marketing” and “license for manufacturing”

making It sasler to out entire
As aresult,

los ane
APl and intermediate production,

- Sotting off fierce iion among
« Mid-Smalf Gonaric compantes rmy betoins sontract
manufacturers

3] JGPMA, $% KGPA Canterence

Revised Pharmaceutical Affairs Law was Imple-

mented April, last year.

One of major change is Form "manufacturing ap-

proval” to "license for manufacturing/marketing" and
“license for manufacturing”

This change makes it easier to contract out entire

manufacturing.

As a result, pharmaceutical companies are expected

to accelerate outsourcing API and intermediate

production, and fierce competition will be set off

among contract manufacturers, also Mid-Small

Generic companies may become contract manufac-

turers

MidE 4 A ICREEFRSHTINE Ui, KEALEO—DE LT, HEKR
M5, BSIEEF B L CUSETFATAOLEEND D £T,

COEBICELD, BBEZOODODRENERITROE Uiz, HRELUT, 8
AEE, B PRIGOT T N =S O DINES N, 2R OBSINE

FEBRD, PRV IEENDS

i@qo

ZEEEHEICRBEIABHTLB I EIZRD

A5ARI2: Z0MOT 3y VEEKOERBEIHFZEESAD Y

;ﬁglher Factors favorable to GE Promotion ‘f‘;m

L] ni:roductlon of DPC (Dlagnosis Procedure
Gombination )

) in i 82 major hospitals in 2003
An Increase to 144 hospitals (as of March, 2006)
Additional 216 hospltals wlill start DPC within 2006
DPC : Japanese version of DRGIPPS

a Increase of individual co-payment rate for the elderly
? 70 year-old with relatively higher level of incomes
From 20% to 30% {from October, 2006)
70 ~74 yoars old with avaraga level of Incomes
From 10% to 20% (from Aprii, 2008)
fiore awareness on Medical Expendifure
=> Mare use of Generde Brays

” JOPNA, 1%IGPA Conderence

There are some other topics favorable to generic
drug promotion.
DPC (Diagnosis Procedure Combination) was intro-
duced in 82 hospitals in 2003. No. of hospitals was
increased to 144, as of March, 2006 and additional
216 hospitals will start DPC within this vear.
*DPC : DRG/PPS (diagnosis related group/prospec-
tive payment system)
Also, Increase of individual co-payment rate for the
elderly is planned as shown here,

=2 70 yearold with relatively higher level of
incomes : From 20% to 30% (from October, 2006)
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70~74 years old with average level of incomes : From 10% to 20% (from April, 2008)
They will raise more awareness on Medical Expenditure, and as a result, it is expected that
use of generic drugs can be promoted.

ZTOMIZH, PrxU v Y ERROFERREICE S TIFELW Ry 75550
E3

DPC (W#o,Ep e 220031820 Kk TEAIN., 9438
TIZIA4IZIB I, SEFIZ. IBITMBINBATETH D T,

#{% : DP C LIXAXMOBMRIISE FHEL15R (DRG/PPS)
£, EAOBEBRBEAQERSI ZICRTLSICHE P s nET,
ZHE, ERBICDWTORMSE S5 ICEHD, BEELT, YoixlyrER
mOEHASHEEIND Z ENHEENET,

A4 RI3: PRI TRWEEDD 2R v I 5EADEA

_ /'m Under circumstances I explained, some Non-GE
| Non-GF Companios Entering into GE Business ™" | Companies are entering into GE Business. Origina-
rand Companies tors such as Eisai, or Kyorin have GE activity and

n

Eisal : established “Elmed Eisai” (GE){1936}
Kyorin : Acquired Toyo Phanma (GE}
Teikoku Seiyaku : Teikoku Medix{GE subsidiary)
Kaken Phamm, : has GE activities
Tanale : Anavunced consldering Enley into GE
Nipro {| of Medical las and Dovices)
» Acqjuisition of GE Phamma
Takeshima{Now, Nipro GenePha Corporation}{2003)
Hishiyama (Now, Nipm Pham:a corporanon) (2004}
Zensel ph 1%)(2008)
2 Acquisition of Pharma
Tohoku Chugat Pharm{subsidiary of Chugai Pharm.){2005)
u Purchase of Stock of Taraba!3%:1{2006)

Nifon Chouzai (Chain Group of Dispensing Phammacy)
"3 Acqulsltlon of GE ! Nihon Generic
 Nippon Ch

(Active in both Brand and GE)

JGPRA, SR IGPA Conference

recently Tanabe announced entering GE business.
Other example is Nipro, who is a Manufacture of
Medical Supplies and Devices. It acquired some GE
companies.

Nihon Chouzai, Dispensing Pharmacy Group has
acquired GE company and started collaboration with
Nippon Chemiphar who is active both in Brand and
Generic.

CORRIZRILT T, PorUw I UAORENT ) v 753 BAEH LTS

DET,

RETHEI V1. EMENFCEHZTVL, BEHEAISAZRHLEL
7Zo

moFNL, =70 (BEEEA—T—) PREO Ry JhEEERLT
BOET,

e, HARFFA GARIERIIV—7) 2 PRy I eEEZBNRL, T

REERED R v VEERL

DET,

RN EAETI 77 CORBEERDTH
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% Move of Foreign Companies L E

Sandoz ¥.K, ( y of &
Movck Phasms {subsidlary of Rerey KGa4iGer}) : business operating

Fava tUS) : establishment of subsidiary

Torant {lusia} : establishment of subsldlary

R‘nhsx(yl"\ﬂ 2H
tion : Nippon Cheml

Three major GE companies are expanding its
activities by acquisition of GE company, capital
participation, or tie-up with tradmg company or
wholesaler.

As previously explained, three major generic firms
(Nichiiko, Sawai and Towa) announced to
collaborate to deal with missing strength of existing

(includlng acqulsition of 50% stock of Nihon Phammaceutical Industry) Droduc tS.

Luom {india
Ci 1 Kyowa P.

Roapis Japas isubsidiagy of Hoopirsius):
Collaboration : Talyo Yakuhin

1" JGPRA, #7 (GPA Confersnce

Py ZEERFIHE. PRV IEEOEN. BEASM HHNI
Hth, HEOHNBEREECLVEGHZLTTOET,

FITBRRFL4RIZ, BETL. R %mmsﬁmﬁm¢%mwﬁbﬁ %3
FRTTRS ZEERELTBOET,

AT R15  NEERDOEE

. Move of Major GE Companies -
Nichilko
Acqulsitlon of GE Pharma
a Marnuko P (2004) <= {Capltal
= Nippon Galen (2005}
a Orlental F {2005) <= Medlceo (Capital par
Sawal Phanm.
= Third-party allocatlon of new shares In Medisa Shinyaku{subsldlary)
to Sumitomo group{35%}{20086)
= Capital i : Zansel
Towa Pharm.
" lsition : J-Dolph ph: 2003)
Thres 2 16 coll o dueal with

HMandatory sbpply of al the strengths by co-devalopment ot
missing strongth of existing products
H JOPMA, #%10PA Conference

This slide shows the activities of Foreign GE
companies in Japan.
Sandoz KK. (subsidiary of Sandoz (Ger)), Merck
Pharma (subsidiary of Merck KGaA (Ger)) Both are
in operation. .
Big name, Teva (US) has established subsidiary, and
so did Torrent (India).
Indian companies and Hospira (US) made collabora-
tion deals.
Ranbaxy (India) Collaboration : Nippon Chemiphar
Lupin (India) Collaboration : Kyowa Pharmaceutical
Hospira Japan (subsidiary of Hospira (US)) Collabo-
ration : Taiyvo Yakuhin

BATOBAEEDIEENITONWTRLUTHET,

R AT T 7 —RIEBBEEERTR>TNET,

FNDBEHHBRRL. ML MBERETT, Kot (GoN72— )
E2) MEHEETRN, USOFRAE—-S5DFREBFRETT,

AT1 K16 : ZDDN— Kb
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till, hurdles to prevent generic promotiort .32%

ciusion of use protected by patent for

applivation of generic drug approval

In principle, Not allowad to excluda the use protected by patent,

Except sald uge [sfwas In re-axamination

JOPMA has raquested
Allow exciusion of patant-p|

d use with ro condition

Patent term extension

Itis posslible to extand basic patent tarm multiple times e.9. hy
adding new Indlcations.
Also, multiple related patents (clalmlng pmduct. un of product,
method of p otc) can be iple times.,

Patent Term : 20 years from fillng date = maximum protaction of 25 years

JGPMA has requested

Limit the extension te Qnly one patent and ance
16 JOPMA, ¥ KGPA Coafersnce

In Japan, it is not allowed to exclude the use
protected by patent, except said use is/was in re-
examination. JGPMA made request to MHLW to
allow exclusion of patent-protected use with no
condition

Regarding Patent term extension, it is possible to
extend basic patent term multiple times e.g. by
adding new indications. Also, multiple related
patents (claiming product, use of product, formula-
tion, etc) can be extended multiple times. JGPMA has
requested to limit the extension to only one patent
and once,

—12— -
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Introduction of Data Exclusivity / g

Re-examination

{Present regulaiory system simiiar tu Data Exclusivity)

The sysiem to ro-examine the efficacy and safety of New Drug

+ Based on the results of Post Marketing Surveillance(PMS)

+ Obliged for a given period {narmally 6 years) after tho approval

even In case of no patent Infringement

No approval of generic drugs before tha end of Re-examination period,

Introduction of § years data exclusivity
: unsfer gismussion

Together with
change of listing of generic drug price to twice a year
({currently, Oniy once 2 year)

EMl JGPMA, $*1GPA Conlarsncs

There is a system called “re-examination” , which
functions similar to Data Exclusivity,-

it is to re-examine the efficacy and safety of New
Drug based on the results of PMS and is obliged for
a given period (normally 6 years) after the approval.
There is No approval of generic drugs before the
end of Re-examination period, even in case of no
patent infringement.

Introduction of Data Exclusivity is under discussion,
together with change of generic drug price listing
from once a year to twice a year, which was
requested by JGPMA as a bargaining point to accept
8 vears Data Exclusivity.

(PR &:Hﬂihé/xv‘Aﬁi&iD F— S REITIER U R R U Ed,
AR E, BASNE @¥64E) OMPMS%:2L, ZOfMEEEIZL
TEDEOER L R2EEEEETHHDTY,

o ARTBEIMENBA TS, BEEOKTHIRY 23 v 2 ER GO

NiESNER A
8 LE DT — & (R DE AL,
Nz E 1ENS 2EICEZD T

AT4 K18 X &8 &HiEE

In Japan,

drastic changes could be seen in
pharmaceutical industry, in particular
generic field in next few years.

Thank You Very Much

1x JGPRA, 9 IGPA Conlarence

EE%@EYbL/IzUvﬁﬁ%m®ﬁﬁ
EERITHBANTBD R,

In Japan, drastic changes could be seen in pharma-
ceutical industry, in particular generic field in next
few vears.

Thank you very much for your kind attention.
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