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Neuropsychiatric Events

There have been postmarketing reports (mostly from Japan) of self-injury and
delirium with the use of TAMIFLU in patients with influenza. The reports were
primarily among pediatric patients. The relative contribution of the drug to these
events is not known. Patients with influenza should be closely monitored for signs

of abnormal behavior throughout the treatment period.
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November 13, 2006

IMPORTANT PRESCRIBING INFORMATION

Dear Healthcare Professional:

Roche Laboratories Inc. would like to advise you of a recent update to the TAMIFLU® (oseltamivir phosphate)
package insert. The revision to the product label is a result of information about adverse events reported
during postmarketing clinical use of TAMIFLU.

The revised PRECAUTIONS section of the TAMIFLU Capsules and Oral Suspension package insert now
includes the following information and guidance under a new Neuropsychiatric Events subheading:

Neuropsychiatric Events

There have been postmarketing reports (mostly from Japan) of self-injury and delirium with the use of
TAMIFLU in patients with influenza. The reports were primarily among pediatric patients. The relative
contribution of the drug to these events is not known. Patients with influenza should be closely moni-
tored for signs of abnormal behavior throughout the treatment period.

In addition, the following statement has been added to the TAMIFLU Patient Information, in the What are the
possible side effects of TAMIFLU? section:

People with the flu, particularly children, may be at an increased risk of self-injury and confusion
shortly after taking TAMIFLU and should be closely monitored for signs of unusual behavior.

A healthcare professional should be contacted immediately if the patient taking TAMIFLU shows
any signs of unusual behavior.

TAMIFLU is indicated for the treatment of uncomplicated acute illness due to influenza infection in patients

1 year and older who have been symptomatic for no more than 2 days. TAMIFLU is indicated for the prophylaxis
of influenza in patients 1 year and older. TAMIFLU is not a substitute for early vaccination on an annual basis as
recommended by the Centers for Disease Control’s Inmunization Practices Advisory Committee. Please see
page 2 of this letter for other important TAMIFLU safety information.

We encourage you to become familiar with these label revisions. If you have any questions or require additional
information concerning TAMIFLU, please contact the Roche Pharmaceuticals Service Center at 1-800-526-6367.
An updated package insert is enclosed for your information. In addition, healthcare professionals can access
the revised TAMIFLU complete product information at http://www.rocheusa.com/products/tamiflu/pi.pdf.

Roche Laboratories will continue to monitor the safety of TAMIFLU through established reporting mechanisms
and notify regulatory authorities of any serious adverse events for evaluation. We will continue to provide you
with the most current product information for TAMIFLU moving forward. You can assist us in monitoring the
safety of TAMIFLU by reporting adverse reactions to us at 1-800-526-6367, by FAX at 1-800-532-3931, or to FDA
at www.fda.gov/medwatch, or by mail to MedWatch, HF-2, Food and Drug Administration, 5600 Fishers Lane,
Rockville, MD 20851.

Roche Laboratories Inc. 340 Kingsland Street
Nutley, New Jersey 07110-1199
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Safety Information
There is no evidence for efficacy against any illness caused by agents other than influenza types A and B.

Treatment efficacy in subjects with chronic cardiac and/or respiratory disease has not been established. No differ-
ence in the incidence of complications was observed between the treatment and placebo groups in this population.

No information is available regarding treatment of influenza in patients at imminent risk of requiring hospitalization.
Efficacy of Tamiflu has not been established in immunocompromised patients.
Safety and efficacy of repeated treatment of prophylaxis courses have not been studied.

There have been postmarketing reports (mostly from Japan) of self-injury and delirium with the use of TAMIFLU in
patients with influenza. The reports were primarily among pediatric patients. The relative contribution of the drug to
these events is not known. Patients with influenza should be closely monitored for signs of abnormal behavior
throughout the treatment period.

In postmarketing experience, rare cases of anaphylaxis and serious skin reactions, including toxic epidermal
necrolysis, Stevens-Johnson syndrome and erythema multiforme, have been reported with TAMIFLU.

In treatment studies in adult patients, the most frequently reported adverse events (incidence > 1%) were nausea
and vomiting. Other events reported numerically more frequently in patients taking TAMIFLU compared with placebo
were bronchitis, insomnia and vertigo. In treatment studies in patients 1 to 12 years old, the most frequently reported
adverse event (incidence > 1%) was vomiting (15%). Other events reported more frequently in patients taking
TAMIFLU compared with placebo included abdominal pain (5% vs 49%), epistaxis (3% vs 3%), ear disorder (2% vs 1%)
and conjunctivitis (1% vs < 100).

In prophylaxis studies in adult patients, adverse events were similar to those seen in the treatment studies.

Events reported more frequently in patients taking TAMIFLU compared with placebo (incidence > 1%) were nausea
(7% vs 3%), vomiting (2% vs 1%), diarrhea (3% vs 2%), abdominal pain (2% vs 1%), dizziness (1% vs 1%), headache
(18% vs 18%) and insomnia (1% vs 1%). In household prophylaxis trial that included patients 1 to 12 years old,
adverse events were consistent with those observed in pediatric treatment studies, with Gl events being the most
frequently observed.

The concurrent use of TAMIFLU with live attenuated influenza vaccine (LAIV) intranasal has not been evaluated.
However, because of the potential for interference between these products, LAIV should not be administered within
2 weeks before or 48 hours after administration of TAMIFLU, unless medically indicated. The concern about possible
interference arises from the potential for antiviral drugs to inhibit replication of live vaccine virus. Trivalent inactivated
influenza vaccine can be administered at any time relative to use of TAMIFLU.

Vaccination is considered the first line of defense against influenza.

Sincerely,

-
- -"h

-

e /-P B
7 ek 5 /24' R

"r Dominick lacuzio, Ph.D.

Medical Director, Roche Laboratories Inc.

Enclosures:
» Complete Product Information for TAMIFLU® (oseltamivir phosphate) Capsules and for Oral Suspension.

» TAMIFLU" (oseltamivir phosphate) Patient Information
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m European Medicines Agency

Press office

London, 17 November 2006
Doc. Ref. EMEA/460883/2006
PRESS RELEASE
Meeting highlights from the Committee for Medicinal Products for Human Use,
13-16 November 2006

Initial marketing authorisation applications

The Committee for Medicinal Products for Human Use (CHMP) gave positive opinions on initial
marketing authorisation applications, including one opinion for a medicinal product that is intended
for the treatment of patients suffering from rare diseases:

= Exforge, Dafiro, Copalia and Imprida (amlodipin besylate/valsartan), from Novartis Europharm
Ltd, are intended for the treatment of essential hypertension. EMEA review time for Exforge was
173 days and 80 days for Dafiro, Copalia and Imprida.

= Inovelon (rufinamide), from Eisai Ltd, is intended for the treatment of seizures associated with
Lennox-Gastaut syndrome, one of the most severe forms of childhood epilepsy. EMEA review
time was 208 days. Inovelon is the 34th orphan medicinal product to receive a positive CHMP
opinion.

= Lucentis (ranibizumab), from Novartis Europharm Ltd, for the treatment of neovascular (wet)
age-related macular degeneration (AMD), which causes damage to the retina by abnormal blood
vessels growing and leaking into the eye. EMEA review time was 195 days.

The Committee adopted a negative opinion for Mycograb (efungumab), from NeuTec Pharma Plc.
Mycograb, an orphan medicinal product, was intended to be used for the treatment of invasive
candidiasis, in combination with amphotericin B (including lipid-associated formulations). EMEA
review time was 207 days.

A separate question and answer document explaining the grounds for the negative opinion can be
found here.

Extensions of indication

The Committee gave positive opinions for applications for extensions of indication, adding new
treatment options for the following previously approved medicines:

= Keppra (levetiracetam), from UCB S.A., to include the treatment of primary generalised tonic-
clonic seizures as adjunctive therapy in adults and adolescents from 12 years of age with
idiopathic generalised epilepsy. Keppra was first granted a marketing authorisation in the
European Union on 29 September 2000 and is currently indicated to treat partial onset seizures
and myoclonic seizures in patients with epilepsy.

= Neupro (rotigotine), from Schwarz BioSciences GmbH, to include the treatment of the signs and
symptoms of advanced-stage idiopathic Parkinson’s disease in combination with levodopa.
Neupro was first granted a marketing authorisation in the European Union on 15 February 2006
and is currently indicated to treat signs and symptoms of early stage idiopathic Parkinson’s
disease.

‘Informed consent’ applications

The Agency adopted positive opinions for a number of medicinal products for which ‘informed
consent’ applications were submitted. This type of application requires that reference is made to an
authorised medicinal product and that the marketing authorisation holder of this reference product has
given consent to the use of the dossier in the application procedure.

= Insulin Human Winthrop (insulin human), from Sanofi-Aventis Deutschland GmbH, is
recommended for the treatment of diabetes mellitus where treatment with insulin is required. The

7 Westferry Circus, Canary Wharf, London, E14 4HB, UK
Tel. (44-20) 74 18 84 00 Fax (44-20) 74 18 84 09
E-mail: mail@emea.europa.eu  http://www.emea.europa.eu
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reference product for this application is Insuman, also from Sanofi-Aventis Deutschland GmbH.
EMEA review time was 110 days.

= Irbesartan Hydrochlorothiazide BMS (irbesartan/hydrochloride), from Bristol-Myers Squibb
Pharma EEIG, is intended for the treatment of essential hypertension in patients whose blood
pressure is not adequately controlled on Irbesartan or Hydrochlorothiazide alone. The reference
product for this application is Karvezide, also from Bristol-Myers Squibb Pharma EEIG. EMEA
review time was 50 days.

= Irbesartan Hydrochlorothiazide Winthrop (irbesartan/hydrochloride), from Sanofi Pharma
Bristol-Myers Squibb SNC, is recommended for the treatment of essential hypertension in patients
whose blood pressure is not adequately controlled on Irbesartan or Hydrochlorothiazide alone. The
reference product for this application is CoAprovel, also from Sanofi Pharma Bristol-Myers
Squibb SNC. EMEA review time was 50 days.

= Irbesartan BMS (irbesartan), from Bristol-Myers Squibb Pharma EEIG, is recommended for
treatment of essential hypertension and treatment of renal disease in patients with hypertension
and type 2 diabetes mellitus as part of an anti-hypertensive regimen. The reference product for this
application is Karvea, also from Bristol-Myers Squibb Pharma EEIG. EMEA review time was 50
days.

= Irbesartan Winthrop (irbesartan), from Sanofi Pharma Bristol-Myers Squibb SNC, is
recommended for the treatment of essential hypertension and treatment of renal disease in patients
with hypertension and type 2 diabetes mellitus as part of an anti-hypertensive regimen. The
reference product for this application is Aprovel, also from Sanofi Pharma Bristol-Myers Squibb
SNC. EMEA review time was 50 days.

New contraindications

The Committee recommended to add a contraindication for Ketek and Levviax (telithromycin), from
Aventis Pharma S.A., saying that Ketek or Levviax must not be used in patients with previous history
of hepatitis and/or jaundice associated with the use of telithromycin. Ketek and Levviax were first
granted marketing authorisation on 9 July 2001 and are currently authorised for a number of
respiratory-tract infections.

Summaries of opinions, including more detailed information on the new indications or
contraindications for all products mentioned above are available and can be found here.

Referral procedures concluded

The Committee concluded two referral procedures, one for Ciprofloxacin Nycomed 2mg/ml solution
for infusion (ciprofloxacin), from Nycomed Danmark APS, and one for Ciprofloxacine Kabi
(ciprofloxacin hydrogen sulphate), from Fresenius Kabi Nederland B.V. The Committee
recommended the harmonisation of the dosing recommendation for the treatment of complicated
urinary tract infections, and of the maximum daily dose for adults in approved indications, across the
European Union. The procedures were initiated under Article 29 of Directive 2001/83/EC as amended
because of disagreement in the context of the mutual recognition procedure.

Re-examination application withdrawn

The Committee was informed by Les Laboratoires Servier of their decision to withdraw the
application for re-examination of the negative opinion for Valdoxan and Thymanax (agomelatine),
adopted by the Committee on 27 July 2006.

A question and answer document explaining the grounds for the negative opinion and the next steps in
the procedure can be found here.
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Update on Tamiflu

Following recent media interest, the CHMP reaffirmed its position of 15 December 2005 that there is
no new safety signal relating to psychiatric disorders while taking Tamiflu and therefore no need to change
the current prescribing advice to doctors in the EU.

The Agency has been aware of incidents of psychiatric disorders associated with the use of Tamiflu
since its approval. No causal relationship has been identified between use of Tamiflu and these
incidents. The Agency has required Roche to follow closely all reports of such behaviour since the
launch of Tamiflu in Europe in February 2003.

Tamiflu, from Roche, was approved in the European Union in June 2002 and is currently indicated for
prevention and treatment of influenza in adults and children aged one year or above.

A more detailed CHMP meeting report will be published shortly.
--ENDS--
Media enquiries only to:

Martin Harvey Allchurch or Monika Benstetter
Tel. (44-20) 74 18 84 27, E-mail: press@emea.europa.eu
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FBEERESL (1 %L1
e "S5tk U B
g 7nz7’1z6n‘ )/@1‘;57)21/4& )%
& 5, 48 (6.7%) 97 (13.4%)
Mg 21 (2.9%) 68 (19.4%)
T 70 (9.8%) 48 (1 6.6%)
W ENFD 29 (4.1%) 22 (3.0%)
SEX S 15 (2.1%) 17 ( 2.3%)
20 16 (2.2%) 16 ( 2.2%)
S 14 (2.0%) 13 ( 1.8%)
NIk 12 (1.7%) 9(1.2%)
NHRIE 6 (0.8%) 8(1.1%)
%1 7(1.0%) 7(1.0%)

) ) ALY I EIVOME - HR FEHEL (%)

FENFZIE)NELTLE75mg a1 H2IH
#1) VBRI
2. FRAHBRBE
<BAEANCBIFBRHE>T
ENIZBWTERS N7 TR e g E LS THEE
RikBr (JV15824) @ 42 AR G*IcBIF 51 > 7T >
BAYE OFIEMHIZN R 2 U TFITRT. ABRIIEEE
EEOEERA 308 H1 (7&K ; 19 %83 . £
34.0 %, 65 LA L O ERE I 10 Fl. &K ; 18 1%- 77 ik,
S 34. 2 %, 65 kLA EOmEEIL 11 B xR E L.
EN_EERIERBICBN T, 1 > 7))V PR
FHIERIIT TV REES 5 %, AFIHGH1.3%TH>o =,

1 27 VTP BHIETAE ) i)

oy s U At

TR | rzen p=0. 0032
RS BTEC 153 155 || (95 % (<R :
e 2.4%-12.0%
AR | 135.5%) | 2(1.3%) :

) USRS I ELORE - AR
FENFZIENELTLE75mgZ 1 HILMHE

#1) FEAFROIERD 2 DL LGRS 53, DA )L A 538U iR O _E 7z
X ORI NI=IER]

2%LNEDORBRTAHALZETOEEERIILUTO@ED

ThHolze ARICRLEAEERESLNLT LHRIERZ2E

BRL7Z2W, F/z. BHEOEME-OM O ERK DK 13

B30, IN6OHRENS., BEOBEIRNICBIT
HEWER OB R Z FHIT 2 Z ST RN,
ENTRRBRTREL =
FEREEFER (2% 1)
— . N
ﬁrg%% 7n21E3T ) > @ﬁnﬂgl}é%& eIl
[ 18 (11.8%) 18 (11.6%)
T 21 (13.7%) 13 ( 8.4%)
SEYE 9 (5.9%) 11(7.1%)
ek 5,2 6 (3.9%) 9(5.8%)
Mgk - 4(2.6%) 7(4.5%)
e N 3 3(2.0%) 6(3.9%)
SR 3(2.0%) 6 (3.9%)
R - - ) 4(2.6%)
M i ER ¥ 3(2.0%) 4(2.6%)
EEIRGE 2(1.3%) 4(2.6%)
> R 1(<1%) 4(2.6%)

) U ALY I ENOME - R ; FEBEEL (%)
FRNFIENELTIETomgZ 1 H 1H
#1) I EIEEE 2 S0,

#2) IERISELEE D,

-2158)

<HEAICHBITBHEE >
KREICBWTEES NS T RE2MIBE U5 TR
R (WV15673/697) @ 42 HRE# 52T 51 > 7))
I HREAYE D FIEIFIZN R %2 LT ITRT .
KE—EEREBHBRICBWT, 12 7V FRERYE
FIERIIT TR 4.8 %, AFERER 1.2 % ThHo /=,

12T TR (GEHE)

e | U VEEAE

77w W& IE p=0. 0006
S 519 520 (95 % (EHEIX ] -
ki 1.6%-5.7%
ﬁ%gﬁﬁ 25 (4.8%) | 6 (1.2%) e

) U CBARILY IO - HiR;
ANFIENELTLETomgZ 1 H 1H

#) FEARCITRERR, @ERERDE 1 DU EED SN, VA V28
SUSHUARM D b 51T & 0 GRS U AER]

/. EATOREBREZEZMNRELET S ERMBER
R bb#sadBy (WV15825, 42 5%, 1 > 7T ¥
RYE B FEHEMB O T I b Rx B EE B B
(WV15799, 7 HiEI#%G) RO > 7V I 2 Y IREGE B
HEfts O TR L IE TR BED A — 7 > Lhilkak B (WV16193,
10 A E) ITBNWT, o > 7IVI > PRRGYE FAE 13
ETRIBE4. 4%, 12.0%, 11.3%. U EAEILIIE
IWHEERE0.4%. 1.0%., 1.8 % TH>ol=. 2B, EilsE
g e Uik (WV15825) D, 77 F L& ITBT
54 2T INVE O HRBYYERIERIL. 7T RE5H5.0 %
U EEARINY IENEGE0.5 % THo k.

EIS4 T HHE & 7= FEAE M) R 2 BET U 72 58 AR B R At
BoOBEEREZUTIIRT,

ZRH) T B i
S o WV15673/697 WV15825
AR n=1039 n=548
PSES R A (185%LA L) A (65K%LL L) P
s TR | VALV IEN| TR | VBRI
-~ n=519 n=520 n=272 n=276
FES (%) | 18-64 18-65 64-96 65-96
(Ey) | (35.0) (34.4) (81.8) (80.5)
#1) #80 % DEEFE N T U F A Z T, K 14 % O &l o gk

PP E AL TO .

BEEME TR 5
e o WV15799 WV16193
AR n=955 n=808
BSE 13U E 1R E
s TIYR | VBAYNIIEN| FETREE Bidigis

n=461 n=494 n=392 n=416

E G5%) | 12-85 13-82 1-83 1-80
(F¥) | (33.8) (33.2) (26.2) 27.7)

T REFBELZENTO EEMRELEHBRD 42 H
MG BNT, 2% U LORBRRTEL L2 TORESE
HRIEIUTOHED THo7z. AEFRIIT TR EER
T 973 il 673 Bl (69.2 %) 1T, A 5HE T 986 i+
717 61 (72.7 %) WCHBEL 7=,

TOF BB BITE T IR R G HOAERELT
629 il 458 Bl (72.8 %), KA EGHOAEFSLIT 635
Bilh 487 {51 (76.7 %) \CHEE L., U F UEEEITIBITS
T I RS RO EFTZRIL 344 it 215 B (62.5 %) .
AREF G OHEE LT 351 i 230 6 (65.5 %) ITHB
L7,

BB, ARIRLEEEELPLT UBREIERAZEKL
B, EFz, BEORMMO BRI RH R & IT R
L7280, INSORERNS ., EEROZERILICHB T 2
EH OFBRELZTHT 2 Z i3k,



ES TR CHE L -
EoAEESR (2% L)

e AN U e
ﬁ %$%€ 7n291;_’3‘1’ > @j—niz 9)52/69 <)%
SEE 243 (25.0%) 286 (29.0%)
(it 104 (10.7%) 116 (11.8%)
B 112 (11.5%) 105 (10.6%)
Mg 4 50 ( 5.1%) 92 ( 9.3%)
TR % e 85 ( 8.7%) 81 (8.2%)
B 86 ( 8.8%) 81 ( 8.2%)
BAHEE S 67 ( 6.9%) 63 ( 6.4%)
& 51 ( 5.2%) 57 ( 5.8%)
3] 43 ( 4.4%) 52 ( 5.3%)
T 38 (3.9%) 49 (5.0%)
1% IR i 47 ( 4.8%) 47 ( 4.8%)
A>T Y 41 ( 4.2%) 46 ( 4.7%)
G 36 ( 3.7%) 35( 3.5%)
2 23 (1 2.4%) 30 ( 3.0%)
FEE 33 (3.4%) 28 (1 2.8%)
s - 9(0.9%) 27 (2.7%)
B8 Efivg 35(3.6%) 25 ( 2.5%)
S 16 ( 1.6%) 23 (1 2.3%)
HEARE 23 (12.4%) 22 (12.2%)

¥ U ARV IENOME - E
FENFIENELTIEGmgZ1H1EH
X ORERG R R OURE 37,5 kg L EO/NRIZH LTRGBS Nz Hlik
SR, 1B 75mg % 1 H 2, 5 HESTH 3,
TG A KO 13 %A O /NR ISR U CRRB I Nk - R
i3, 1E75mg&1HL[E, 7~ 10 HR%S5TH %,

FEBEL (%)

(EMEHE]

1.in vitroft o 1 )L R¥ER™
JUBAEILYIENRTORS vV THD, KRB
KOG ERICERINZ%, LTIV ZERERT,
U CEEAILE 2 EILOIEMEARIZIn vitro TOARI K UB
BA 2 TIVI A )L A DERLERIERE (ZBREEMICs
0.6 ~ 155 nM. PR/ BEFRICs : <0.35 M) TRHZEL
/2o
2.in vivoii o A JL Z{ER"
RIAKROT Ly NOARIKUBEIA > 7 )V T
AN ABRFEETIN TR, VB Y I OKO
%5 (0.1~ 100mg/kg/H) Tk D, HRIZKFELTE
R OB, BRI SER OB, T IV 2 IO
B EDWERBNRENBD LN, £me ZU MUK
PR FINZBNWTA )L ARG, 24 FERTRT2 5 O 0 #%
5 (10, 100 mg/kg., 1 H2[E) T, AGEHLDLHLRE
A )V ARG KT B HEHIRNR SRS S iz,
3.MERBRE.
U ALy 2 ENOERKIIE NABRIKR BRI >
INI oV IANZAD ) AT I —F&@IRNICH
EL (ICs0: 0.1 ~3nM), FILLBEINLZTAIVA
DRGNS O EHET S22 &ICKD. U1
2 DYEhEEHIHT 5.
4. T
E 44 J O N B R BRI B 1T B AFNT S B ik

IV DHBIHRII AR IEETIZ0.34 % (4/1,177 fi]) |

INBTIE 4.5 % (17/374 1)) TH O, A - FEKD/N
WBEEbBESHE. 1.4 % (21/1,551 i) ThHo7=. it
P 1V A& TAR Y 1 )L AICHE L. BB TIZHIR

NRLoNBMOTZ, HEEZEEL Y1V X TR,

NUAKRVT7 2Ly MTBWTEL WERED(K T A
RO 5. EYEAL T O, R3O TRW &
EAaoNhs, Mtz ELEYAIIVATIR, /153
ZH VP07 IV BERNTEDSNTND,

(B ICBd S EBEFAMA]

—f&& U EEA LY IE
(Oseltamivir Phosphate) (JAN)

1t%4 : (-)-Ethyl (3R, 4R, 5S) -4-acetamido-5-amino-3-
(1-ethylpropoxy) cyclohex-1-ene-1-carboxylate
monophosphate

BE

. H3PO4

éj\%it : CisH2sN:04 + HsPO4

SFE : 410,40

E K AE~HEAGOREREONRTH L. KKT
AL ) =IIVIZEFR T, T /=)L (95) iT®
PETCT < NN-PAFIINT T I RICTHE
FIZ< <, 7R MU INIRIEEAEB TR,

Bt s 192~195°C (5 i)

SECEREL ¢ B~ R CARAICAEC L. TV Uk

TR T /AL 5.

* ok [REFREMHF]

L.ERNTONA U R BBV DH R N4 % i
5MMTT BT &,

2.BEIA 2T IV T A )LV AT H T DA M e Otz 4tk
BT 2Rl HflMFBICRET2 &,

3.AIINI T TAIADAREKIZ T MLz BE T
SENAOFERER - BHRICOWT, Bk, BHENLE
IZHETH I &,

(a2 E) |

527N HT RIS : 10 7w (PTP)
100 17 t)L (PTP)

[RBRFGFT EDEE]

AFNZ TARIUIBRIA > 7 )V T 2H A )L ZSEYSE O F
JEROIRR] OBRMTHERM L ZHBa o EBEMH S h
ES

(E2::3°49

1)-8) thNE¥

9) MIARME=RE, fih - BAYELHEEE 74 1 1044, 2000

10) tENE R

11) FIARIEZER, fil « RYMEFHMEGE 74 : 1062, 2000

12)-16) thN&ER

17) Sidwell R. W., et al. : Antiviral Res. 37 : 107, 1998

18) Mendel D. B,, et al. : Antimicrob. Agents Chemother.
42 : 640, 1998

19)-21) &R}

(692 -



* [SCAKEE R k)
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T103-8324 HERUHESHRX HAKEG=EMT 2-1-1
FEaf : 0120-189706
Fax :0120-189705
http://www. chugai-pharm. co. jp

e ] OB R S

REHPRXBFEEEI2-1-1
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* % 20064F 8 Agkg] (HE14H0 AR M AR S
% 20054710 A 8aT .. - = !
MAVIIWIVYIAILRE 87625
‘ ® o m— N ° E =}
REIRS : HEEESR gajllp7¢/n‘y7 3% TKFRES | 21400AMY00010
WHEAEER ® SEMUGH | 20024:4 A
i & ERRE TAMIFLU WRFEBRAA | 20024 7 H
@eESABNZEBOT ) YBA IV SEIVRS YOy T
\0
Z B ARRE EROL0EE]
DIEZE,
EFREAR : 25
(S FEICRTDERRRA M
ICERTSHIE) Goy D2 1 —7

(E5]

T.AFOERICHI> T FHOLERZEEICIRT TS
& (K3pEE - MRICEES HERLOEE>DIESE).

2. AFDFHMEETOERZHER N TNV,

gk

[Z2(RDBHEICII/RS LGN L))
ARAHND R 5 UBBUE OBEER O & %5

(4R - 1K)

B % ZITIEI10y 3%

B U AN Z I EIL 39.4 mg

CHHE (FEL %N ELT30mg)
w4 D-VIVEb—)b, FH2HH A, JIT UMK
(1gH) FFMUTL, BIETFSY >, REEFEERET NI T L,

wing| oy iy >F NI A FFEAMY S, FOE L
>Ua=)b, YIEYIL, TFIVNZY
Fay

A A~ 8 D R XIS D B 2 JEHKL T dH B,
% W ARTAREET S &, AE~KEADE 2%
ERTH D,

(sheE - #R]
OABIUIBRIA > 7 )V T 2 A )b ZRYYE

| <shke - MBICEET HEMLOEE> |
LRSI B BAICR. YA L RO B HA B |
L ATV A AERRIE D & T OBEITH LTI |

ATREHBWI EEREA, BEOREZ HHBELELET,
- AHIOWR OREEEEEICHRNT S L. |
D2 RRRI OB (RHAERTIE, HAER, ) 1T HR |
 RRERCEMERT L TOAaL (DNEEAOR S O |
B, |
|3 ARAIRARIUEBALA > 7V T 2 A L ABHIELUS DR |
BECERRE, |
A4 AFEH R IR (B EANER O

[R% - AE]

BHE. RACEA LY IENELTIE7SmgE 1 H2E, 5
HiE, ARSRE L TROKREGT 5,

WE., NRICET NI ENELT, 1E2mg/kg (RI1
POy JEIELT66.7mg/kg) 2 1 H2[E. 5 HMH., HKREEL
TRO¥ET 2, 2720, 1REREARIZT VY IENELT
75mg &9 5,

HED HE - EMFOLA AL OHAT LI &

-241)

L Ca i LTFoIIUT IR

<P - ARICEET AERLOEE> |
§Lﬁﬁxmmé%ému\4>7»1y%&ﬁ%@%ﬁ@53

2 HUWWIC I G2 BIIA T 5 2 & GRRFEIRA 5 48 RETARE |
BICH G 2 G L BB IS B A R BT 57— |
SN TV,

§ZWA®%%%E%%%TH\mﬁ¢%§ﬂ%M?é®T‘

BHREOETIEL T, KOLIBREGEEHLETST |
& GHEACBY 2HMICE D). NESOBRIERERE |
TOMARBRIE,

JVTFZon0T I (ml/5) &5k
Cer>30 1 75mg 1H2IMH
10<Cer=30 1FE75mg 1H1IME
Cer=10 HELEAHRIMEL L TR

[(EALDFE]

1. EERE(ROEZICIIERICRETSHL)

EE OB ERE (CHE - HRICHEET 5 #H EoEE>

KO TEEREANER) OEBR)

2.EELREANEER

(D AFNIBHEMBOHEKFITH O, BHAENMET L TWBIHAEIIC
WSIMEREENE < BRDEBENNH DD T, AEOFKGITHE
LTE, 7L 7FZo 707 5 AEISC<HE - AR
ICREH T D H EOIEFESICEDNT, REZBELENS
HEICHRET 52 & ((EYTiRE] SR,

Q) MIBEIRYIE N1 > TV T oI A )V AEPIEIC AP L2 0,
A TIINVIOHRIEREREFAIND ZE0HDHD T, MEK
YEDLEITIE. PiEHZREG T2/ EHnEZTS 2 &
(<HNEE - HHFICBIE T B H L OEE> DIHSH) .

B)AHF 1g (AN ELT30mg Hiz. VILE M—Jb
GRS ORTBRME) 2% 857 mg EH SN TNWBHDT, Hirtk
FRHAMHE DBRF RS T 288 IC3EET S 2 &,

3.BlfERA

T 7 RIVEIDEZER £ TORE 309 FlicBNT, BFEMIZ. 85

Bl (27.5%) IZBOHSNT=. EREIEMZ. B 21 4 (6.8%).

L7 R (5.5%) . WER 121 (3.9%) FTH o7z, UK
R0 >0y 7H (1~ 12 %OHI/NG) ORI £ TOFHE 70 51

IZHNWT, BWERL 35 1 (50.0%) 128D BNz, EREIEMIL.

Mart 17 4 (24.3%). T 14 £ (20.0%) FTH o7z, UKERF)

(MEKXZEER
NViavy, 7HF745F—8ER BEEAH) : > avy,

TF T4 TF—ERND S5DONDZENHDHDT, BIR
BT, SRS, B - WREETEAE, RORAEE, fER T
N SONEHEITIIRG 2L, EYRLEZETTS 2 &,
)% GEHEARH) : MAORKENREINTNEOT, &
HENRD S NGB ITIIXREOMEICL DK CEFINE,
EYMESE) ZERIL ., EYRLEZTS 2




FFR. FFHEERREE. |E (BEAH)  AST (GOT). ALT
(GPT). 7-GTP, AI-POFL W ERZEZMES TR, AT
BEfEE, HENDSOND I ENDHDHD T, HEETHIC
o, BEMNEDSNEHEITE. &5 EHRIEL. EYk
WEEITD Z &,

4) B IRIRAE IR BE (Stevens-JohnsonfiEf&EE). FHMERE
IBIEAE (LyellFEMREE) (BEE AE) Bz &AL I8 IR E {2 7
(Stevens—JohnsonfiE R HE) . HaEE RIEIE (LyelUEMRER)
EDREEEND 5DNDZENHHDT. BEETHIC
T, ZOXIBIERND 5 bN=HEITE. &5%2%1k
L. @UzEziT> 2 &

5)RAMBAL EEAH) AT RENHS5bND I &N
HBHDT, BRETHIATY, BENED SNEHEITE
BEHIZEGERIEL., BYRLEETD Z &,

6) AMEKE A, M/MRED FEAP) © Bl kA, i/
WD MMHS5HOND T ENDHDDT, BRETHITTN,
RENRO SN IC3RGERIET SR E, @MYL
BETO &,

DR - RAER CGEEA) © B - RER GRRREE.
BETE., #BR. AR, BH B8 NHosbhb L
MHHDT, BENBEODONZGEE TG E2H L., #
KT, ERIORC TEYZLEZITY 2 &,

8) It KRG GHEEAR) « itk KGR H 5 b b Z &
MHHOT, ME, Mk FHREORENRD SNEEEIT
WG EPIEL . BYRLEZTY 2 &,

(2)Z Dt DEIEFR
ROXDBEWERMNSD SO =HE1213, ERICRUC TR G
EHIET S E, MURAEETD 2 &,

7172 ILAE

W AR EHE 0.5 %L |
K& FE. =B, FL
B (AL ZEE
). K. K
N
HbER OE% - DN | 8 (6.8%). TH# (5.5%).
EEEEZET). | ER 3.9%). MR, &k
MmE, AL, |, R, ORNRPRE.
. JEb kS BACRYR
BOHMRR | BE, B, LY | BEHm. IR, RIRE. ©F
. BEIR N
IR EEEHER. LE
IS, O
BEE (STER).
BiF

P fiei AST (GOT). ALT (GPT).

7-GTP, Al-PD L5

B iz BB R

mi& I BEERE N

MR Es SEXZ Y. %Wk

iR R D Fws (1B R

=, T B

P!
ZDfth WEIF. FEEL, AR | MR T RooBEsEn. 2.

. TRIE fiobE]
RS 2oy 7Hl

B A 5% L 5 % K

K& B, F (ZIBAL

BaEr) . BRI,

BN Hiafn

BEEE ASEHE 5 %Lk 5 % A
H{EEs D% - ON% (B | DB (24. 3 | #kfE. &),
PEZ2EE), IMfHE, AL | %) . FH | E&
F. i, (EMEEE | (20.0%)
BEEER | BIR
TEIRES EEEER, OB
AN A . 0 PR X R
% (STLERH) . BB
BT e ALT (GPT) | AST (GOT)
iR 5
iR MR B (BEF R,
T, EHE IS .
FER S
ZDfth Bom® (JWEuk, B 2
). FEEL RRE.
IR

11:2) BN QR B S B RS I TG S NaEE 2R L T

ERVETERICDWTIIEERHE L,
* x4, BEENDIRE

B/ TES N7z h 7RIV ENC & 2 EERRBRAE T, BIEM

DB K ORI IE S E & ORNCEITED 5N TR,

—RICEERE T, AHRE (BHEEE. FHERESE) DK .

Fix OEMREEBERT DI ENEZNLED, KREZERLBNS

BhET52 & (<HE - HERCHEET MM LoEE>. [3E

yighie] OIESH),

5.0%1%. EiR. RIBEADES

(DR SOIER L TWDIREE O & 2R NI 5T 2 A1,
B EOFRENERMEE EE D SHE SN DB EICO B
53252 &, [HEPOHKEICET 2R3 L T
VW, B (Z v b)) ThEERES#RESINTNS,]

Q) BARITEETH2HEAICIBAEZRTIIED &, [BE
B (Ty N TAHFICBTTA ZEMmE TN TN S, ]

6. /NREADIEE

(D) 1BARMORIE (KHAKREE, AR, AR T 2%
EEIZFELL THWAaW ((ZOMoOEE] OESR),

QENTEBENZ RS20y THNC K2 EMAREERERIC
BT, {AH 8.1 kg £ DL/NTITH T 2 AT/,

1. 825

HFR TR, BERSICLXD2EEELNREEL & EoHEFILR

WY, ENTORERAZRNFRELEZATEIIVENICEZ 25 T

BEPREABRICB W T, 118 200 mg BL D GIC K DIES. WE:,

OEW FEES) PEEIN TN S,

8. TDMDEE

(DENTERE NN T2IVENCEK 2HELWAHFRHRHBICBNT,
WRIEDEL - EOREN L HH D, £/-. B TEBES
NEATEIFNC L HEMHETRRE T, MHEEEZE
T D5 E THERE B OIS MmN 7 fllc A sz, JEE
RRBRICBWTIE, BRAED 100 (X TOREICBWTEH
RBEEILED SN TR,

Q) ESTHEES N2 h T RIVENT K 2 180 B R oME M
MO g iR BB 2k g & U 2B AR B IC BN T, >
TN BRI T 5 EETIR T IR LER
BAEFALNTVRN, LML, FFESITIOT1ILARK
MM ZERICEMR L. TORE. FEL HiAKE /B R X
VR FEIT O [BIE R A BTN L 72,

@ENTEBEINZ RS20y THNC K D2 B AN
ERRELUZEMMHBERBRICBNT, GaE2RET 51
WEE S TR, —F, ZeMicBWTHICK S 2EIEH
5N TR,
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W ESTERS NN TRIVANC X 2 ElE (65 5L L) 2%
G ELUEIMMHBEERBRICBWT, AFoRGIZELD1 > T
VI YRR EIEZ TS RICHkEEL T, #9550 KR (23 %)
EHE L7,

BG) =X HIZEBEL T >INV UHITREL ZBEITAH
ZHEDIRL THER LRI,

O)HE T v hOHEREORGHEERARICBNT, 7THE®RZ v b
T131000 mg/kg T 3 /14 #1. 700 mg/kg T 2 /14 D FET=H
MBoMN, 4 HEBDOT Yy NTIRWTHOHRIZBWVWTD
BN A S NBMND =,

MYEZ v NOBEEREOKRSG M2 aF 32T 1 7 LBz
T, THE. 14 H#b. 24 Hi. 42 HEHS v 1121000 mg/kg
5L, 7THENTT/56#, 14HET 1 /28 BilOFET-FIHIH
SN, 24 His, 42 HEsD v B TIEWT N HIELTHNZ
HOENBMO Tz, ARV IEINDOKTORZRIZ. 42 H
WD T N EEEL T 7 HEsTIX15006%. 14 H#sTIX650 %
EEMMOTEM, 24 AR TII 2 5IEETH - 7=,

(EhEhiE]

1INRICHIT 2 EYENEE

<BAEANCSBITZRE>"

EANEE TAHBRABIC BN T, AF 2mg/kg | H 2 B GROE
WIREBICB T 24 IV Y I EIWVERE D518 4 R KR O 12

IC BT 2 M RE & RSB IBICB W THIE Lz, OfER,

N T 7T S M IR IR EE 1 2he I WS N O ERRE I B
WTH 115ng/mLEL ETHO, HiA > TNIZHFTAIL IR
EHIFTESMEEMERL Tz,

HANERRIC BT 2 P MR 4 hrfl K O 2hrfE

MUEE

fEikig R JHH 1~45% 5~81% 9~121% 21k

(ng/mL)

dhr ik 7 5 4 16
RS 264.0 328.6 354.8 306.9
i Ths 56.0 30.8 81.2 66.7
g 252.0 330.0 346.5 308.5
U TUN 188.0-366.0  280.0-355.0  265.0-461.0  188.0-461.0
cv 21.2 9.4 22.9 2.7
90% [EHIRM  222.9-305.1  299.3-357.9  259.2-450.3  277.6-336. 1

12hr il 8 5 2 15
T 170. 4 165. 4 240.5 178.1
(R E 31.6 40.7 13.4 40.4
i fE 162.5 167.0 240.5 167.0
15U TN 128.0-217.0  115.0-216.0  231.0-250.0  115.0-250.0
cv 18.6 2.6 5.6 2.7

90% fEHEXMH  149.2-191.6  126.6-204.2  180.5-300.5  159.7-196.4

HANRRIZBUT 28 HIRE T O M S ERERE — R~ 0y b

(ng/mL)
500

7 8 9 10 11 12 13 14
54425 (hr)
<HNBEACHIFBEE>? Y

TR BN R E LT 2 DOERRBICBWT, 1 ~55%
#1~25%, 3~5ED27)—7 (% 124]) KI5~ 18%%
5~8j%. 9~ 12K 13~ 185D 37 ) —7 (%6 ) 124>
. AEIEBBIZ2.0~ 3. 9mg/kg ZHEREOKRG LIS, 1
~ 21T BT BIEMERDAUC -1 2, 810 ng+hr/mL T 3 ~ 5 %I b

-263)

L T16 %o 7z. F/o. T b~ 18 RICBWTH#E S5~ 8
D7) —TTid 13 ~ 18 D I I — T I btz UIE TR D513
HL, BRELTHBEDOEKTINRBEO SN, Fid~8EDY
=TI BT BIEERDAUC-I34E MR 13 ~ 18 D7 )L — T Ikt
L 60 % THo7z,

INS/NET I =TT BT BIEMAROENEFE/NT A —F 24t
V% 2 E)L 75 mg KX 150 mg KAEHEEGH U 72k AT BT 2 R
BEDESNTZHEYFEE/NT A—F L L= =, FHb5~8
DI —TIZBTBHAUCIEER A D 75 mg (1 mg/kg iZHHY) %
BIZBITDHAUCEHEBETH O, Fig 9~ 12DV I — T TIIAL
AD 75 mg KU 150 mg DRICH 0. FEfp 13 ~ 18RO I I —F
TIEREAD 150 mg (2 mg/kg ICHY) LRI TH > . FERIZ,
TRTOFME T N —TIZBT 285 12 K% BT 2 i iE
PEARBEEIZBRAICBIT 258 150 mg ICB TS EEZBADHOD
TR, PiA 2 INVT T IA ) AEN 2 WE T DR 2 ik
L7,

EINRT ) — T2 BT DIETAROEYBFE/N T A —% (2 mg/kg)

INBT I —TF AUCo-- Cmax tmax tize
(B0 (ng * hr/mL) | (ng/mL) (hr) (hr)
1~25%%(12) | 2,810+871 121+51 5.6+2.2 | 14.9£7.3
3~5m"(12) | 3,350+678 179+£73 | 5.0£2.3 | 11.3%£5.5
5~8j% (6)| 2,746+368 183+£36 | 3.7£0.5 8.8+2.0
9~12i% (6) | 3,208+394 231146 | 3.7%£0.5 7.8+1.8
13~185% (6) | 4,534+929 319£76 4.3%0.8 8.1£2.2

mean+SD

# BN TA—=FIE 1~ 2% 30mg. 3~ 5% 45 mg %5 % 2 mg/kg ITHHIE
LizbdD
HAAKRVHANCZB T 2845 1 HHOIEEROEYBIRE/ T A —4
w58 AUCo-» Cmax tmax ti2
(mg) (ng * hr/mL) | (ng/mL) (hr) (hr)
75 (HAN)| 2,107+ 374| 191£32.5 | 4.91+1.02 6.46+1.42
75 (AHN) 2,274+1,105| 142+£39.7 | 5.84+1.16 |10.0 *6.86
150 (HAN)|5,189+1, 187 | 468+84.3 | 5.16+0.754 | 6.30+1.95
150 (HA) 5,036+1,524 | 383+98.6 | 4.42+1.11 7.81%5.23
mean+SD

INRDIREEHR T U T T > X OB
(mL/min/kg)

y=—0.0986x+12. 693
R?=0. 3054

0 20 40 100 120 140

60 80
& (kg)
1~ 18D /NRIZ 2mg/kg DHET 1 H 2 [E#% 5 Lzha. 1§
EARORZERIT. KATBT2L2HEREIMEIREINRE
BERAKTH -z, BN TIEINS/NETOIEMEREDHHEN S
EHEED 7)Y 52 AREMERERIETE <. FIEVEDT 2

ZEEWER, BELTHEEKRORBERZEG S0, FiITH

BT 2kEZLIES UREHIEEHRS L TERES N,

2. BR/NEEESMNRICEIT 2 MFREDLLE: (ER - BSEEE)
FE% 2mg/kg IZHIIE L HANNZIZBU 5 EFIRETOIM
B IE PER I 4 hefli R M1 2hefEIC D &, 3 DOES/NEAB
KO HE (2mg/kg) MOEFIREBANDOHIEETT >/ 4hrfl &
O12hrfl & IER U 7ee ZOREH. HAANNRIZBIT 5 4 hriEi K&
O 12hrfEV 3 E SN B D 4 hrili J TN 2hre il 0 4347 0 i B A
IZh- Tz,



3. IO EMFMESEE (BNRE) >
T ENERORS 10y TEIZHEABBREICEL S
AW EE B REL O, MEAIIRETH S Z
EARE NIz,
R >0y TEIKROA 7 )VA] 150 mg #3540
HEIEROEYBIEEINS A —% (n=18)

AUCo- Cmax tmax tie
A% | (ng - br/mL) | (ng/mL) |  (hr) (hr)

R4 >0y 74| 6,870+1,360 | 546+101 | 5.1+1.5|7.2+1.7

57wV |6,940+1,620 ] 615+147 [4.5+1.0]6.4+1.5

mean+SD

* k4. SE (B0ELLL) (CH(TBEYBEE

<BXANICHFBRHE>

FEE8UELA LD EEE S FlICA I I E)LEL Ticng
ZHEREORS GEER) Uk s EORFOEMEEDE
MBI A =T EUTDO LBV TH o 7,

HAAmERE QU L) OERKDOEYFIE/NF A —5

w5 AUCo- Crmax tmax ti2
(mg) |(ng-hr/mL)| (ng/mL) (hr) (hr)

75 6,063+604 | 439+29 | 5.0%£0.0 | 7.0£0.6

mean+SD

5. BEHMERREE C BT 5 EYENEES
<HEAICHITDRE>
JL7FZrUT 5 A (Cer) IR DHESNE
WREREFHZZ O 20 fledR L, FRILFIENEL
T100mgl H 2% 6 HEREREG*L 2 & & DiFtkE
HEyEagL, LFOROEBOEERITKTE L -, &SE
REREREE IV TIEIRGBOMENILETH L &
FEABNT,

®E5ME 6 HHICHBT 2ERAEOEYFIE/NS A -5

Cerfiti AUCo-12 Cmax Clro-12
(mL/73) (ng * hr/mL) (ng/mL) (L/hr)
Cer=30 43,086+18,068 | 4,052+1,519 | 1.54+0.55

30<<Ccr=60 | 15,010+ 4,158 | 1,514+ 392 | 4.19+0.67

60<Ccr=90| 9,931+ 1,636 |1,058+ 183 | 7.25+1.15

Cer>90 4,187+ 630| 494+ 80 |17.50%+2.78
mean=+SD

6. EMBEIER"
<SBEAICHITEHE>
FIH I EZRBHEREEREO T OXR S REDH
HIZEVB U7 I > ZDET. AUCo- & U CmaxD ] 2
fEOWMMNED 5N, ZDIEEFT =4 > Bk
ERTBRME W INDE ALY I EIVIZRREE THE
MENDEAEOHBICLOFESNHAEERZ4ET 20
BEMHERBLTVWS, LML, ZOHESICX2HEYI)RE
OEADOEEGIL, HEGEORBNLETH 21Z EHIKD
ICEETIZRW,
BB, A TINI A )L ARG IR D EIRFER O
=D INDARENE N D 28 (BT xy I V#H, <
78BS4 RAPIEWE., NSAIDsZ) ROLERICHES
52 2Rt D & 2 A FiARBIRES) 0L < 0EY L
OMAEFER IR SN TW RN,
1. EARBAERY
FEINF I ENROZDEREOE N, Ty, Y
FROA XMPEEA EOHKERIT, AIVYIENT
I TOREITBNTS0 L FOFESG ThH o205 IF
A TIEVWTNOBEICBNWTHEE T3 X LULTDY
NWbHDTH Dz, (invitroiklif)

8. X3 - st

<HEACHFBEHE >

AANIE MTHBW TR O GEESMTES U THIET
EYERITIKR D RS 2. [ERAS TITx LA Z
(A F I ELTI7.5~ 300 mg) HERE OG5 L
lzE & REHKOERAERDDE THR G 48 KM £ T
1270 ~ 80 % ARHNIC PRIt S Nz,

e, Il MF 7Y —AzHWER
BT KD, PAS0 IZ K 2 RE#ITFEO 51T, P450 &2 4T
U 7= S AH LR O RRAHIC & D &5 P4S0 K D A 125t
LTHREEAEEEEGAN DT,

SMRAICH U ORBE Nk - A, 1 75mg % L H 2[H

S5 HEE G TH D, SN U TERESNME - Asid. 1
Bl 2mg/kg 2 1 H 2 [H 5 H##H& 5 TH %,

(Z%) BmEBROERY

L. 434
Wit > M2 [MCl-A &)L ¥ 2 EJL 20 mg/kg & B[E#%
O5 U2, BRI SIS Mo m L, M
HETHEUL Tz, HEE ZER< ST, B TEiRE
EZRL, ERHEED 1 DEB X 5N TWAHITidim
FOR2METhH 70, FRHERNOBITIZ RN
7. MEIZBWTHRIENOBITNED 5. BT
eV AR DK 1/2 TH o /=, HEHTREIZIR G- 48 B
ft: £ TICEHRERN S I TTZRITHE L 2.

2. 1T
=T MZ["Cl-F 1)V ¥ 2 EJL 10 mg/kg % H[al#E
OS5 U2, AT FEIFPIcIT L. %5 1 K
BTHREBEEICELE, 0%, miEh & FE RN
HERE TR Uzt FvhH/ st rp R B i s i Lk
IZBNWTEN D7z,

(B RG]

<BERALCHITBEHE>S?
ENTEmENANE (1 ~125%) 25 & LS
FEPREER (JV16284) I2B W T, 1 > 7L I 2P REYLATE
BENZ596] (f > T NT ORI 1 IV A EEX D
HIELE) ITBIT D1 > 7))V o FRmie (%, 8
WekE L. R 37. 4 CLURICEIE 9 2 £ TORH) 13
72.5 KRR (PPORE) THolz, 7z, HEHOKEN
37. 8 CARMEITEE T % £ TORRINZ 21. 3 BeR (o fiE)
THO, FE B7.4CLUTF) ITEET 2 F TOREI
35. 3§ (FRfE) Th > 7.

ERNTEES NZ/NE et 5 & UzE THERRBRICS
WT, 2%ULEORBREBETECEZETORERRIIUT
DBV THoTme ARITRLEBEEERNNT L HEIE
MZEBEWLRBW, Hz. BEORMOMh o B AR
BRI RBD 0, INSDOENS. EEROBEIRN
BT SEIERORBRHEEFHIT S Z LidHRRN,

ENERABR CRBE L EAHEFR (2% EH)

BERESL J CEEA IV 2 E)L n=T0
M P 22 (31.4)
T 19 (27.1)
ALT (GPT) #fn 4(5.7
R 3(4.3)
FERE S 3(4.3)
AST (GOT) #44n 3(4.3)
2 2(2.9)
FE% 2(2.9
R Ay E @I =1 T 2(2.9)
I R B D 2(2.9)

) U ALY I VO - HE
FENEFIENELTIRE 2mg/kg 2 1 H 2 [

FESEEL (%)

(4p7 -



<HBEAICHITBEE>™
KEROHFFITBNT L~ 12F%DO/NRTEmE NS
T AREMIEE U2 MR (WV15758) @ 5 HIH
BHIZBT D1 > 7V T HRERIARE (%, SuEIR)ekE
L. R 37.2°CLLF. MEBAMOBRAEEICEETZET
DR 12T 2 EREZ IR,

A 27V I R R ()

E- ®5 S50 A 27V R

i lih] gLl (95 % (S HE X )
DS EAIL 101, 3 57
Z3E 5 HE | 217 1 (88.8-118.3)

137. 0 ¢ fH

S5k 5 HE | 235 (124. 5-149. 6)

) U VEATRIVY I ORI -
FENFIENELTLE2mg/kg Z 1 H 28

#1) A > TIVI PRI A L Z 5 ESUIHUR BRI K 0 HIE Uz

#2) p<0.0001 (7 FtHR&DLiER)

U BATILY IEINICKD, BRI OERED R DM,

HREEOMK T, 12T P REROFBRKL T A
W5, AHIOENENED 517z,

ESE RSB CRB L a8 EFFLR (1 %0

P . E
Mg - 30 ( 8.5) 49 (14.3)
HFE KD 50 (14.2) 37 (10.8)
T 37 (10.5) 30 ( 8.8)
& 5% 14 ( 4.0) 13(3.8)
g+ 13(3.7) 12 ( 3.5)
i 9 (2.5 10 ( 2.9)
L/¢rd 7(2.0) 7(2.0)
iiti 9% 11¢3.1) 7(2.0)
H 3(0.8) 5(1.5)
B i 8 (2.3 5(1.5)
QU R 5(1.4) 4(1.2)
e 6 (1.7 4(1.2)
B 5% 7(2.0) 4(1.2)

W) U EAEILY I ELOMIE - il
FEHIEINELTIE 2mg/kg % 1 H 2 [H

#1) FERIZAEPELREZED,

#2) M EIESE 2 S D,

EAMC BN TEEmESHEE (5~ 12 14957
TR EMRE LS MAHERRR R (WV15759/WV15871)

FEHEL (%)

3. BEREFIEL 500 F11Tx L Bk EI IS 335 I TH o 7z,
ZD7D., FRDOAYEERIET DITIEZES THRNA,

A 27V SRR () (A 123, 9 i,
FER 134. 3 TH o7, T AHBITBWT, M
balks & Ll U 72 BV SG L B R (FEV) O ERIGAH]
10.8%. 77tR4.7%TH> .

[(EHEE]

1.in vitrotn o A )L R{ER™
UEBAELYIENETORT YT THD, REIC
K OIEMEARICERINZ%. SiUMIVAERERT,
U VALY 2 ENOIEMERIZN vitro TOAR K OB
BIA D TINVT P IA I A DOER 2 (RHEE (EREKk
ICso : 0.6 ~ 155 nM, HREFR5BEKKICs : <0. 35 M) TH

=7,

-285)

2.in vivoi o A4 )L A{ERS®
RIAKROT7 by NOARIKOBEIA > 7))V HF
AINABRETINTIE, U CEAEILYIENORO
#5 (0.1~ 100mg/kg/H) I2&k 0. FARICIKEL TE
FEOEM, BREIZLESEROWA. T IV ATl D
WA EDWERBENRENBDO SN, £me ZU MUK
WEFIITBNTT A )L ASKYL 24 BEREIRT 5 ORI
5 (10, 100 mg/kg. 1 H 2[E]) T, £HERD LHLE
A )V ARG 2 MR R AR 5z,
3. ERER™
U2 EEAEILY I EILOIEEAEKITE NAR K TUBALL >
TINVIZHIAINAD ) A T35 —F&IRWITH
EHL (ICs0:0.1~3nM), FILIBRINLZTAIVA
DRGNS OB ZHET L2 LICKD., U1
2 DYEGE & IS 2,
4. it
E4 R CENEERRBRIC BT 2 AFN T DMtk 1
WADHBERITRAKRPEETIZ0.34 % (4/1, 177 #i)
/INBTIZ 4.5 % (17/374 ) TH O, A - FEKRT/N
BEaEbERESAE. 1.4% (21/1,551 ) THo 7z, it
WAV 232 TAR Y A JV AICHF L, BRETIIHER
WD S NBN >z, MtEEESEL =Y IV AT,
SRUZAKRTT Ly MTBWTEL WRREEDE T
WD B, BPRIBAL T O, EFEITMD TRW &
EALND, MEEEHRELEZTIIINATIE, /153
ZH—FOT I ) BERNRD SN TS,

(B3R ICBET 5 EEZEMMR]

—fi&%& U A IS 2 EJL (Oseltamivir Phosphate)
(JAN)

1t%4 : (-)-Ethyl (3R, 4R, 5S) -4-acetamido-5-amino-3-
(1-ethylpropoxy) cyclohex-1-ene-1-carboxylate

monophosphate

H - HyPO,

3F= 1 CisHaN:0s - H;POs

PFE : 410.40

M K AE~HEAAOREEOHMEKRTH S, KR
AL ] =)VZETHRT <, T8 =)V (95) IT%
PEHEITRIT L NNN-PAFILT T I RITHE
FIZ< <, 722 RUNNRIEEAEBE TN,

A = 192~195°C (5 fiR)

SECEREL ¢ B~ RSB CAKARIC B L. TV U

I T I BC S %

(Eik W EDFE]

L FHHIBRANTH > THRRBRIZRD R FEDONIHH
T5Z &,

2. WEMENBH 2 DT, fRBIIERL. BRAZRT TR
HFIsI &,

3. Btet 4 ML ERET AT, WEESUIWAT (10
CLTF) THRETZHZ &, RBHART. &2
THkdT s &,



*

[(a #]
FITINRIAOy T 3% :30g Of) X 1
[EE K]

1-12) thN&EE

13) Whitley R.]., et al. : Pediatr. Infect. Dis.J. 20 : 127, 2001
14,15) tHHNEFR

16) Sidwell R. W., et al. : Antiviral Res. 37 : 107, 1998

17) Mendel D. B, et al. : Antimicrob. Agents Chemother. 42 :

640, 1998
18-20) tENEF

[3ZiEkEE=R 5]

otk ERERE Y —
T103-8324 HEEHESH X HAMEEMNT 2-1-1
EE% - 0120-189706

Fax : 0120-189705

http://www. chugai-pharm. co. jp
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JEAE TR A SE i B A
Rk 17 AR FES A FE R S

[ T PR D REFEREIR D FEHAR LI BE 3 5 FRA T IE )

(EAERFIERE) B &R
(B T SER SR BRI A FE Rk S8 AL Rl A /N L IR %)

MENEOEE

A 7N P A OFEEER {5 BT b3 E TIEFLY I INIE 2 5IE T 5
ZEMRERMBEIZR>TND, TOX ) RANETIIHREAZ T VA, EMEEFICE
LN ORFEATE - SEHRRD LN TWEN, A v 7 vz 2 W RNIE O RTBRIEIR >,
T b A TN Y O—RNZRFEMER TH 2 D0, 8 5 WITTRPR IS L 72 354
DEEN D> TWDLONRE | FHREHZ W, 22 TaE1 285 RO/NEREANC
XFLTC NEAHAEZE] & T - FEAEEZE] 2HEL. A7 o Fiafic
Az U7 B RIE R, B L7236, T2 ofi s Slo oW TRtz i L = ok
AR R PRI AT o 7o, BEFERER O R BLURFH I BAEE 1 ~2 995 H 1T 92% 23 EH L T
Bo, BEFEALTE T 72 035 1~2 W HIZ 95.4%, ¥ 2 7/L1E 91.8% %%
LTz, 3EAIE ADIRDL & BRARSEIR & OB EPEIC DWW TREI L7 2 A, #IT71 e
HESE) L OREMEILY I 7 VKRB H TORIMBEIX 106% THo7T-DITH L, #I7
JERMTIZ11.9% L AEZEZRO RN -7, 7ok, R UHMICEFTSERI L 2 I 70
AN - T2HAIC, REEEBREINCH I IV EFH LEZEHELZHAEDO AT —F
beiX 1.16 T, pfi 0.259 THEZEIZRL ., —J, BESERBZRICFIT7MLEHALE
EARE LT E DY — R 0.463 TH Y | pfE 0.463 TRII D AEZEITRD b
Motz MRGHHZONWTH DL E, Z I 7RO BRERARIL 3.1%, ¥ I 7L4f
HATIE 0.7%ThH Y, EMRIEZ I T7VEHATNCOFR LI L @R LSS0 —R
bt 0.24(p £ <0.0001), fERA%IZOFR L7Z E0E L72541213 0.20(p fE<0.0001) T,
WTHOBAETH X I 7 IR ZMH L Tz, IRy — X N2 CREFHEIR & 354
] & OFRFFINBAMR 2 X 0 BEMICHET T 2 AN LETH D,

SRR AR MEse (BRI T SR PR AP E A e R A B /N R E R/ N R R | R
R (B L R R BE E e e S T 7E R N EE A7) | AREEBOR (B 7 32 R i RS
e 2 —/NERL) | BATEA (Bl RS NER (I ER B2/ N ERE) | /st s
(8B SR/ NERY) | R 22 GO R E BRI GE ) | R I AITE (st SR SEpT)
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A, BFEOE R E BT

A TN WIEA O FEEE R
BREDBRT, ELICOMBETIEILS
WICA v 7o P IIE 2 3IET 5
ZEMRERMBEICIRoTVD, Th
F TORATEE NI R KOS
SEOMWMETIZ, A v TN FES
BAE LTS E T REAZ T VR
Ao BRI EICE L IR O R ELT
5 - SEINROLN T\, LhLZ
D FEITE) « SEINA 7T TN
JEDRIEIEIR & LTI AN D B D
D, FNEHA T ORI
RBEEER EEBE X SN D L OB
DEHEL AV TN TFFEDHD
EOBEMEALRED Z LN EEIT L5
TWe, i, B4 v 7ok
FERTT 4, b b DN IR SR
LR E B 720 . ZOEWERS G BUE
WMiTzEZLTWA AL 7L oW
D— IR BEFEREIR D 7P WL A& &6
DT BEEBEL TER, &5
I GEBZWENER L, A T
P OB N E L= BE I IIPA
YINEUWIEBWNTGTTH E N A
Y7 NI OBFERRITIZIE N
L7203 B3, AL DERRESA v 7
NV Y O—IER . FEFEAER DR
EDOMEIZOVWTORBEIZLT LD
TR EN TR VDO RELIR T
H 5,

UL EoREEBZEL, AlEA 7
T IR S BRI OFRAT LT D
FREA 2 ke L 7=,

B. W9tk
AT

1.
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2E1 2 BB O/ N RHE NI X
LT IERHMAEZE] Bk 1)
& B - FIEAMRAEZE] (B8
2) ZFHEL. A 7Pt
WHIZA U2 BERER, R L
A, ENENORKELR LI
DWW TR A K L& ZE D4
IR R R 21T > T2,
KT DA, £ RAR A
HEROTHHWL, ZOHLD
HEBZW 2 D HEICEY A v
TN FOZENHEE LT A
FFRTITHOWT, e 10 412
<BHF - FIEHMEE> 2L
FEE L CHI KO BV IEno T
AVl A

[FFREIC, YT HEEFICHONT
EERRANC T <EERAFHEZE> O
ME#S X, iz BV LT,
BEIIT, 7 P HCARRICER A
RSO L2 LT, A
JFDF CHAEE A B2 T ELY FE
ST, BN TERWAEEFIZS
WCIXER 72 & CIERIER A B
AV L 7=,

<BFH - FIEHMAEE>I1IH2
DITIZHKIRICFES S E, A
(ZFEH L CE O T < ERT A
E>LBLESEEDET, 10
&0y E LD THEE ~EfHn Tz
72uNi=,

AWFZeIE, FEEENITET
LR N R P LE B 0K



D S LT,

2. [RETHFFAAEZE (k1) OiddH
- BEEOYIHE [ 1%H] &L,

D% T A £ T IRIEZ T,
1 BZ<HRi><FH><E>L
3 DT Kb, <Fmi> L, #6
REN BN G IR £ T, <F% >3,
EFE0YFH 6 KET, <KIT>
N6 RENBHI 6 IKFE T, &L
776
[EGRSEE | 12O WTIXEM DD
LR A Fid, REITE) - SENC
SWNWTIL, 2EDO-OFHE KD
HHEIC, BRI 5% te# L7,
BIRNZE T L5582 56
ISR T = v 7,

VRS 1L, A NEZ NIREE
R BRCE S LT,

- T v ZiEF ERPAELNTED
[V ) SRRV S 72 W a1 T2 ),

JEAR DN 2 o 7o 5512 1E TZE540
L7,

© RIRAEAE L e~k S s

LA, ke ok st T
HZ L LT,

3. B - FIEHREZ (Bk2)

- HHISGELREE (BR3) &E
ANCFIEL, W22 L,

[FEE ] (ZHOWTIE, WD THRE
ERI-HZ 1A &L, £
D%, 15 7THWHHA] £TIZTONT,
ZOHDH B TOREIRRE L

L. 2&ICL TR,

OF 1 WELE 7B £ TIZ,
ZNENDIEAR DI P BT D D>
oW, by, 2.72L, 3.
RIANZOHIZ ST TW=7E 0T,
k. HEhIE i, fpdm. BEHE
. B, HER. BUE e &VEEF
ZONRWEERDH D Z & B,
[3.) (REA) 1Z. JEROFHEIZD
WCHIWS TE WA IZER Y T
WL TWELZ ke LT,
QIER 1. (B V) OHFEITIL,
RN R onmE G- B - &
) WOz Tv) #FEAL,
JEARD B > 7o DB DN AR 256
WZiE T2 SERe o -AT
[7effl) & LTW=7Eni=,
@<HA>ZH] 6 FF LN IEFE
T, <B>IEFEFLV Y 6 Rt
F T, <HE>1LHF 6 K5
6 BRFEEE T, LV ) ER D L
VEIEIE ) oo\ Tid, HYEI
WG ENTENRESZBIZL TV
72uNi=,

O FEHIMEH DA I HOWTEEY
T 2% ZICOH],

QFAI 2R LI=HEaIix, =0
AR A8 - B - KOS T 5
Oodiz Tv ) ZFEAL, fEHL
PRI RN T ZEM o £ £ 12,
RHOERNH -T2 5, HYEICS
5 EHIcHEE,

LWz e L,
ER ) 22T, AR
B SIE AR 0 BAKEY 70 451 3 % 8

C.fEFR (&EH4)
® [ERINHIX 2.846 1, HBE - Fik
MO 2.545 HEDRIE Z & BT
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&kt 4-1),

st R, IR N
mafEEL TR, VT U
2BV TIE 2 [BIEEFEF S 35.9%I12
WE otz £, TORAD
BEEIT 4.3% THA LT (BEH4-2),
38CLL LD EENHBLT 5 DX,
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4-5 ZERID{FEFAERBRER
75%; 7%"%‘ i NIUIVER EITAR YUAML BTN UL
Z150 5 99 35 17 77 17 330 1
B 183 39 " 79 10 307
& 451 14 13 97 18 439 2
E3REH 93 20 9 ) 19 501 i
2 134 27 " 46 25 460 ’
& 118 13 5 13 4 213
E3EE B g 5 5 > 57
B 10 5 6 10 3 61
% 3 3 2 6 3 29
EEE 7 1 5 3 ? g
B 3 4 3 7 6
% 4 9 > 5 3
EEEE 8 7 i 9 5 5
B 3 4 3 5 2
% 1 g 1 5 1 |
$6%AB & 8 5 3
= 7 1 4
P 6 1 3 1
ETEE 8 6 i 1
4 5
% 1 >
n 17122 262 94 142 1012560 5
Z150 8 8.8, 134% 140, 114 1.9 1.9% 200%
B 16.3%  14.9%  11.7%  17.9%  9.9%  12.0%
TA0. %  16.8%  13.8%  21.9%  17.8%  17.1%  40.0%
EOEE T e A, T e o6 0 0% TR 8, o3 B 20, 0%
B 11.9%  10.3%  11.7%  10.4%  24.8%  18.0%  20.0%
B 105%  5.0%  53%  29% 404 8 3%
EAEETH 0 T o I U R
B 0.9%  1.9%  6.4%  2.3%  3.0% 2 4%
w1 1% 2% 1A% 3.0%  1.1%
EAREE S0 O T O 0% 0. 3%
B 0.3%  1.5%  32%  1.6% 0. 2%
T 04%  34% 2% 1 1% 0 1%
EEEE Y TR I TR | TR T
B 0.3%  1.5%  3.2% 34y 0 1%
B 01% 1% 11% 1% 1.0%  0.0%
EXY T [T R
B 2T 11% 0.9%
% 23 1% 0T% 0. 0%
ETEE H T TR B TR T
= 1%
% 0, 4% 0. 5%
e 100. 0% 100.0%  100.0%  100.0%  100.0%  100.0% . 100.0%
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4-6 ERRRERD IR (HAREF R —BARER)

REEW FUNA s BEEE pus nps opx oStk EER

1HME 1 172 14 12 34 5 3 12 7
2 33 2 1 5 1 4 3 6
3 19 2 3 2 4 6 2
28[ 1 46 1 2 4 2 4 3
2 5 2 2 2 3
3 7 3 2 2
3BA[ 1 11 4 4 3 1
2 3 1 4 2 1
3 4 1 3 2 2 2
48/ 1 3 3 3
2 1 2 1 1 1
3 5 1 5
5HM 1 3 1 1
2 1 1
3 1 4 3 2
6B 1 2 1 2
2 1 1 1
3 1 1 1 1 1
78MH 1 1 2 3 1
2 1
3 1 4 1
B 309 19 73 46 41 49 51 32 0
1THRE 1 55. 7% 713. 7% 98. 6% 73.9% 12. 2% 6.1% 23. 5% 21.9%
2 10. 7% 10. 5% 1. 4% 10. 9% 2. 4% 8.2% 5.9% 18. 8%
3 6.1% _ 10.5% 6.5% 4.9  82%  11.8%  6.3%
2HMA 1 14. 9% 5.3% 4.3% 9.8% 4.1% 7. 8% 9. 4%
2 1.6% 4.9% 4.1% 3.9% 9. 4%
3 2.3 6.1% _ 3.9% _ 6.3%
3HM 1 3.6% 9.8% 8.2% 5.9% 3.1%
2 1. 0% 2. 4% 8. 2% 3.9% 3.1%
3 1.3% 2.2%  1.3%  41% 39 6 3%
48 1 1. 0% 7.3% 6. 1%
2 0. 3% 4.9% 2.0% 2. 0% 3.1%
3 12.2% _ 20% __ 98%
5HM 1 1.0% 2.4% 2. 0%
2 2. 4% 2. 0%
3 0. 3% 8. 2% 5. 9% 6. 3%
6B 1 4.9% 2. 0% 3.9%
2 2. 4% 2. 0% 2.0%
3 0. 3% 2. 4% 2. 0% 2. 0% 3. 1%
7HB[E 1 2.2% 4.9% 6. 1% 2. 0%
2 2. 0%
3 2. 4% 8.2% 3.1%
H 100.0% 100.0% 100.0% 100.0% 100.0% 100.0% 100.0%  100.0%
R 4-7 12251 C

LRI L0 IR BRRIEMR 25 JE B L 72 /B3 13 BR A L TERR

Cox DELBINY— R T /W K 2 RHT 2 FEHi, FEAN IR IR FIEL S & L TR,
Al CRFHAN TI, SEAIGE B AR & B AE R 28 31 o0 s FRT RO AITA& BIER S AR &y 5 i
DY, —Is, EAERBMGSET & AE L TIRT, (3B L LT, RERELE
b D PR o
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4-7  EXIERKRE ORKREROBHFHL R (%) AITIVEREET
= FEHRMER s X 24&5E
REEFMA &t 13 FIRAA BEAE FR s p {8
ERE-= ] 14 0.6% 1 0.3% 1 0.3% -— 15 0.5% 0.520
B 10 0.5% 12 1.9% 6 2.0% 6 1.8% 22 0.8% 0.004
® 84 4.8% 54 5.1% 26 6.0% 28  4.5% 138 4.9% 0.537
¥ 2%FH ] 6 0.5% 14 0.9% 4 0.7% 10 1.0% 20 0.7% 0. 481
=3 9 1.3% 20 1.0% T 1.7% 13 0.8% 29 1.1% 0. 285
® 11 2.4% 49 2.3% 8 4.1% 41 2.1% 60 2.3% 0.267
% 34%H ] 1 0.3% 3 0.1% 0 0.0% 3 0.1% 4 0.2% 0. 754
B 0 0.0% 4 0.2% 0 0.0% 4 0.2% 4 0.2% 0.542
% 1 0.4% 8 0.4% 0 0.0% 8 0.4% 9 0.4% 0.915
EXR-AS ] 0 0.0% 1 0.0% 0 0.0% 1 0.0% 1 0.0% 0.890
=3 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
®r 0 0.0% 2 0.1% 0 0.0% 2 0.1% 2 0.1% 0. 800
¥ 59%H 1] 0 0.0% 1 0.0% 0 0.0% 1 0.0% 1 0.0% 0. 896
B 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
® 1 0.4% 3 0.1% 1_100. 0% 2 0.1% 4 0.2% 0. 001
EXE A= ] 0 0.0% 0 0.0% — 0 0.0% 0 0.0%
B 0 0.0% 0 0.0% —-— 0 0.0% 0 0.0%
® 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
ENEAE ] 0 0.0% 0 0.0% —-— 0 0.0% 0 0.0%
B 0 0.0% 0 0.0% - 0 0.0% 0 0.0%
" 0 0.0% 0 0.0% - 0 0.0% 0 0.0%
ZREREE (B3F) 137 10.6% 172 11.9% 53 119 309 10.9%
EF|E FRRAIA L ERREA R - s 0
PR = B & NY—FRE (9ok61) piE
2T 1.16 ( 0.90 , 1.49 ) 0.259
(FEMRHIRZICERELE=EE) 090 ( 0.69 , 1.19 ) 0.463
4-7  EXERKRE ORERERDEFHL R (%) 2IT)LEFIVNRA
E=-d] EEMER s X285
R it 13 FARAA BEAE FR - p {8
%1408 = 2 0.1% 0 0.0% 0 0.0% —-— 2 0.1% 0.483
B 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
% 2 0.1% 1 0.1% 0 0.0% 1 0.2% 3 0.1% 0.584
EXX A= =] 0 0.0% 4 0.2% 2 0.3% 2 0.2% 4 0.1% 0.102
B 4 0.6% 2 0.1% 1 0.2% 1 0.1% 6 0.2% 0.066
® 0 0.0% 2 0.1% 1 0.5% 1 0.0% 2 0.1% 0.224
EXEA= 1] 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
=3 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
® 0 0.0% 2 0.1% 2 6.9% 0 0.0% 2 0.1% <..0001
¥ 49%H ] 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
B 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
" 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
EXE A= ] 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
B 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
% 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
EXE A= ] 0 0.0% 0 0.0% - 0 0.0% 0 0.0%
=3 0 0.0% 0 0.0% - 0 0.0% 0 0.0%
% 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
ENEAE 1] 0 0.0% 0 0.0% —-— 0 0.0% 0 0.0%
=S 0 0.0% 0 0.0% - 0 0.0% 0 0.0%
® 0 0.0% 0 0.0% e 0 0.0% 0 0.0%
RHRLEE (3%) 8 0.8% 11 0.6% 6 5 19 0.7%
EF|E FRRAA L ERREA R - s 0
BB < B & NY—FRE (9ok61) piE
2T 0.83 ( 0.29 , 2.32 ) 0.719
(FEMRHIRZICERELE=EE) 030 ( 0.10 , 0.94 ) 0.039
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4-7  EXERKRE ORRER DB RRE (%) B I 7L EBMET A
X EFI A s X285
R st 13 FIRRA BE(E R - p {8
% 1408 1] 3 0.1% 1 0.3% 1 0.3% —-— 4 0.1% 0. 458
B 10 0.5% 3 0.5% 1 0.3% 2 0.6% 13 0.5% 0.871
% 16 0.9% 13 1.2% 6 1.4% 7 1.1% 29  1.0% 0.663
EXX A= =] 4 0.3% 6 0.4% 3 0.5% 3 0.3% 10 0.4% 0.785
B 3 0.4% 5 0.2% 2 0.4% 3 0.2% 8 0.3% 0.482
® 2 0.4% 6 0.3% 3 1.4% 3 0.1% 8 0.3% 0.032
EXE-A= 1] 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
=3 1 0.3% 0 0.0% 0 0.0% 0 0.0% 1 0.0% 0.119
] 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
¥ 49%H ] 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
B 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
® 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
EXE A= ] 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
B 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
% 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
EXE A= ] 0 0.0% 0 0.0% -— 0 0.0% 0 0.0%
=3 0 0.0% 0 0.0% —-— 0 0.0% 0 0.0%
® 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
ENEA= ] 0 0.0% 0 0.0% —-— 0 0.0% 0 0.0%
B 0 0.0% 0 0.0% - 0 0.0% 0 0.0%
"’ 0 0.0% 0 0.0% - 0 0.0% 0 0.0%
ZRRLEE (B3F) 39 2.9% 34 2.8% 16 18 73 2.6%
EF|E FRRAIA L ERREA R - s 0
PR = B & NY—FRE (9ok61) piE
2T 1.03 ( 0.62 , 1.72 ) 0.914
(FEMRHIRZICERELE=EES) 063 ( 0.35 , 1.15 ) 0.133
4-7  EXERKRE ORERERDEFHL R (%) BITINEBHES - BE
=K EHRMER s X 24%5E
R st 13 AR BEA%E AR - p {8
%1408 = 1 0.0% 0 0.0% 0 0.0% —-— 1 0.0% 0. 620
B 2 0.1% 0 0.0% 0 0.0% 0 0.0% 2 0.1% 0. 602
% 7 0.4% 7 0.7% 4 0.9% 3 0.5% 14 0.5% 0. 445
EXX A= =] 4 0.3% 5 0.3% 2 0.3% 3 0.3% 9 0.3% 0. 961
B 0 0.0% 2 0.1% 0 0.0% 2 0.1% 2 0.1% 0.348
® 1 0.2% 12 0.5% 4 1.9% 8 0.4% 13 0.5% 0.038
EXEA= 1] 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
=3 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
® 0 0.0% 3 0.1% 2 6.9% 1 0.0% 3 0.1% 0. 001
% 49%H 1] 0 0.0% 1 0.0% 0 0.0% 1 0.0% 1 0.0% 0.892
B 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
" 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
EXE A= ] 0 0.0% 1 0.0% 0 0.0% 1 0.0% 1 0.0% 0.898
B 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
% 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
EXE A= ] 0 0.0% 0 0.0% - 0 0.0% 0 0.0%
=3 0 0.0% 0 0.0% - 0 0.0% 0 0.0%
% 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
ENEAE ] 0 0.0% 0 0.0% —-— 0 0.0% 0 0.0%
=3 0 0.0% 0 0.0% - 0 0.0% 0 0.0%
"’ 0 0.0% 0 0.0% - 0 0.0% 0 0.0%
RHEREE (B3%) 15 1.1% 31 1.7% 12 19 46 1.6%
EF|E FRRAA L ERREA R - s 0
BB < B & NY—FRE (9ok61) piE
2T 1.45 ( 0.73 , 2.89 ) 0.289
(FEMRHIRZICEREL=EE)  0.68 ( 0.34 , 1.36 ) 0.271
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4-7  EXERKRE ORRER DB RRE (%) 83T ERRDGEF
=K FEEMER e X2URTE
KA it 1% FRBE LA BR{5 - p i
% 1408 1] 6 0.2% 0 0.0% 0 0.0% — 6 0.2% 0.224
B 1 0.0% 0 0.0% 0 0.0% 0 0.0% 1 0.0% 0.776
® 1 0.1% 1 0.1% 0 0.0% 1 0.2% 2 0.1% 0. 558
EXX A= & 9 0.8% 2 0.1% 1 0.2% 1 0.1% 11 0.4% 0.019
B 2 0.3% 1 0.0% 1 0.2% 0 0.0% 3 0.1% 0. 066
® 2 0.4% 2 0.1% 2 0.9% 0 0.0% 4 0.1% 0.003
EXEA= ] 1 0.3% 2 0.1% 0 0.0% 2 0.1% 3 0.1% 0.637
B 0 0.0% 1 0.0% 0 0.0% 1 0.0% 1 0.0% 0.863
® 1 0.3% 0 0.0% 0 0.0% 0 0.0% 1 0.0% 0.107
¥ 49%H ] 1 0.3% 3 0.1% 0 0.0% 3 0.1% 4 0.1% 0.704
=3 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
® 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
EXE A= ] 0 0.0% 1 0.0% 0 0.0% 1 0.0% 1 0.0% 0.899
B 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
® 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
EXE A= ] 0 0.0% 2 0.1% — 2 0.1% 2 0.1% 0.518
B 0 0.0% 1 0.0% — 1 0.0% 1 0.0% 0.648
® 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
ENEA= ] 1 0.4% 0 0.0% — 0 0.0% 1 0.0% 0.031
=3 0 0.0% 0 0.0% — 0 0.0% 0 0.0%
®’ 0 0.0% 0 0.0% ———= 0 0.0% 0 0.0%
EHRER (B3%5) 25 3.1% 16 0.7% 4 12 41 1.4%
X B & EIRRIRA R - o s 0
B =t R & NT—FEE (990D PiE
22D) 0.24 ( 0.12 , 0.49 ) <. 0001
(FEREREICERELEEES)  0.20 ( 0.09 , 0.45 ) <. 0001

4-7  FEFIERKRR DOEEREROERNZERE (%) BITINEYIL— TR
I EFIE A . X285
REER 5t 13 FIRRA BRAE FR o p {8
ERE-= ] 12 0.5% 0 0.0% 0 0.0% -— 12 0.4% 0. 085
B 5 0.2% 1 0.2% 1 0.3% 0 0.0% 6 0.2% 0. 452
% 11 0.6% 3 0.3% 2 0.5% 1 0.2% 14 0.5% 0.276
EXX A= =] 3 0.3% 3 0.2% 2 0.3% 1 0.1% 6 0.2% 0.502
B 2 0.3% 2 0.1% 1 0.2% 1 0.1% 4 0.1% 0.372
® 0 0.0% 1 0.0% 1 0.5% 0 0.0% 1 0.0% 0.073
EXEA= 1] 1 0.3% 0 0.0% 0 0.0% 0 0.0% 1 0.0% 0.138
=3 0 0.0% 1 0.0% 1 1.7% 0 0.0% 1 0.0% 0. 021
) 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
¥ 44%H 1] 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
=S 0 0.0% 1 0.0% 0 0.0% 1 0.0% 1 0.0% 0. 896
® 0 0.0% 1 0.0% 0 0.0% 1 0.0% 1 0.0% 0.898
F5%H ] 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
B 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
% 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
EXE A= ] 1 0.4% 0 0.0% -— 0 0.0% 1 0.0% 0.032
=3 0 0.0% 0 0.0% - 0 0.0% 0 0.0%
% 0 0.0% 1 0.0% 0 0.0% 1 0.0% 1 0.0% 0. 901
ENEA= ] 0 0.0% 0 0.0% —-— 0 0.0% 0 0.0%
=3 0 0.0% 0 0.0% - 0 0.0% 0 0.0%
" 0 0.0% 0 0.0% - 0 0.0% 0 0.0%
RERER (B3%) 35 2.5% 14 0.9% 8 6 49 1.7%
EF|E FRRAA L ERREA R - e )
BB < B & NY—FRE (9ok61) piE
2T 0.42 ( 0.20 , 0.88 ) 0.022
(FEMRHIRZICEREL=SE) 018 ( 0.06 , 0.49 ) 0.001
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4-7  FRERKRBDEKREROERNZERE (%) IV EPERDOGR
=] FEFIE A s X285
REER 5t 13 FIRAA BRA%E FR o p {8
F1/%E 1] 6 0.2% 1 0.3% 1 0.3% —-— 7 0.2% 0.829
B 3 0.1% 1 0.2% 1 0.3% 0 0.0% 4 0.1% 0.478
% 3 0.2% 1 0.1% 1 0.2% 0 0.0% 4 0.1% 0. 352
% 2%wH =] 6 0.5% 3 0.2% 0 0.0% 3 0.3% 9 0.3% 0. 081
B 1 0.1% 1 0.0% 1 0.2% 0 0.0% 2 0.1% 0. 161
® 0 0.0% 3 0.1% 1 0.5% 2 0.1% 3 0.1% 0.284
EXEA= 1] 2 0.5% 3 0.1% 0 0.0% 3 0.1% 5 0.2% 0.318
=3 0 0.0% 1 0.0% 0 0.0% 1 0.0% 1 0.0% 0. 861
® 0 0.0% 1 0.0% 0 0.0% 1 0.0% 1 0.0% 0.882
¥ 44%H ] 0 0.0% 3 0.1% 0 0.0% 3 0.1% 3 0.1% 0.710
B 1 0.3% 1 0.0% 0 0.0% 1 0.0% 2 0.1% 0. 368
® 0 0.0% 3 0.1% 0 0.0% 3 0.1% 3 0.1% 0.722
F5%HE ] 0 0.0% 3 0.1% 0 0.0% 3 0.1% 3 0.1% 0.724
B 0 0.0% 2 0.1% 0 0.0% 2 0.1% 2 0.1% 0. 807
% 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
EXE A= ] 0 0.0% 0 0.0% -— 0 0.0% 0 0.0%
=3 0 0.0% 0 0.0% —-— 0 0.0% 0 0.0%
® 0 0.0% 2 0.1% 0 0.0% 2 0.1% 2 0.1% 0. 809
ENEA= ] 0 0.0% 0 0.0% —-— 0 0.0% 0 0.0%
B 0 0.0% 0 0.0% - 0 0.0% 0 0.0%
® 0 0.0% 0 0.0% - 0 0.0% 0 0.0%
REBREE (B5) 22 2.0% 29 1.7% 5 24 51 1.8%
EF|E FRRAIA L ERREA R - e )
PR = B & NY—FRE (9ok61) piE
2T 0.68 ( 0.34 , 1.35 ) 0.268
(FERHIRZICERELEEE)  0.60 ( 0.29 , 1.25 ) 0.172
4-7  FEFIERKRR DOEEREROERNZERE (%) B DILEFHRDGER
=] ZEFI A s X285
AREER 5t 13 AR BEAE AR o p {8
£ 1/%E = 7 0.3% 2 0.6% 2 0.6% —-— 9 0.3% 0. 368
B 4 0.2% 1 0.2% 0 0.0% 1 0.3% 5 0.2% 0.515
% 10 0.6% 1 0.1% 1 .0.2% 0 0.0% 11 0. 4% 0. 039
EXX A= =] 2 0.2% 2 0.1% 1 0.2% 1 0.1% 4 0.1% 0. 862
B 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
® 0 0.0% 1 0.0% 0 0.0% 1 0.0% 1 0.0% 0. 751
EXEA= 1] 1 0.3% 0 0.0% 0 0.0% 0 0.0% 1 0.0% 0.141
=3 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
" 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
¥ 44%H ] 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
B 0 0.0% 1 0.0% 0 0.0% 1 0.0% 1 0.0% 0.894
" 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
F5%H ] 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
B 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
% 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
EXE A= ] 0 0.0% 0 0.0% -— 0 0.0% 0 0.0%
=3 0 0.0% 0 0.0% - 0 0.0% 0 0.0%
% 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
ENEAE ] 0 0.0% 0 0.0% —-— 0 0.0% 0 0.0%
=3 0 0.0% 0 0.0% - 0 0.0% 0 0.0%
® 0 0.0% 0 0.0% - 0 0.0% 0 0.0%
REBREE (B5) 24 1.4% 8 1.1% 4 4 32 1.1%
EF|E FRRAA L ERREA R - e )
BB < B & NY—FRE (9ok61) piE
2T 0.54 ( 0.22 , 1.33 ) 0.178
(FERHIRZICERELESES) 038 (011 , 1.32 ) 0.127
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4-8  EF|EARKRAOEEREROZENAREN (%) TENI/IIV E BEEH
= EEMER s X 2% 5E
*ERA B 1 FRItA B {1 A e p &
%148 LT 14 0.5% 1 1.0% 1 1.0% — 15 0.5% 0. 547
B 14 0.5% 8 2.9% 8 4.4% 0 0.0% 22 0.8% 0. 000
® 92 4.4% 46 6. 4% 28  6.3% 18 6.7% 138 4.9% 0. 106
% 2%H £ 8 0.4% 12 1.6% 2 2.4% 10 1.5% 20 0.7% 0.010
R 21 1.2% 8 0.9% 2 1.6% 6 0.8% 29 1.1% 0.616
® 3B 2.1% 25 2.6% 9 8.6% 16 1.9% 60 2.3% 0. 003
% 34%H ] 3 0.2% 1 0.1% 0 0.0% 1 0.1% 4 0.2% 0.872
B 4 0.2% 0 0.0% 0 0.0% 0 0.0% 4 0.2% 0. 155
® 4 0.3% 5 0.5% 0 0.0% 5 0.5% 9 0.4% 0.526
% 49%H ] 1 0.1% 0 0.0% 0 0.0% 0 0.0% 1 0.0% 0.623
R 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
® 1 0.1% 1 0.1% 0 0.0% 1 0.1% 2 0.1% 0.938
% 59%%H T 0 0.0% 1 0.1% — 1 0.1% 1 0.0% 0.164
B 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
® 1 0.1% 3 0.3% 0 0.0% 3 0.3% 4 0.2% 0.322
F6J%AH B 0 0.0% 0 0.0% — 0 0.0% 0 0.0%
B 0 0.0% 0 0.0% —— 0 0.0% 0 0.0%
® 0 0.0% 0 0.0% ———= 0 0.0% 0 0.0%
% 7%H £ 0 0.0% 0 0.0% —— 0 0.0% 0 0.0%
R 0 0.0% 0 0.0% — 0 0.0% 0 0.0%
®] 0 0.0% 0 0.0% — 0 0.0% 0 0.0%
RIEREER (358) 198 9.7% 111 15.5% 50 61 309 10.9%
EHEFRBALS & EIER AR - o s 0
PR = B & NY—FRE (9ok61) piE
7P/ DTV 1.53 ( 1.20 , 1.94 ) 0.001
(EBEEBEZICERELESEE) 1.12 ( 0.84 , 1.51 ) 0.442
4-8  EFEARKRAOBREBROEENARER (%) TENI/7IV & F LV A
I EFIE A . X285
*EMA 5t £ RS B {1 A e p &
% 14%A8 T 2 0.1% 0 0.0% 0 0.0% — 2 0.1% 0.707
B 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
® 2 0.1% 1 0.1% 0 0.0% 1 0.4% 3 0.1% 0. 368
% 2%%H B 1 0.0% 3 0.4% 2 2.2% 1 0.1% 4 0.1% 0.012
B 4 0.2% 2 0.2% 1 0.8% 1 0.1% 6 0.2% 0.478
® 0 0.0% 2 0.2% 0 0.0% 2 0.2% 2 0.1% 0.113
% 34%H £ 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
J= 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
® 0 0.0% 2 0.2% 0 0.0% 2 0.2% 2 0.1% 0.147
£ 4958 ] 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
B 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
® 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
F 5% H 3 0 0.0% 0 0.0% -— 0 0.0% 0 0.0%
B 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
" 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
£ 6%AH ] 0 0.0% 0 0.0% - 0 0.0% 0 0.0%
R 0 0.0% 0 0.0% — 0 0.0% 0 0.0%
® 0 0.0% 0 0.0% — 0 0.0% 0 0.0%
% 7%H ] 0 0.0% 0 0.0% —— 0 0.0% 0 0.0%
J= 0 0.0% 0 0.0% — 0 0.0% 0 0.0%
®] 0 0.0% 0 0.0% — 0 0.0% 0 0.0%
RHEREE (B3%) 9 0.4% 10 1.1% 3 7 19 0.7%
EHEFRBALS & EIER AR - o s 0
o B i | 1T & (R NYF—RH o (95KCI) piE
7P/ DOV 2.89 ( 1.12 , 7.47 ) 0.028
(EBEEZICERAELESEES) 200 ( 0.74 , 541 ) 0.170
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4-8  EFIERKRB OERKRAEROBENLRER (%) 7HATPI 710 EBME T VA
X FEFIE A s X285
KA st 13 FIRAA BEAE FR - p {8
% 1408 1] 2 0.1% 2 2.0% 2 2.0% —-— 4 0.1% 0. 005
B 11 0.4% 2 0.7% 2 1.1% 0 0.0% 13 0.5% 0.350
% 17 _0.8% 12 1.6% 12 2. 7% 0 0.0% 29  1.0% 0. 001
EXX A= =] 3 0.2% 7 0.9% 1 1.1% 6 0.8% 10 0.4% 0.026
B 6 0.3% 2 0.2% 0 0.0% 2 0.2% 8 0.3% 0. 640
® 4 0.2% 4 0.4% 1 0.9% 3 0.3% 8 0.3% 0.577
EXE-A= 1] 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
=3 1 0.1% 0 0.0% 0 0.0% 0 0.0% 1 0.0% 0.617
] 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
¥ 49%H ] 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
B 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
® 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
EXE A= ] 0 0.0% 0 0.0% — 0 0.0% 0 0.0%
B 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
% 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
EXE A= ] 0 0.0% 0 0.0% -— 0 0.0% 0 0.0%
=3 0 0.0% 0 0.0% —-— 0 0.0% 0 0.0%
® 0 0.0% 0 0.0% — 0 0.0% 0 0.0%
ENEA= ] 0 0.0% 0 0.0% —-— 0 0.0% 0 0.0%
=3 0 0.0% 0 0.0% - 0 0.0% 0 0.0%
"’ 0 0.0% 0 0.0% - 0 0.0% 0 0.0%
ZRRLEE (B3F) 4  2.1% 29 5.7% 18 1 73 2.6%
EF|E FRRAIA L ERREA R - s 0
PR = B & NY—FRE (9ok61) piE
TP/ 2.15 ( 1.32 , 3.50 ) 0.002
(FEMRHIRZICERE LE=EE)  0.97 ( 0.50 , 1.91 ) 0.941
4-8  EFIERKR OERERARDEENZRER (%) THAPI 71V E BEIEE - 1R
=K EHRMER s X 24%5E
R st 13 AR BEAE AR - p {8
%1408 = 1 0.0% 0 0.0% 0 0.0% —-— 1 0.0% 0.790
B 2 0.1% 0 0.0% 0 0.0% 0 0.0% 2 0.1% 0.812
% 6 0.3% 8 1.1% 6 1.3% 2 0.7% 14 0.5% 0.033
EXX A= =] 2 0.1% 7 0.9% 2 2.2% 5 0.7% 9 0.3% 0.005
B 1 0.1% 1 0.1% 0 0.0% 1 0.1% 2 0.1% 0.765
® 3 0.2% 10 0.9% 2 1.7% 8 0.8% 13 0.5% 0.011
EXEA= 1] 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
=3 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
® 1 0.1% 2 0.2% 0 0.0% 2 0.2% 3 0.1% 0. 603
% 49%H 1] 0 0.0% 1 0.1% 0 0.0% 1 0.1% 1 0.0% 0. 386
B 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
" 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
EXE A= ] 0 0.0% 1 0.1% - 1 0.1% 1 0.0% 0.169
B 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
% 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
EXE A= ] 0 0.0% 0 0.0% - 0 0.0% 0 0.0%
=3 0 0.0% 0 0.0% - 0 0.0% 0 0.0%
% 0 0.0% 0 0.0% — 0 0.0% 0 0.0%
ENEAE ] 0 0.0% 0 0.0% —-— 0 0.0% 0 0.0%
=3 0 0.0% 0 0.0% - 0 0.0% 0 0.0%
" 0 0.0% 0 0.0% - 0 0.0% 0 0.0%
ZRRELEE (BE) 16 0.8% 30 3.3% 10 20 46 1.6%
EF|E FRRAA L ERREA R - s 0
BB < B & NY—FRE (9ok61) piE
TP/ 4.63 ( 2.48 , 8.65 ) <. 0001
(FEMRHIR%ICERE L-5E) 2.88 ( 1.54 , 5.39 ) 0.001
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4-8  EF|EARKRA OEREROBENARENR (%) TENI/ 7Y & i DR
=K FEERMER e X2URTE
*EMA it 1 FRItA B {1 e p &
%148 LT 6 0.2% 0 0.0% 0 0.0% — 6 0.2% 0.514
B 1 0.0% 0 0.0% 0 0.0% 0 0.0% 1 0.0% 0. 901
® 2 0.1% 0 0.0% 0 0.0% 0 0.0% 2 0.1% 0. 551
% 2%%H | 8 0.4% 3 0.4% 0 0.0% 3 0.4% 11 0.4% 0.695
B 2 0.1% 1 0.1% 1 0.8% 0 0.0% 3 0.1% 0.139
® 2 0.1% 2 0.2% 0 0.0% 2 0.2% 4 0.1% 0.703
% 34%H £ 2 0.1% 1 0.1% 0 0.0% 1 0.1% 3 0.1% 0.978
R 1 0.1% 0 0.0% 0 0.0% 0 0.0% 1 0.0% 0.615
® 1 0.1% 0 0.0% 0 0.0% 0 0.0% 1 0.0% 0.611
£ 4958 £ 2 0.1% 2 0.2% 0 0.0% 2 0.2% 4 0.1% 0.902
B 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
® 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
F 5% H T 1 0.1% 0 0.0% — 0 0.0% 1 0.0% 0.318
B 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
" 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
£ 6J%H ] 1 0.1% 1 0.1% —— 1 0.1% 2 0.1% 0.762
R 1 0.1% 0 0.0% — 0 0.0% 1 0.0% 0.317
® 0 0.0% 0 0.0% — 0 0.0% 0 0.0%
% 7%H ] 0 0.0% 1 0.1% —— 1 0.1% 1 0.0% 0.172
R 0 0.0% 0 0.0% — 0 0.0% 0 0.0%
® 0 0.0% 0 0.0% — 0 0.0% 0 0.0%
BIEREER (B358) 30 1.5% 11 1.1% 1 10 41 1.4%
EHEFRBALS & EIER AR - s s 0
o B i | 138 & (R =R (95KC1) pfE
7P/ DTV 0.88 ( 0.43 , 1.80 ) 0.726
(EBEEZICEARAELESES) 0.90 ( 0.43 , 1.91 ) 0.790

4-8  EFEARKRAOBREBROEENARER (%) TENI/I1V E Y IL— T OEER
I EFIE A . X285
*EMA 5t 1 FRIA B {1 A e p &
%148 LT 10 0.4% 2 2.0% 2 2.0% — 12 0.4% 0.067
B 4 0.2% 2 0.7% 2 1.1% 0 0.0% 6 0.2% 0.124
® 11 0.5% 3 0.4% 3 0.7% 0 0.0% 14 0.5% 0.218
% 2%%H B 4 0.2% 2 0.2% 1 1.1% 1 0.1% 6 0.2% 0.385
B 3 0.2% 1 0.1% 0 0.0% 1 0.1% 4 0.1% 0.802
® 1 0.1% 0 0.0% 0 0.0% 0 0.0% 1 0.0% 0.623
% 34%H £ 0 0.0% 1 0.1% 0 0.0% 1 0.1% 1 0.0% 0.377
R 0 0.0% 1 0.1% 0 0.0% 1 0.1% 1 0.0% 0.379
® 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
£ 4958 £ 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
B 0 0.0% 1 0.1% 0 0.0% 1 0.1% 1 0.0% 0. 388
® 1 0.1% 0 0.0% 0 0.0% 0 0.0% 1 0.0% 0.610
F£ 5% H 3 0 0.0% 0 0.0% -— 0 0.0% 0 0.0%
B 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
" 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
EXEA= A 1 0.1% 0 0.0% —— 0 0.0% 1 0.0% 0.319
R 0 0.0% 0 0.0% — 0 0.0% 0 0.0%
® 1 0.1% 0 0.0% — 0 0.0% 1 0.0% 0.318
% 7%H ] 0 0.0% 0 0.0% —— 0 0.0% 0 0.0%
J= 0 0.0% 0 0.0% — 0 0.0% 0 0.0%
®/ 0 0.0% 0 0.0% — 0 0.0% 0 0.0%
BIERER (858) 36 1.6% 13 3.7% 8 5 49 1.7%
EHEFRBALS & EIER AR - o s 0
o B i | 1T & (R =R (95KC1) pfE
7P/ DOV 1.39 ( 0.71 , 2.74 ) 0.336
(EBEERICERAELESES) 0.65 ( 0.24 , 1.74 ) 0.394
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4-8 EEFI{E PR R B DESERAE IR DB R ITE (%) TR/ 70 E R E &
=] ZEFIE A . X285
*EMA it £ RS B {1 e p &
%148 T 6 0.2% 1 1.0% 1 1.0% — 7 0.2% 0.236
B 4 0.2% 0 0.0% 0 0.0% 0 0.0% 4 0.1% 0. 659
® 3 0.1% 1 0.1% 1 0.2% 0 0.0% 4 0.1% 0.615
% 2%%H B 7 0.3% 2 0.2% 0 0.0% 2 0.3% 9 0.3% 0.708
B 2 0.1% 0 0.0% 0 0.0% 0 0.0% 2 0.1% 0.438
® 3 0.2% 0 0.0% 0 0.0% 0 0.0% 3 0.1% 0. 240
% 34%H £ 1 0.1% 4 0.4% 0 0.0% 4 0.4% 5 0.2% 0. 155
R 1 0.1% 0 0.0% 0 0.0% 0 0.0% 1 0.0% 0.615
® 0 0.0% 1 0.1% 1 8.3% 0 0.0% 1 0.0% 0. 004
£ 4958 T 2 0.1% 1 0.1% 0 0.0% 1 0.1% 3 0.1% 0.978
B 2 0.1% 0 0.0% 0 0.0% 0 0.0% 2 0.1% 0.371
® 0 0.0% 3 0.3% 1 25.0% 2 0.2% 3 0.1% 0. 001
F 5% H 3 3 0.2% 0 0.0% — 0 0.0% 3 0.1% 0.084
B 1 0.1% 1 0.1% 0 0.0% 1 0.1% 2 0.1% 0. 952
" 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
EX R A= ] 0 0.0% 0 0.0% —— 0 0.0% 0 0.0%
R 0 0.0% 0 0.0% — 0 0.0% 0 0.0%
® 1 0.1% 1 0.1% — 1 0.1% 2 0.1% 0. 760
% 7%H ] 0 0.0% 0 0.0% —— 0 0.0% 0 0.0%
R 0 0.0% 0 0.0% — 0 0.0% 0 0.0%
®] 0 0.0% 0 0.0% — 0 0.0% 0 0.0%
BIEREER (B358) 36 1.8% 15  2.4% 4 1 51 1.8%
EHEFRBALS & EIER AR - o s 0
PR = B & NY—FRE (9ok61) piE
7P/ DTV 1.04 ( 0.55 , 1.95 ) 0.910
(EBEEEZICERELESEE) 0.78 ( 0.39 , 1.59 ) 0.499
4-8  EFEAK R DERKEGOBENERER (%) TENI/ 71 & B R DR
=K EHRMER s X 24%5E
*ER 5t 1 FRItA B fe A e p &
% 14%A8 T 8 0.3% 1 1.0% 1 1.0% — 9 0.3% 0.315
B 5 0.2% 0 0.0% 0 0.0% 0 0.0% 5 0.2% 0.593
® 9 0.4% 2 0.3% 2 0.4% 0 0.0% 11 0.4% 0.316
% 2%%H B 2 0.1% 2 0.2% 1 1.1% 1 0.1% 4 0.1% 0.272
B 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
® 1 0.1% 0 0.0% 0 0.0% 0 0.0% 1 0.0% 0.622
% 34%H £ 0 0.0% 1 0.1% 0 0.0% 1 0.1% 1 0.0% 0.378
J= 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
® 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
£ 4958 ] 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
B 0 0.0% 1 0.1% 0 0.0% 1 0.1% 1 0.0% 0.390
® 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
F 5% H 3 0 0.0% 0 0.0% -— 0 0.0% 0 0.0%
B 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
" 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
£ 6%AH ] 0 0.0% 0 0.0% - 0 0.0% 0 0.0%
R 0 0.0% 0 0.0% — 0 0.0% 0 0.0%
® 0 0.0% 0 0.0% — 0 0.0% 0 0.0%
% 7%H ] 0 0.0% 0 0.0% —— 0 0.0% 0 0.0%
J= 0 0.0% 0 0.0% — 0 0.0% 0 0.0%
®] 0 0.0% 0 0.0% — 0 0.0% 0 0.0%
RERERE (3%F) 25 1.1% 71T% 4 3 32 1.1%
EHEFRBALS & EIER AR - o s 0
o B i | 1T & (R NYF—RH o (95KCI) piE
7P/ DOV 1.25 ( 0.52 , 3.05 ) 0.618
(EBEEZICERAELESEE) 0.8 ( 0.24 , 3.04 ) 0.804
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4-9 FFIFERKRA OERKEEOERMGHEY (%) : 7054 FREMRDOHH

=K EERMER e X2URTE
R st 1% FRBE LA BR{s p i
% 1408 1] 6 0.2% 0 0.0% 0 0.0% — 6 0.2% 0.700
B 1 0.0% 0 0.0% 0 0.0% 0 0.0% 1 0.0% 0.974
® 2 0.1% 0 0.0% 0 0.0% 0 0.0% 2 0.1% 0.920
EXX A= & 9 0.3% 2 1.5% 1 5.0% 1 0.9% 11 0.4% 0.133
B 3 0.1% 0 0.0% 0 0.0% 0 0.0% 3 0.1% 0.839
® 3 0.1% 1 0.6% 1 9.1% 0 0.0% 4 0.1% 0.029
EXEA= ] 1 0.0% 2 1.1% 1 20.0% 1 0.6% 3 0.1% 0.002
B 0 0.0% 1 0.6% 0 0.0% 1 0.6% 1 0.0% 0.062
® 1 0.0% 0 0.0% 0 0.0% 0 0.0% 1 0.0% 0.936
¥ 49%H ] 4 0.2% 0 0.0% 0 0.0% 0 0.0% 4 0.1% 0.765
=3 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
® 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
EXE A= ] 1 0.0% 0 0.0% 0 0.0% 0 0.0% 1 0.0% 0.925
B 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
® 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
EXE A= ] 2 0.1% 0 0.0% 0 0.0% 0 0.0% 2 0.1% 0. 845
B 1 0.0% 0 0.0% 0 0.0% 0 0.0% 1 0.0% 0.917
® 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
ENEA= ] 0 0.0% 1 0.4% 1 16.7% 0 0.0% 1 0.0% 0.002
=S 0 0.0% 0 0.0% — 0 0.0% 0 0.0%
" 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
ZRREE (B38) 34 1.3% 7 4.1% 4 3 41 1.4%
X B & EIRRIRA R - o s 0
B =t R & NT—FEE (990D PiE
IUA54 K& 3.90 ( 1.71 , 8.89 ) 0.001

GEMRERZICERELEE) 1.70 ( 0.52 , 5.57 ) 0.384
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Naruto
長方形


4-10  ZEFIERIKR A DERREIR DRI FEREY (%)

RZVI)VREFERDHHE

=K EHRMER e XUEE
KA st 1% FRBE LA BR{s A p i
% 1408 1] 7 0.2% 0 0.0% 0 0.0% — 7 0.2% 0.793
B 4 0.1% 0 0.0% 0 0.0% 0 0.0% 4 0.1% 0. 965
® 4 0.1% 0 0.0% 0 0.0% 0 0.0% 4 0.1% 0.947
% 2%wH B 9 0.3% 0 0.0% 0 0.0% 0 0.0% 9 0.3% 0.863
B 1 0.0% 1 1.8% 1 11.1% 0 0.0% 2 0.1% 0.012
® 2 0.1% 1 1.7% 1 .20.0% 0 0.0% 3 0.1% 0.010
EXEA= ] 5 0.2% 0 0.0% — 0 0.0% 5 0.2% 0. 648
B 0 0.0% 1 1.6% 1 25.0% 0 0.0% 1 0.0% 0. 001
® 1 0.0% 0 0.0% 0 0.0% 0 0.0% 1 0.0% 0.978
¥ 49%H ] 3 0.1% 0 0.0% 0 0.0% 0 0.0% 3 0.1% 0.932
=3 2 0.1% 0 0.0% 0 0.0% 0 0.0% 2 0.1% 0. 953
® 3 0.1% 0 0.0% 0 0.0% 0 0.0% 3 0.1% 0.928
EXE A= ] 3 0.1% 0 0.0% 0 0.0% 0 0.0% 3 0.1% 0.924
B 1 0.0% 1 1.3% 1 33.3% 0 0.0% 2 0.1% 0.004
® 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
EXE A= ] 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
B 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
® 2 0.1% 0 0.0% 0 0.0% 0 0.0% 2 0.1% 0.942
ENEA= ] 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
=3 0 0.0% 0 0.0% — 0 0.0% 0 0.0%
®’ 0 0.0% 0 0.0% ———= 0 0.0% 0 0.0%
RMELEE (35) 41 1.Th 4 6.3% 4 0 51 1.8%
X B & EIRRIRA R - o s 0
B =t R & NT—FEE (990D PiE
RZVY %k 4.78 ( 1.71 , 13.37 ) 0.003
(FEMREIREICERE L-EBE)  0.00 ( , )
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Naruto
長方形


4-11  RFERIKNRR OBRKERDZEFFGCERY (%) : I LREEESH

I EFI A e X 208%E
*EMA B 1 FRItA Bk % p &
% 1%%A8 LT 15 0.5% 0 0.0% 0 0.0% — 15 0.5% 0. 364
B 21 0.8% 1 0. 6% 0 0.0% 1 1.3% 22 0.8% 0.482
® 131 5.1% 7 2.8% 5 5.2% 2 1.3% 138 4.9% 0. 042
£ 2%%A £ 18 0.8% 2 0.7% 0 0.0% 2 0.8% 20 0.7% 0.723
R 25 1.1% 4 1.2% 1 2.4% 3 1.1% 29 1.1% 0.782
® 58 2.5% 2 0.6% 1 7.7% 1 0.3% 60 2.3% 0. 005
% 3%%H LT 4 0.2% 0 0.0% 0 0.0% 0 0.0% 4 0.2% 0. 566
B 4 0.2% 0 0.0% 0 0.0% 0 0.0% 4 0.2% 0. 555
® 5 0.2% 4 1.1% 0 0.0% 4 1.1% 9 0.4% 0.080
F 4958 £ 1 0.0% 0 0.0% 0 0.0% 0 0.0% 1 0.0% 0.862
R 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
® 2 0.1% 0 0.0% 0 0.0% 0 0.0% 2 0.1% 0.735
E5%%H £l 1 0.0% 0 0.0% 0 0.0% 0 0.0% 1 0.0% 0. 854
B 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
® 4 0.2% 0 0.0% 0 0.0% 0 0.0% 4 0.2% 0.513
£ 6%%H | 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
B 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
® 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
£ 7%%A8 £ 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
R 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
®] 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
BRRER (%) 289  11.3% 20 6.9% 7 13 309 10.9%
EHIE AR & EEREA R - e s )
o B i | 138 & (R =R (95KC1) pfE
R ETNA 0.62 ( 0.39 ., 0.97 ) 0.038

GEMRERZICEREL5E)  0.51 ( 0.29 , 0.90 ) 0.019
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4-11  EFERKRA OFSREERDEEML R (%) 7T LREMADHE
=K FEHRMER s X 24%5E
KA st 1% FRBS LA BR{s A p i
% 1408 1] 6 0.2% 0 0.0% 0 0.0% — 6 0.2% 0. 566
B 1 0.0% 0 0.0% 0 0.0% 0 0.0% 1 0.0% 0. 945
® 2 0.1% 0 0.0% 0 0.0% 0 0.0% 2 0.1% 0. 831
EXX A= =] 7 0.3% 4 1.4% 4 9.1% 0 0.0% 11 0.4% <. 0001
B 2 0.1% 1 0.3% 1 2.3% 0 0.0% 3 0.1% 0.081
® 4 0.2% 0 0.0% 0 0.0% 0 0.0% 4 0.1% 0.592
EXEA= 1] 2 0.1% 1 0.3% 0 0.0% 1 0.3% 3 0.1% 0.634
B 1 0.0% 0 0.0% 0 0.0% 0 0.0% 1 0.0% 0.872
® 0 0.0% 1 0.3% 0 0.0% 1 0.3% 1 0.0% 0.128
% 49%H 1] 2 0.1% 2 0.5% 1 33.3% 1 0.3% 4 0.1% 0.006
=3 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
® 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
EXE A= ] 1 0.0% 0 0.0% 0 0.0% 0 0.0% 1 0.0% 0. 862
B 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
® 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
EXE A= ] 1 0.0% 1 0.2% 1 33.3% 0 0.0% 2 0.1% 0.003
B 1 0.0% 0 0.0% 0 0.0% 0 0.0% 1 0.0% 0. 853
® 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
ENEA= ] 1 0.0% 0 0.0% 0 0.0% 0 0.0% 1 0.0% 0. 851
=S 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
"’ 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
ZRREE (B3F) 31 1.2% 10  3.0% 7 3 41 1.4%
X B & EIRRIRA R - s 0
PR = B & NY—FRE (9ok61) piE
+oxL% 2.85 ( 1.38 , 5.88 ) 0.005
(FEMREREICEREL-EBES)  0.78 ( 0.24 , 2.55 ) 0.680

4-11 2 {F AR B D ER PR IE (R DR EFHY 72 HRIRE (%) I LREDIL—TOHHE
I EFIE A s X285
KA 5t £ RS Bk % p &
%148 T 11 0.4% 1 1.3% 1 1.3% — 12 0.4% 0. 331
B 5 0.2% 1 0.6% 0 0.0% 1 1.3% 6 0.2% 0. 301
® 11 0.4% 3 1.2% 2 2.1% 1 0.7% 14  0.5% 0.217
% 2%H B 4 0.2% 2 0.7% 2 4.5% 0 0.0% 6 0.2% 0.007
B 3 0.1% 1 0.3% 0 0.0% 1 0.3% 4 0.1% 0. 666
® 1 0.0% 0 0.0% 0 0.0% 0 0.0% 1 0.0% 0.878
% 34%H ] 0 0.0% 1 0.3% 0 0.0% 1 0.3% 1 0.0% 0.122
R 1 0.0% 0 0.0% 0 0.0% 0 0.0% 1 0.0% 0.872
® 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
£ 4958 T 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
B 1 0.0% 0 0.0% 0 0.0% 0 0.0% 1 0.0% 0. 866
® 1 0.0% 0 0.0% 0 0.0% 0 0.0% 1 0.0% 0. 864
F59%H 3 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
B 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
" 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
EX R A= ] 1 0.0% 0 0.0% 0 0.0% 0 0.0% 1 0.0% 0. 853
R 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
® 0 0.0% 1 0.2% 0 0.0% 1 0.2% 1 0.0% 0.148
% 7%H ] 0 0.0% 0 0.0% —— 0 0.0% 0 0.0%
J= 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
®/ 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
RERLER (B3%) 39 1.5% 10 4.6% 5 5 49 1.7%
BE fh FARA & IR REA R o s 0
BB < B & NY—FRE (9ok61) piE
7T L% 3.06 ( 1.50 , 6.24 ) 0.002
GEBRHBZICERELESES) 1.96 ( 0.75 , 510 ) 0.169
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F1/mBA F2/KB F3fFH F45mH F£5%B F6wB F7/FHE
N 2,519 2,521 2,495 2,434 2,328 2,170 2,038
EHE 38.8 38.5 37.4 36.9 36. 7 36.6 36.5
90% 5 39.7 39.8 38.9 37.8 37.4 37. 1 37.0
75% 5 39.3 39.3 38.0 37. 1 36.9 36. 8 36.7
50% 5 38.8 38.6 37.2 36. 7 36.6 36.5 36.5
25% 5 38.3 31.1 36.7 36.4 36. 3 36. 3 36.2
10% 5 37.8 37.0 36. 3 36. 1 36.0 36.0 36.0
IERDRBEDE B
BUZ w BARKE BUHET BExEY IR .
e ARAR SUCT SO0 pesc TUhA BEER VLK
WAL 2,224 2,262 2,110 2,222 2,434 2372 2,405 1,423
% 87.4 88.9 82.9 87.3 95. 6 93.2 94.5 55.9
221 149 326 215 17 80 39 1,045
% 8.7 5.9 12.8 8.5 0.7 3.1 1.5 41.1
100 134 109 108 94 93 101 77
% 3.9 5.3 4.3 4.2 3.7 3.7 4.0 3.0
IEIRDRERBEDEE
Bt T% MRE BERE / FEd EE HoORH Tk
WAL 1,576 1,841 1,685 1,221 1,189 2,109 84
% 61.9 72.3 66.2 48.0 46.7 82.9 3.3
891 360 505 1,029 1,041 138 460
% 35.0 14.2 19.8 40.4 40.9 5.4 18.1
78 344 355 295 315 298 2,001
% 3.1 13.5 14.0 1.6 12.4 1.7 78.6
ERFERADOFE
fREE] MEME VUi 4370 v
FERALL 1,340 1,801 2,418 184 2,498
% 52.7 70.8 95.0 7.2 98.2
1,176 709 83 2,347 6
% 46.2 27.9 3.3 92.2 0.2
29 35 44 14 41
% 1.1 1.4 1.7 0.6 1.6
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4-13 fiE 1R D FE TR B HA

BUx . ERAE &L 5
A gumge SARE BUHT BERY o0 s 080K

_— ® R ShCE ZvUE OESIC
Z 17508 5 19 8 12 20 5 1 308
B 20 8 27 22 1 16 6 93
. ' 101 52 154 61 7 28 1 201
Eo7%H 5 8 14 1 10 5 67
B 24 18 21 29 2 12 3 97
. ' 30 32 68 A1 6 5 48
E37%E 5 1 5 i 7 i 1 9
B 4 4 2 6 1 1 16
. ' 9 5 13 6 1 1 ? 38
E47%a 8 1 1 i 3 1
% i 1 57
R 7
' 1 2 9 9
Z5%0 5 1 i ? %?
=3 1 1 7
o B 1 1 1 1 16
¥ 6%mA = 4
% 1
- 6
£ 7/%E # 2
R
B 2
'
_ 1
-J;h ] 217 142 322 210 15 78 36 1,035
Z 1m0 8.8%  56h 43% 0.5% 6.4%  2.8% 385
B 92 56 84 108 67 205 167 9ot
" AB5%  36.6% A7.8%  29.0%  46.7%  35.9%  30.6% 19 4%
Z2%0 = 2 3% TR B, T4 3% b2 128% 13.9% 6. 0%
& 11.1%  12.7%  6.5%  13.8%  13.3%  15.4%  8.3% 2. 6%
" 13.8%  22.5%  21.1%  19.5% 7.7%  13.9% 4 6%
E3%E & 0.5% 1.4% T 0.3% T 3.3% 6 7% 2 8% T4 1Y
B 1.8%  2.8%  0.6%  2.9% 6 7% 2.8%  1.5%
' A1%  35%  40%  29%  67%  1.3% 5 6Y Y
Z4%E o 0.5% 0. 7% y y y 0 o
o 5% T 8(354] 4% 76 7% 9 8% 2. 6%
B 6% 0. 79
' 0.5%  1.4%  0.6% __ 1.0% 2 5;’
EE5%HE 5 0.5% 0. 7% 0.6% T
B 0.5%  6.7% 0. 79
0 h
— g 0.5% _ 0.7% __0.3% __ 0.5% 1.5%
5 0IR
0. 4%
% 0.1%
- 0. 6%
£7%B & 0. 2%
o .
= 0. 2%
'
; 0. 1%
5t 100.0% 100.0% 100.0%  100.0% 100.0% 100.0% 100.0%  100. 0%
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4-13 fiE K D F IH BF HA
BHTFE fHFRE BEEE / FEH EE EOFEHS THsE
%1508 %8 125 120 173 484 400 18 131
= 107 42 60 91 164 11 80
® 188 102 158 242 287 24 150
ERE A= 101 36 50 86 76 11 14
R 101 18 24 24 35 8 20
" 84 18 14 29 27 10 25
EE A= 56 9 4 14 16 9 9
= 35 1 3 9 5 4 7
® 25 4 4 12 9 5 10
EA45%5E % 19 1 1 12 4 8 2
= 9 1 2 4 1 3 3
" 13 1 1 1 8 3
EXE AR 4 1 1 1 1 6 1
= 3 1 1 3 1 3 1
® 8 1 2 1 1 )
% 6JKA 1 [ i i
R 3 1 1 1 2
® 4 1 2 2 3 1
F 7B
= 1 1 2
® 1 2
£t 887 357 500 1,017 1,033 136 460
E 10 §8 14.1%  33.6%  34.6%  47.6% 38 7%  13.2%  28.5%
=3 12.1%  11.8%  12.0% 8.9%  15.9% 8.1%  17.4%
" 21.2%  28.6%  31.6% 23.8% 27.8%  17.6% 32 6%
ERY AN 11.4%10.1% 10. 0% 8. 5% 7.4% 8. 1% 3. 0%
= 11. 4% 5. 0% 4.8% 2. 4% 3. 4% 5. 9% 4. 3%
® 9. 5% 5. 0% 2. 8% 2.9% 2. 6% 7. 4% 5. 4%
% 3% H %8 6. 3% 2. 5% 0. 8% 1.4% 1.5% 6. 6% 2. 0%
R 3.9% 0. 3% 0. 6% 0. 9% 0. 5% 2.9% 1.5%
® 2. 8% 1.1% 0. 8% 1.2% 0. 9% 3. 7% 2. 2%
EXN A= 2.1% 0. 3% 0. 2% 1. 2% 0. 4% 5.9% 0. 4%
= 1.0% 0. 3% 0. 4% 0. 4% 0.1% 2. 2% 0. 7%
" 1.5% 0. 2% 0. 1% 0. 1% 5. 9% 0. 7%
EXTA=RES 0. 5% 0. 3% 0. 2% 0.1% 0.1% 4. 4% 0. 2%
R 0. 3% 0. 3% 0. 2% 0. 3% 0.1% 2. 2% 0. 2%
® 0. 9% 0. 3% 0. 4% 0.1% 0.1% 1.5%
EXE A= 0. 2% 0.1% 0.1% 0. 2%
R 0. 3% 0. 3% 0. 2% 0. 1% 0. 2%
" 0. 5% 0. 3% 0. 2% 0. 2% 2. 2% 0. 2%
£ 7B &
= 0. 1% 0. 7% 0. 4%
® 0.1% 1.5%
£t 100.0% 100.0%  100.0% 100.0% 100.0%  100.0%  100.0%
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4-14  FEF| D E AR RFHEA
REK] MEME YU 8370 e

%£1%08 & 90 121 12 316 1

=S 210 123 6 306

' 485 151 15 403 2
F£2w/AB 82 54 16 522

=S 132 77 19 427

® 117 29 3 182 1
¥£3J/mA #H 6 11 2 82

=S 10 23 4 62

' 9 7 1 22
£ 45508 B 1 6 3 8

B 3 10 6

% 5 9 2
£ 5wB 21 1 1

B 3 15

® 11 1
£ 6JmA 7

B 1 8

' 1 8 1
¥£7wB 1

B 1 6

' 2

B 1,156 706 83 2,340 4

F1j/%H # 7.8% 17.1% 14.5% 13.5%  25.0%

B 18. 2% 17. 4% 7. 2% 13.1%

® 42.0%  21.4% 18. 1% 17.2% 50. 0%
F£2/wAB 7.1% 7. 6% 19.3%  22.3%

=S 11. 4% 10.9%  22.9% 18. 2%

' 10. 1% 4. 1% 3. 6% 7.8%  25.0%
¥£3/mA 0. 5% 1.6% 2. 4% 3.5%

=S 0. 9% 3. 3% 4. 8% 2. 6%

' 0. 8% 1. 0% 1.2% 0. 9%
¥£4J/8 FH 0. 1% 0. 8% 3. 6% 0. 3%

B 0. 3% 1. 4% 0. 3%

%" 0. 4% 1.3% 0.1%
£5mB F 3. 0% 1.2% 0. 0%

=S 0. 3% 2. 1%

" 1.6% 1. 2%
E6mE E 1.0%

R 0.1% 1.1%

® 0. 1% 1.1% 0. 0%
F7wE E 1. 0%

=S 0.1% 0. 8%

" 0. 3%

&t 100.0% 100.0% 100.0%  100.0%  100.0%

i 4-15 2o\ T ( 4-7 OFLH & [FAR)

WL &0 IR IR 28 F6 3 U 72 JB B 13 BRA L TR
Cox DELBINY — R T /T K 2 MRHT 2 Sk, FEAN IR IR A IE LS & L TRET,
Al CHRFpHAN I, SEAIGE A B AR & B AE R T8 31 o0 Ry FRT RO AT #% BAER S R & vy S i

R Y, AL ARG SHT & OE LTI, (% S UE L7 b D b HFRD) o
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4-15  EFERK R OEROBEAZRER (%) 2IIINEBUZ - Biifi
= FEEMER s X 2% 5E
AREER 5t 13 FIRAA BEAE FR o p {8
EREA= ] 14 0.7% 5 1.6% 5 1.6% -— 19 0.8% 0.105
B 7 0.4% 13 2.2% T 2.5% 6 2.0% 20 0.8% 0. 001
® 57 4.0% 44 4. 6% 26 6.8% 18 3.2% 101 4.2% 0.026
¥ 2%FHE 1] 2 0.2% 3 0.2% 1 0.2% 2 0.2% 5 0.2% 0.998
=3 3 0.6% 21 1.2% 7 1.8% 14 1.0% 24 1.1% 0.249
® 11 3.3% 19  1.0% 3 1.9% 16 0.9% 30 1.3% 0. 007
EXE A= ] 0 0.0% 1 0.1% 0 0.0% 1 0.1% 1 0.0% 0. 855
B 1 0.5% 3 0.1% 0 0.0% 3 0.2% 4 0.2% 0.585
® 0 0.0% 9 0.4% 1 5.3% 8 0.4% 9 0.4% 0.092
¥ 49%H ] 0 0.0% 1 0.0% 0 0.0% 1 0.0% 1 0.0% 0.920
B 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
® 0 0.0% 1 0.0% 0 0.0% 1 0.0% 1 0.0% 0.926
EXE A= ] 0 0.0% 1 0.0% - 1 0.0% 1 0.0% 0.697
B 0 0.0% 0 0.0% -—= 0 0.0% 0 0.0%
® 0 0.0% 1 0.0% — 1 0.0% 1 0.0% 0.697
EXE A= ] 0 0.0% 0 0.0% - 0 0.0% 0 0.0%
B 0 0.0% 0 0.0% —-— 0 0.0% 0 0.0%
® 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
ENEA= 1] 0 0.0% 0 0.0% —-— 0 0.0% 0 0.0%
=3 0 0.0% 0 0.0% - 0 0.0% 0 0.0%
" 0 0.0% 0 0.0% ———= 0 0.0% 0 0.0%
FWEEE (3F) 95 0.3% 122 11.2% 50 72 217 8.9%
| FABIME & IR R - e s )
PR = B & NY—FRE (9ok61) piE
2T 1.30 ( 0.96 , 1.77 ) 0.092
(EREBBICHERELESE) 0.72 ( 0.51 , 1.01 ) 0.059
4-15  EFERR R OEROBENOZRER (%) 23 7)LELBAE
E=d] EEMER s X285
REA it 13 FRBS BE(3 i p &
EREA= ] 7 0.3% 1 0.3% 1 0.3% -— 8 0.3% 0.992
B 1 0.1% 7 1.2% 5 1.8% 2 0.7% 8 0.3% 0.000
® 24 1.7% 28 2.9% 11 2.9% 17 3.0% 52 2.2% 0. 130
¥ 2%FHE ] 4 0.4% 4 0.3% 0 0.0% 4 0.4% 8 0.3% 0.149
=3 3 0.6% 15 0.8% 5 1.3% 10 0.7% 18 0.8% 0.515
® 9 2.7% 23 1.2% 3 1.8% 20 1.1% 32 1.4% 0.106
% 3J%H & 1 0.4% 1 0.0% 0 0.0% 1 0.1% 2 0.1% 0.379
B 0 0.0% 4 0.2% 0 0.0% 4 0.2% 4 0.2% 0.626
% 0 0.0% 5 0.2% 0 0.0% 5 0.2% 5 0.2% 0.634
EXR-A= ] 0 0.0% 1 0.0% 0 0.0% 1 0.0% 1 0.0% 0.922
B 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
® 0 0.0% 2 0.1% 0 0.0% 2 0.1% 2 0.1% 0. 860
¥ 5%%H ] 0 0.0% 1 0.0% —-— 1 0.0% 1 0.0% 0.699
B 0 0.0% 0 0.0% - 0 0.0% 0 0.0%
® 0 0.0% 1 0.0% — 1 0.0% 1 0.0% 0.699
EXE A= ] 0 0.0% 0 0.0% — 0 0.0% 0 0.0%
B 0 0.0% 0 0.0% —-— 0 0.0% 0 0.0%
% 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
ENEA= ] 0 0.0% 0 0.0% -— 0 0.0% 0 0.0%
=3 0 0.0% 0 0.0% - 0 0.0% 0 0.0%
" 0 0.0% 0 0.0% — 0 0.0% 0 0.0%
ZHEREE (B3F) 49 6.1% 93 7.3% 25 68 142 5.9%
| fE FABIE & IR R - S Y
BB I B NT—FIE (9sk61) piE
2T 1.40 ( 0.94 ., 2.09 ) 0.098
(EBREBZICHERE LSS 1.04 ( 0.69 , 1.55 ) 0.862
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4-15  FFEFRRTA DOEROBERFFGZRRE (%) : FITIVERAKRE - ShC&

=5 EH5 A N X 2B
*EA st 1 FABI A B {1 e p &
%148 3 10 0.5% 4 1.3% 4 1.3% —-— 14 0.6% 0.108
B 11 0.6% 16 2.7% 9 3.1% 7 2.3% 27 1.1% 0.000
® 82 5.71% 71 71.5% 34 9.0% 37 6.5% 153  6.4% 0.079
% 2%H T 5 0.6% 9 0.7% 3 0.6% 6 0.7% 14 0.6% 0. 949
=S 4 0.8% 17 1.0% 6 1.5% 11 0.8% 21 0.9% 0. 461
® 10 3.1% 58 3.1% 8 5.1% 50 2.9% 68 3.1% 0. 391
% 34%H ] 0 0.0% 1 0.1% 0 0.0% 1 0.1% 1 0.0% 0. 851
B 0 0.0% 2 0.1% 0 0.0% 2 0.1% 2 0.1% 0.783
® 1 0.6% 12 0.6% 0 0.0% 12 0.6% 13 0.6% 0.903
% 49%H ] 0 0.0% 1 0.1% 0 0.0% 1 0.1% 1 0.0% 0.917
B 0 0.0% 2 0.1% 0 0.0% 2 0.1% 2 0.1% 0.848
® 2 1.3% 0 0.0% 0 0.0% 0 0.0% 2 0.1% 0. 006
% 59%%H T 0 0.0% 2 0.1% — 2 0.1% 2 0.1% 0.577
B 0 0.0% 0 0.0% -—= 0 0.0% 0 0.0%
® 1 0.6% 0 0.0% — 0 0.0% 1 0.0% 0.023
F6%AH B 0 0.0% 0 0.0% — 0 0.0% 0 0.0%
B 0 0.0% 0 0.0% —-— 0 0.0% 0 0.0%
® 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
% 7%H ] 0 0.0% 0 0.0% —-— 0 0.0% 0 0.0%
=3 0 0.0% 0 0.0% — 0 0.0% 0 0.0%
® 0 0.0% 0 0.0% ———= 0 0.0% 0 0.0%
RIEREER (358) 126 13.0% 195 16.3% 64 131 321 13.3%
|5 RS & EIERBEA R - o s 0
B B |~ I & R NF—FE - (95kCT) piE
22D) 1.43 ( 1.11 , 1.85 ) 0.005
GEEHREBICERELEEBS) 097 ( 0.74 , 1.27 ) 0.802
4-15  EFEAKRAOEROBEHNLRER (%) : 2SI TLERYHT
EX| FERIERA s X 2HR%E
KA st 1 FRBE LA B {1 A e p &
% 14%%A8 3 13 0.6% T 2.3% 7 2.3% —-— 20 0.8% 0.009
B 10 0.5% 12 2.1% 6 2.1% 6 2.0% 22 0.9% 0.009
® 36 2.5% 25 2.6% 10 2.7% 15 2.6% 61  2.6% 0.980
% 2%H ] 6 0.7% 5 0.4% 2 0.4% 3 0.3% 11 0.5% 0.570
=S T 1.4% 22 1.2% 7 1.8% 15 1.1% 29 1.3% 0.542
" 6  1.8% 35 1.8% 4  2.4% 31 1.7% 41 1. 8% 0.830
¥ 3%%A ] 2 0.8% 5 0.3% 2 2.6% 3 0.2% 7 0.3% 0.017
B 1 0.5% 5 0.2% 1 1.8% 4 0.2% 6 0.3% 0. 246
® 0 0.0% 6 0.3% 1 5.3% 5 0.2% 6 0.3% 0.079
% 49%H ] 0 0.0% 3 0.1% 0 0.0% 3 0.1% 3 0.1% 0.782
B 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
® 1 0.6% 1 0.0% 0 0.0% 1 0.0% 2 0.1% 0. 266
£ 54%%AH T 0 0.0% 0 0.0% — 0 0.0% 0 0.0%
B 0 0.0% 1 0.0% - 1 0.0% 1 0.0% 0.700
® 0 0.0% 1 0.0% — 1 0.0% 1 0.0% 0. 700
EXE A= B 0 0.0% 0 0.0% —— 0 0.0% 0 0.0%
B 0 0.0% 0 0.0% —-— 0 0.0% 0 0.0%
® 0 0.0% 0 0.0% 0 0.0% 0 0.0% 0 0.0%
% 7%H ] 0 0.0% 0 0.0% -— 0 0.0% 0 0.0%
B 0 0.0% 0 0.0% — 0 0.0% 0 0.0%
® 0 0.0% 0 0.0% — 0 0.0% 0 0.0%
EHRER (3%5) 82 9.1% 128 10.9% 40 88 210 8.7%
|15 RS & EIRERBEA R - o s 0
B =t R & NT—FEE (990D PiE
22D) 1.25 ( 0.90 , 1.75 ) 0.181

EMREIRZICEREL-5E) 0.82 ( 0.58 , 1.15 ) 0.247
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4-15  RFIERIKRR OERDERFILGREFEL (%) 0 FITLEVENEK

= AR
REA it 5 FABALA B {55 P
ERE-AE] B 323 15.1% 74 24.6% 14 24.6% —- 397 16.2%
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