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Title: Development and Dissemination of New Physician Declaration in Post Hippocratic

Era

Background

The project entitled “Medical Professionalism in the New Millennium : A Physician

Charter” , jointly presented in 2002 by the ABIM Foundation, ACP-ASIM Foundation,

and European Federation of Internal Medicine, precisely describes the attitudes and

behavior expected of modern doctors and has been accepted in many countries as a new

set of standards. This professional declaration, based on the career standards of

a new generation, is intended to support the everyday activities of physicians in

modern society.

Methods

Research Design: Action Research

Setting and Participants: Social networking services were used in this open

participatory working project.

Development process: The development process involved the following steps.

STEP 1. First, a homepage was established to facilitate development of the declaration

document. The web site included a statement regarding the aims of the project. A

Twitter invitation was issued soliciting prospective contributions to the declaration.

Contributions were limited to 140 characters and were required to include the hashtag
“#ishisengen” (means “physician declaration” in Japanese). Anyone could

contribute a prospective statement.

STEP 2. Principal researchers were then recruited, with 6 doctors designated as core

members and a further 4 as advisers. After discussions regarding the basic concepts



underlying the declaration, the 11 [Remark 1] members selected statements they
individually felt should be either included in the final draft, consolidated with
other declarative statements, or omitted from the final prospective declaration. The
results were then consolidated. Points were added and subtracted for the various
statements and a preliminary selection was conducted. The conference was publicly
broadcast on USTREAM.

STEP 3. A publicly advertised World Café session was held, in which the content was
carefully examined and prospective items were selected.

STEP 4. Core members and advisers selected final candidate statements based on the
results of the World Café session.

STEP 5. After the prospective items were displayed on the homepage and Facebook fanpage,
a public vote was held using the Facebook voting function.

STEP 6. By incorporating the results of the vote, the core members and advisers
established a final declarative statement that balanced the standards included in
each prospective item.

To disseminate the declaration after it was finalized, medical professionals who
approved of actions based on the declaration were able to register on the homepage
as followers by interfacing with the profile function on Facebook.

Results:

In STEP 1, 235 initial statements were collected and classified into 4 broad categories
and 12 subcategories. In STEP 2, the 63 items that received scores of 5 or more points
were shortlisted. The breakdown showed that 36 items received 10 or more points and
27 items received 5-9 points. These items were classified into 5 categories: (1)
questioning one’ s motives, (2) confronting risk and uncertainty, (3) considering
the interests of the patient, (4) doing one’ s best while being aware of one’ s
limitations, and (5) accepting others and conducting introspection.

The 12 items included in the new physician’ s declaration were ultimately established
as a result of the processes in STEPS 3-6. These items included the following: “I,
will not forget that medical practice may harm the patient at any time. If
unfortunately an event of a serious side effect occurs to the patient, I will continue
to sincerely confront the sorrow of the patient and the family.” “I, will say “thank
you” in voice, when patients and colleagues had helped out. Also when a colleague
close by is about to break down, I will ask “what happened?” and listen.”
Conclusions:

This declaration for a new generation of physicians encompasses doctors’
relationships with patients, potential harm during treatment, and diverse outcomes.
The process of creating the declaration prompted the interest, involvement, and

understanding of many medical professionals.
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Case no 1 2 3 4 5 6 7 8
Age/sex 68M 67M 89M 76M 64F 28F 74M 60M
Classification EATL type 2 PTCL-NOS ALCL
Gl site involved G S S G G C
Clinical stage A A L L A A L L
Celiac disease - - - - - - - -
Perforation - + + + - - - +/-
Surgery - + + + - - - +
OS(months) 66 31 2 5 12+ 10+ 96+ 3
morphology Me Lg Lg Me Me Me Lg Lg
CD3 - + + + + + + +
CD4 - - - + + + + +
CD8 - + + - - - - -
CD30 - - + - + - + +
CD56 - + - - - - ND -
TIA-1 + + + + - - - +
CTMs | Perforin + + - + - - - +
Granzyme B + + + + + - - -
ALK - - - - - ND - +
EBER-1 - - - - + + - -

G: stomach, S: small intestine, C: colon, A: advanced, L: localized,

Me: medium-sized, L: large, ND: not done

Hox OFRERND, MEEFRFRETMIEY > EIX, FERIC UL LIS G R 1 2 B
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type 2 EATL (ZE IR 6515 CD56 FEH G RWTER Y | RIEEHE O 2> & 1370 HiH)
72 EATL & % type 2 EATL & & %72 > T %, EATL OHifaEJRIX, intraepithelial T-cell
EEZ LTS, L& 21T H lamina propria T-cell % & O #E D T #faEH 23
HY S HRDMATIZEY JRER O NTIREF B DML~ D35 Z & A ]IfF LT,
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Panpacific Lymphoma Conference(Kauai, HI), T-cell Lymphoma Forum(San Francisco,
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INFLUENCE OF AGING OVER 10 YEARS ON AUDITORY AND
VESTIBULAR FUNCTIONS IN THREE PATIENTS WITH AUDITORY NERVE
DISEASE OR AUDITORY NEUROPATHY.

Masuda, T. 1. 2, Kaga, K. L3
' National Institute of Sensory Organs, National Tokyo Medical Center 2 Nihon University,
School of Medicine, Department of Otolaryngology 3 .International University of Health and
Welfare Mita Hospital

Tokyo, Japan

Kaga et al reported two cases of auditory nerve disease in 1996 while Starr et al
reported auditory neuropathy in the same year.

The influence of aging on hearing and vestibular function in patients with auditory
nerve disease or auditory neuropathy has not been investigated. The purpose of this
study was to reveal how auditory and vestibular functions in this disease could change
with aging. The subjects were three female patients with auditory nerve disease or
auditory neuropathy. The two patients are the same patients who were reported
by Kaga et al in 1996. We investigated their hearing and vestibular functions us-
ing pure tone audiometry, speech discrimination test, DPOAE, ECochG, ABR and
caloric test, damped-rotational chair test, and VEMPs. In all three patients, speech
discrimination ability and vestibular function markedly declined with aging. How-
ever, speech and language recognition and higher brain function were less affected by

aging.
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84. Kitamaka Kaga'?, Mitsuko Shindo’

' National Institute of Sensory Organs, National Tokyo Medical Center, Tokyo, Japan
> International University of Health and Welfare Mita Hospital, Tokyo, Japan

Colour Picture Drawings and Eye Movements of a Girl with Acquired Visual Ag-
nosia: A Case Report

Background: Visual agnosia is caused by bilateral visual cortex lesions, while auditory
agnosia is caused by bilateral auditory cortex lesions. We report colour picture draw-
ings and eye movement of a girl with visual agnosia which was caused by head trauma.

Case report: The patient is a 8 years old girl. She was born without any problems at
birth. When she was 5 months old, she dropped from a chair and suffered from sub-
arachnoid haemorrhage which was treated by drainage. She manifested twice epilepsy
at age of 7 months and four years old. Although her speech and language developed
normally, she showed visual problems: She could recognize colours but could not learn
letters and shapes of objects. She could walk slowly without any collision with objects.
She was referred to us for further examination. Her brain CT and MRI revealed bilateral
visual cortex lesions. The neuropsychological examination demonstrated good colour
picture recognition but loss of shapes faces and letters. The neurotological examination
showed poor results of eye tracking and optokinetic tests but normal vestibular func-
tion. The scalp recorded visual evoked response showed better responses on the fron-
toparietal area but poor response on the occipital areas. This patient seemed to utilize
subcortical vision.
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VESTIBULAR FUNCTIONS AND MOTOR DEVELOPMENTS OF SEVERE
HEARING LOSS CHILDREN

Takeshi Masuda', Yukiko Shinjo’, Chieko Enomoto’, Hideki Takegoshi®, Kimitaka Kaga’

'Nihon University School of medicine, *National Insutetute of Sensory Organs, National Hospital
Organization Tokyo Medical Center, ’International university of health and welfare mita hospital,
Japan

[Background/Purpose] The relationship of vestibular function with severe hearing loss
children has been discussed, because the cochlear and vestibular organs are closely related
anatomically and phylogenetically. Many studies have been revealed the abnormal vestibular
function and delayed motor development in the severe hearing impaired children. Bilateral
vestibular dysfunction may be manifested as the loss of the loss of postural control and delay of
development in gross motor function .However, there are hardly any report about the vestibular
function and motor development of the severe hearing loss children. We report the developmental
assessments of 61 children with severe hearing loss.

[Methods] The vestibular function and motor development were assessed in 61 children with
bilateral severe hearing loss whose threshold of hearing is 80dB or more. Their ages are 3 months
to 6year-old (average age two years old six months) .The vestibular function was examine by
the damped-rotational chair test. The development of gross motor function was checked on the
acquirements age in the items such as head control and walking.

[Results] The gross motor development of 21 cases were delayed, 7 of them are decrease in the
nystagmus for the duration of the rotation. Meanwhile,13 cases were decrease in the nystagmus
for the duration of the rotation, 7 of them are delayed of the gross motor development.

[Conclusion] The decrease in the vestibular function is not necessarily related to the delay of

the motor development. It was thought that the central function was compensatory of the motor
development.
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A CASE REPORT OF AUDITORY AGNOSIA AND THE LIP-READING
ABILITY

Yukiko Shinjo', Takahide Kurauchi’, Kimitaka Kaga’
'National Hospital Organization Tokyo Medical Center, *Kurauchi Clinic, "International
University of Health and Welfare Mita Hospital, Japan

Background/Purpose: To obtain the lip-reading ability is very important for adult acquired
hearing loss patients. Some cases of cochlear implant (CI) candidates suddenly need the lip-
reading ability owing to meningitis and so on, and they communicate the other in using CI
combined with lip-reading. Some adult acquired hearing loss patients hardly obtain the lip-
reading ability, but their auditory cortices are intact and they would be able to gain it easier
soon after their cochlear implantation. What factors would be concerned with their lip-reading
ability? On the other hand, most patients with auditory agnosia whose bilateral auditory cortices
were severely damaged hardly obtain the lip-reading ability. We report a case with auditory
agnosia who acquired useful lip-reading ability soon after her subsequent cerebral hemorrhage.
There were only few reports about the relevance of the sound cues to the Jip-reading ability in
auditory agnosia cases, and so we examined the sound commitment to the lip-reading ability.

Case report: 62 years old female became auditory agnosia after her left cerebral hemisphere
hemorrhage. She was affected Moyamoya disease and diabetes, and had right cerebral hemisphere
hemorrhage 2 years ago. She could not recognize any sound, that is, words, speech, music,
environmental sound and so on because of her bilateral temporal lobe lesion. She does not have
aphasiac symptom, motor palsy and dementia. Only one month after her crisis, she acquired very
useful lip-reading ability and became able to communicate with other people if they talked in
face to face situation. Her lip-reading ability became worse if the speech was voiceless. She uses
sound cues for lip-reading in spite of her bilateral severely damaged auditory cortices.

Conclusion: The auditory agnosia case is able to use some sound cues for lip-reading with
bilateral damaged auditory cortices. The non-specific auditory pathways may take some
participation in her lip-reading ability. The cochlear implant cases also use some sound signals for
lip-reading soon after their implantation, and both of their specific auditory pathways and non-
specific pathways may participate in their lip-reading skills.
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Drowning accudent of 7-year-old girl with cochlear implant in pool of
elementary school for nermal hearmg children

Kaga K1, Shinjo Y1, Enomoto C1, Ogata S2

L National Institute of Sensory Organs, National Hospital Organization
Tokyo Medical Center, Tokyo, Japan
2 Kitasato University Hospital Emergency Center

We report on the case of a drowning accident of a 7-year-old girl with a
cochlear implant in a pool of an elementary school for normal hearing
children and her recovery process from hypoxic brain damage to a normal
state in a pediatric iIntensive care unit of a university hospital. She was born
with congenital profound hearing loss. Because of meffectiveness of hearing
aids on the development of speech and hearing, she underwent cochlear
implantation at the age of three years. Afterwards, she entered an
elementary school for normal hearing children. In this school, every year,
swimming in the pool is one of the educated activities. It was her first
experience of swimming, during which she removed the external part of her
cochlear implant, with 95 normal hearing classmates i the pool. After ten
minutes, the teacher whistled to make them return to the pool side. However,
only she did not return, and she was found unconscious in the water.
Immediately, she was brought to a university hospital by an ambulance. In
the pediatric iIntensive care unit, she was artificially respirated under
hypothermia therapy. CT demonstrated brain edema because of hypoxia and
SPECT showed hypoactivity in the entire brain. On the 6* day, her brain
state improved. Artificial respiration was stopped and she regained
consciousness. On the 7* day, she wore the external part of her cochlear
implant again and responded to sounds but not voices. On the 215t day, she
was discharged. One month later, she visited us without any physical
problems and she was able to hear and speak to us. Two years has passed
since the pool accident. Her speech and language abilities were evaluated by
a test, which revealed no postaccident hearing or language problems.
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Newhorn Hearing Sereening — Innovation of medicine for deaf infant and children
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[Pendred JEMERE ] BETIRO - OO REFIAEIZ L DG
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(RS R P AT 72 )
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FHAETH T 5 Pendred SEERED BEEHEE DO T-DIT, &EO 1078 figxlc 7 > — M
HEZ 5T L, 681 fiigx (63.2%) 7 HEIZNG O, MEE AL 82 A TEHAEIZHIT
DERF (ZHEEE) AHEE Lol 2 A, BHEESIEEE I 170 N (95%FHEHX[H] 130-210
AN) EWIHIFRERBRE LT,

wEoZE B OB

Pendred JEBEREI Everett (28 - T, WYAMKRLHIEBETEAORE HIE, W4FaE, VEA
PERDIRIIE R (FURIE) SRS TS, BIRRIZR R E U CHIEKEIERZ & b
VY, IBRARHYIZ SLC26A4 BAS FA RN G L TND Z &> T D,

BRRAURFE S LT AT o & S s RO . REME D D FVER, BEERSME IS
L OWNHEEDHEREELWEREOEDK T2 7267, Lo LEERESOHEE TP
EWVOBLEDNDHEEZWICIIRE REENH D,

BEFE TS REEIED 5 B 10%FRETH D LHREINTNDH A, WAEICKIT 2 BFHEHIT
RATH D, £z ARNOERIALIICKOHE LiEV, BARNTORBTHINZEEND,
Z 2T, AEFk 4 1% TPendred SEMERE D BEBILE D IO DOEFEFA] & L% 3 HELUNIC
Pendred JEBRE & W SN ToEEE T v 7 — MERICTRA L 7=,

*EB L OHE

EEOIFIREDS 200 FRELEO—wbe B SRR S L O, Feilfisg (FARIR TSR E S
MED TR T D2 0E & NREMIEREO N ANFE « BISFE - B allRR) o4kt G i
1496 Mgk D 5 B A FEMMRR AL 1078 figx (FhHEE 72%) A Eisk & Lz, FI&
IXOiE 3 FELANIZEH# L7 Pendred SEMEREO A, @MBFEH, OFFA A, ORI, G
FEREIRFTR,. OFEROAE, OREZZH, &Lk,

ST 2 — NAETO Pendred JEMEREOEFRIL, OREHEEHIE (—REHIE D 5) .
QW RIMERTEEKEILR  (RIREAKE P 1. Smm, HPREES 2. 0mm LA 1), @Perchlorate At
REREGYE (3 — RABEREE) E3HRIRE, & Uiz, A ENIIHEBEREME O RTEKE L
KAEFERB] & SLC26A4 B FA RO AEIIRM Do T,



(1) £ HhERREK

T4 — N 1078 fitigk . (B & 15 D 7o ki d 681 Jitisk . [N ERIL 63. 2% CTh o 72,
(2) E£FHEF K

BEAR Y LEE LT E0E 57 gk ©. MEEREHIL82 ATh o7z,
(3) 3 R DHEFTH 2 IR B E L

EHEEZREF LT 170 AT, 95WEHX ML 130 205 210 ATH -T2,



dHPLC % AW 7= B AR NEREE 1B X b2y R T iEis 1O BT

B Sl 1 ssliso 1, BESET L @A 1 Al 2,
/iy FHME 3, TR H—4, Bk 2, ok R 1
(PERFREDIER 1, ESLRE RV o & — BRI A 2,
[ESLRRH R IE & o 2 — FRIRMERL 3, SNSRI 22 B S 4)

G S

BEMEHRORRKRO—>THH I ha v N 7T 7 HEOB T 2. dHPLC #E% H
VN R R O B 1 3 A 44T DWW T T o 7o, BTEURAIZE B 12SrRNA SR - 904C
STRESTAI—EREZIEDZHOBILFER L ZDORERIZONVTELEL, LORR
AR CE LCIEE L7z (Mutai et al., BMC Medical Genetics 2011, 12:135),

(QEED)!

T by RY TEET (mtDNA) Z R X, BEEEROFRKRO—>ThbH, =& 21X, 15554
>6 EEITT I 7Y a3y RREUVAEWEICHT 2 S & BhE U 72 JEREE AR EETE o 5 A
LLTHbND, F£77 3243A>6 ZEFIT T MELAS 72 & OIEMREMEHEREOJFR & L TR 40
LNTWD, —F., WHERPIAETRVWER L L, £BEOHIK - RIEOMHEIZ X
D mtDNA Z2HRI DBHEEIZ A U 5, AR, B AR NEEIEE O mtDNA fi#AT 2 R BIs 17720,
WO & RG22 L2k 0, B OHTERE mtDNA AR R ARO[ E % B
mE Lz,

[5i£]

AR SR R oD B X 0 EERE DRI, IR . £ OO REIRPT LA T L, R
HE, SE - P EHREE, BYWE, KRRV, BrERBIRKO& T R ARSI S, £72 mtDNA O
1555A>G, 3243A>G, 35 KUY GJB2 AR T DRIV R A2 FRNZ IR S vz 134 4 OEESE (F
FEEERIICIIE : 54 £, SFEEGEAICH IE 80 4) (2 oW, MKk v i L7= DNA %
FHVN, HEIE & ORSE O AL O 3 5 12SrRNA, tRNAST C tRNASH tRNAMCUR tRNAMYS | tRNAMS

tRNAST WV R T IZ DWW THIT 2 35 2 72 o 7o RTRREEICIT 137 A O IEFHE ) A AR AN 2 F iz,
RETTAI-—BLUONT o7 T AI—0OWELNRISBELT 5720, dHPLC JEIZ XD

EREHOREEZ B 220, BERNPRD SN EITc oW T, R AZ XA L7 F v —
U ARBEIZEVRE LT, £z, ~T 7T AI— PO LILZFERICOWTIL, PCR
WEkra—=27 L, 07 a—OEIERFN L0 EREE 2R Tz, BIETEROR
MERICOWTIEL, 12> b — LB L H AR A mtDNA 27— &7 X— X TOBE N 3%
K CTHDHZ L 2 LB 51 FEEE mtDNA HCO YLD 50% L ERTFES TV D =



LR HEMEL U S B TRIeHEE T a2 /5 A CentroidFold &2 W, B FERD .,
AR EM D IR TTREE I I TR S LT,

[R5 & B

12 FEAE D 12SrRNA B G 128 5L 36 KO LA D tRNAS UV {728 B3R HY & A7, tRNACM
tRNALu O ¢ RNALYS - tRNAMS | tRNASr OOV 35 1) 2 R BT S 7R o 72, 12SrRNA s 1
904C>T ARET T AI—ERIT, SiEEENNCRE LILEE 1A X0 ELN, HEERD
KA1 2% LbITH LB FEMO 2 oTHEEIC b REREBIEAE T D & TRl S,
PO by R 7RIS T EROBEM E B 2 Dz, 1006T>C OKRETS T A
= AT RTTAIRRITH-FR TR S 72, 1006T>C~T 17T A I —Z28 58T,
T C 22% OB TR SN2, BIEE O Al IC ARSI E T, HE S o
BT B CIXSEN TH D, tRNAST VIR 10 7T501T>C ARE T T A I —ZF R, /NEH
2B 50 fUICHIE L72BE 3 A KR oc, WHIEROEAE2 2 /c S 72y (RN
PRV OO, BIEFEDO “RIEEEIEZBZTERTHL L TFRIS., ZNET
ICRBERIZCOVWTOMENR RN L EBET DL, SHICABROMFBULELEZ B
7o FDOMOEEITIFHFENEZ 72 I3, HIE L OREIIRERN Th o7,



Auditory Neuropathy ®JFIA & LU TCEIE I /- H A EA OPAl EHE D
THFEE &2 W 2R A B = X 5 OFfiEBH

B — 18
(RS R P AT 72 )

E25]

58T OPAL (Optic Atrophy Type I)BAnTDOFTHZLE T540P A Roho7-, a2
Ba—X—2XV, IE%A 0PAl BAE, BLXOERM T540P EAEOHEET U v 7 %17
Sl A IEFRICH LT T540P ZHIL GTP fEAICEE AR 2B < [EE L TLEW,
GTPase fffiiiCE4 2 Z L AVRIR STz, T540P 7% OPAl A OHEIR T 24 L &4,
Auditory Neuropathy (AN) & 5| &2 Z 9" &\ 9 [EE A 71 = X LD E 2 bz,

RERSN

OPAL & VB O Z BARIE T RUEMEE SRR ZEHE S L VAN Z230ET 5 2 L 3 &S
LTV D, LIRTFR AL, £D X 5 kA4 B3 2 038 TH B OPAL ZEZFE L, £ O
THEBIZIESWIRI A B = X AIZDOWTHAE L7z (J Neurol Sei. 2010, 293, 23-8), 4[A]
a3, BIOBFE THRRIEGARENE & AN OEBET 0PAL BT OFTHIZ R T540P
ZRIE LTz, £ 2T, ABFZETIX, 20 TH40P ZE 5% OPAL B B MEEIC & D X 5 (T2
5%, OPAl OMRENEE SN 20 METT 52 L2 E L, OPAl OREEET Y V7%
TV, T OBRERED A ) =X L &Rt Lz,

[RF 8 L OG5 E]

HHRBE O MR EZ A CHEIE T 21T o7z, RIZ, T—HFX—ZARHK, BILO
HEREE 96 IRIKD > — 7 v A L OIE B X OMMAYTECOT X BBIRFE ORI 21T > 72,
F7-. OPAL EUEAE TH S 7 v K Dinamin-1 OFEHEEE H 2 #78I2 LC. OPAL ©
7R BEEH A RO CTEN )RR BB AT BT OPAL O GTP R A A o O NLARAE I T
EiToTlc, ZOMEZICIZ, 40 FHO hLA= (DR U > (P) ICEH:E S AL 74 BAg s
(T540P) Z Bk L. BFAE OPAL i & el 247 - 7=,

(&R

OPAL A T-FENTOFER, TH40P 2358 LTz, BEEE CIIAZESME &S, £
FEEMCOT 2 BRRIEN RO B2 Z &5 T540P ANJRAVE R T 5 ATREME D R
X, T540 (X, Helix—a & Helix-b 227 VL —FOHCHEET S (FIX), EHH
TILZ ONLEITE e E T D08, FEE AR 70\ P CEMEIND &, L—TH



MOREENEEL SN TLED, A—THEORENENE LK T35 2 &8 S iz,
ZDZ LD B Helix—a & Helix—c & V502 JEILE (GTP A AL 1-2) D 3 F#W D O
HEENZEL L, AN T U T REFEICEE L, GTPase {EMENMET L2 Z &
2KV ANIZE -T2 WO BT,




[ Al R ATE 20

PSR (231 S v MELEAEY A LR (HPV) DBIEIZRE§ 2 & hi s Ak [FAF T

I . HEIFEA
(RS R V- AR TR D)

=

AINCFT D HPV BEE R IHSENE DR AERCH A B 7| MR ORISR 825 0I0T
D, Shaakic X DR & MFEEIT o 72, 2009 4E 5 H 2 BAEGIOBERSBLE S, Bl
ZBREOERNE LN 21 Ok Lo C, FIHEERE 148 i, = > b u—/LOIER D&HR
Bk 53 il 238 gk S 4172, PCR IZ K 5 HPV R, WuRsEFEMER]<lE 76 1 (51.4%) 12578
WHIL, AT OREFITHPV16 25 69 1] (90.8%) . HPV18 : 2 f5] (2.6%). HPV58 :
21 (2.6%). o HPV31, HPV35, HPV56 234 1 ] (1.8%) Th o7z, IEH OERM
PETIZ HPV OEGUIFE O benole, "7V y REy 7 F vy —2{EE W77 v
Y7 X D HPV O HiL PCR &35 &0 AL 90.7%., FFEJE 97.1% Th o7z,

H "
RIS T % HPV B pHgiys DR AR, Miish s HPV O X A v 7 BK Lok
Wi L2 MAREC T 270, SRR & D aTm & hFFE A BlAs L7z,

*5F LOJE

X GUINFFER N R 22 5% 72 LT BB T MR A S IR - LR RER S T\ D
JEFI L Ulc, FTlEW = bu—ffid, BEMERIRE, RHIERZ & T A HmHE i
Z AT S AV R 12 R EL LD BT, SRR OBEE D RV ER & LTe, Bk TS
BROKRERT-OLIIESPRERZ B Lz, HPV OBREITILLT D 2 SO 5iEE v,
1) HHHSEEE R CIXAEREZITV, £ ay br— O OFRKIZOWTIEL, T CHH
L7c Db —E O/ A2 GIBR L, Mkt o 7V 28 L7z, ¥ 711 SRL ~ZFE L T DNA
i Z217v . HPV Of il X V% A v 71X Human papillomavirus detection kit 35 X
O Human papillomavirus typing kit (¥ % 7 /314 )& T PCRIZTIT> 72, 2) A
RIS CTHO OGN TV DEANL T Y » FX¥y 7 Frv—2 (HC2) EEHW: 77 vy 7
L% HPV Bt b [Al—EBNIx LT » 72, SHOT 7 V2 HW T, iR KOS N &R
DT T v TEITH YT EEILT., PCRIZK S HPV O A 4F%E - L HC2

WX amRER AT A2 Lok, 2OFA%ERGT L,
FAREO T 7 s 3 — L Clik, HPV BYROF ML RRNE, Tk L OBMEIZ OV T B
AD 2 Lo TSN, Bl R TIERBBIZE IR 23+ TIdan o ATl
LT, FEFFRIREHL IJIMP ¥ 7 7 =7 (SAS Institute) % HW T, p<0.05 & f E =



HY &L,

TS

2009 4E 5 H & fit i B8 03 Bt S AL I EIIT 21 OB DA E e Pl ZE B S TORGRES T,
AWFFRNZSIN LT, FEFIORERIT 2009 4 5 H 2> 5B S, 2011 47 4 H ORERC, 206 4
BINBEE S AT~ PERIZHIEEERE 148 5], 2> b e — L O ER O ZmAk 53 i, 28k FHHGR
[ 5 BT D, FEEOIARIL, TIHIEREEEAS 40-83 5% (h i 63 77%) . = b —/ LR
28 16-64 5% (WP ULAE 29 75%) T o7z, HMFHBEEAE B OJE B 7358 Tl WV AS 90 i (60. 8%)
EEb <, WL, VE2&DbE-ETEGIIEAD 81, 1%% 5T,

PCR{Z & % HPV i, P WAEEREAE R Tld 148 Birh, 76 1] (51. 4%) (2@ Bz, —J,
a2 b —RED 53 FITIE, REGINEETH T2, HPV DX A B T OFERIIHZ A 7 16
25 69 i (90.8%) & KEEA D, IRWTHPVIS : 2 i (2.6%). HPV5S : 2 ] (2.6%) T
BboT-, FOM HPY31, HPV35, HPV56 7345 1 5] (1.3%) T oM Shi-,

PR H I S (51 L2 351 5 HPV G DA HE & RS 5 & OB DU TRET L 72, HPV %
el T 3BTRS BIEITRED S/ o 7203, N SFEIC DWW TE HPY BB EERNIZ 35T
NO 372 < N2 BIBVMEMIN S U | SFEIRAED LV H#EIT L T\ e, 2O TH L &
HPV BGPERECIIIVIIOSERI 232 < (HPV BEERE © 71 1%, FEPERE @ 50.0%) ., W2 T, IH
& o T BEIE G I IRD T 7e o Tz, E T MEEEIC DWW TR B S CRFEE 72 B 53
ZWS, HIB L CTOWDIER O THEFTT 5 & HPV BBPEEGNIIR b 7R LR 2 < |
‘b7 b DI o 1o, BEEEORAE U7 LI DUV Tk, HPV BEH: HE SR C I eE
E VA LUTIEFINEZ < (84.2%) . RiiEEL GbHED & 94. 7% Th o7, —J7 HPV EHERE T
MEERE A DEIGIL LV D7 < (55.6%), HRBEC FREDDRA LI EE LD biviz, fHlBE
AL RHEERE 7217 TR D & FEIT 61. 5% HPV Bt T - 7=,

REBIC, H2 R W7 T vy v ZIc k% HPY i >\ TET L7, PCR (2 XL % HPY
R OFERZIERE L L, HC2 YEORE R & bhle U7z, FPIREESEIEF] T PCR 12T HPV 3ET
HoT=DIX 15 Hd 7278, FD 5 H HO2 =T HPV M3 A RE T d - 7= D1, 68 14 (90. 7%)
Thole, DTV D THITILHC2 ETOMRMBAFEETH o7z, F7z PCR T HPV A3 [EMHT
BHoT= 70 FIH, HC2 IEIZTHRMETH 7= DIL 68 1 (97.1%) T, 2 Bl PCR TRafE, HC2
ETHMETH -T2, —F, a3 b —BEo 53 #ili% PCR, HC2 & biclatETthy . e
W—% L7,



I -y T A 235
SHSH R T ORI 3517 % 78 AR IO 1772 L maker DIEHLIT BIT % Mad

PUER ML BIFEA
(RS R V- AR TR D)

SRl =1i0)
IR AR OBE SRS S 4, BESE 2 AV C 4 Side Population (SP) FfE D [EE &
Z OB L U CORREM AR SN TV DA, T ORENI 3T STy,
% 2 THAITOE R ERGEMERIC T 5 SP Mluo A, @SP MiaiZds i 2 ey
BB s T OFBL, QKRNI 2 FEEES OB L Z ORKRERIT OV THR
L7,

[k - #ER]
@O DNA #& 3 Hoechst33342 % HI V& i - b B0 i ik (SAS,HSC4,SCC4) %
flowcytometry (2T sorting L72#5%, SP X SAS 27T 0.9%. HSC4 2T 0.9%, SCC
412T10.2%., EhZNiBD b,

@ RT-PCR (C THaalfaRIEE{R 7 D38l A4 SCC4 @ SP #ifid & non SP Al o [ Tk
L7=#E 58, SP #ifid CHEE K1 Oct3/4, Nanog. 3 L O ABC transporter ® ABCG2 @
BB Em o T,

@ BEHEFRRN IR CTHIENEHE & L CTEHEE T UIBRO A 2470 3ELL LR BIZE L /- stage
VT & BRI © B IR BAEARZ AF L 2 72 41 il 2 %512, Oct3/4 & Nanog &
T ARG CRMI L, BRSEER Y o Hi#nf(delayed neck metastasis: DNM)
& OBIRIZOWTIRET L7=, DNM 1% 13 BI(31.7%)IZ#8 D H v, Octd/4, Nanog DHEH
L ORICIEOFEE T O b vz, ERRWELFMA 7- & DNM Tid, muscular invasion,
vascular invasion 2N IEDOFHBENGED Hivlc, HARMHT THEN RO 67z Octd/4
expression, Nanog expression, vascular invasion, muscular invasion %, %2 &f#AT
#4719 & . Oct3/4 & vascular invasion ¥ DNM & FfHE 25857,

[B4£2]
SHSEAR R V- LR IR s e M FE L, £ OfFE L LT Oct3/4, Nanog A FHTH 25 Al
P, BI ORI o 4 38814 % cancer stem-like cell DfEFED DNM IZ %5 L CTWA A

f
REMEZSRIZ S U7z,

[AYLRAYAY



[SPAAl T pe T AR 2 ==

SHSE R - b RE 2351 D BGFR A > & B & — (A% O iR B & % O 5 iRiE

BSE e EFRIEA
(RS R V- AR D)

LK

SRS R - RO CiX. EGFR 23 &EELL TV, £72 EGFR OEFRBLE T4 & OFHE
BRAE DI TS, LLARRE6, EGFR A vk B X —HAITORRITR L TEWVE
TV z2 72, ZOFIKO—> L LT, EGFR & IGF1R & @, Pl3kinase/Akt pathway % /7
L7z cross talk OfF1E, F72, NFkB & STATS & O cross talk DHFEENRBZ X HILD D, &
Nz EGFR 1 > & B4 — & Akt 3 O NFxB OIEME 2 #1325 K & o2 EGFR
A e ¥ —MiEzE RS 5 Z LRI,

H

SHSERS R T R Tl EGF AERBLL TRV, £7- EGFR OFRELL T4 & OB
EREbN TS, LnL7225, EGFR A v b B X —HATORMRITR L TEW &I
W, £ T THA L, SR EEOEICER T D5 EGFR A b B X — A% O fiF ]
EFDOFREICHOWTHE L=,

7k

1. MRITEEHS TR L 72 BRSTE R -1 LBk 86 il Th 5, Fiirh L < ITAEMIZ TERIRE
AUTRRARIE, T —80 ETRAF L. £ D% DNA % il L7z, Cycleave PCR {£(C
T. EGFR sensitive mutation &\ i1 T\ 5, EGFR @ exonl9 @ /KR 5F LV LS5S,
G719X, L861Q D R A RO 272 T,

2. CycleavePCR £/ T, EGFR resistant mutation &\ oL T\ %, EGFR ® T790M
BROMH 2RI T,

3. FHSEHR S LREEIC BT 5 EGFR A v b B2 —iEREE ORI & Z O FEiRIEIC SO X |
WEDOICHERZ AT, Rk Lz, (OTHK review)

|

HA|

i S
FASAM R _E R I2 B8 T, EGFR sensitive mutation |3 H S 72 hs- 72, (0/86)
2. AR I8V T, EGFR resistant mutation 13 S hyo 7=, (0/86)
%

HSERR R - BRIl W T, EGFR & IGF1R & @, Pl3kinase/Akt pathway %/ L 7=
cross talk DIF(E. F£7-. NFxB & STAT3 & @ cross talk D1EfED EGFR 4 > B B X
—TMiPEERE D = Th 5 & RGME L7,

&l



B SR OPRE

PLEDORER X0 SRS R EROEICH 1T 5 EGFR A > b B4 —[ittEi#tE & L <, EGFR
BIATARIVIZ, e LA, EGFR ZHY &< signaling & % @ communication OFFFEMN
Ezbhlc, (K1) 4%, fMlakzHWT, EGFR A ¥ —& Akt 35 KO NF«B &
P2 I 2 KA & OOFHBED REMEIC DS MFTT o & LB/ b D,

IL6 IGF1R ILIR TNFR

Ligand
gp130 \ Wild EGFR

TKIs—| G’E U
PI-3K
STAT3 ’ MEKHAkt ‘
IL6

1 : SRS  ERECEEIZ 31T D Cell Signaling & % @ cross talk
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HUERNRA Y SR L Ivfroi— A s O AR

WA A AL
(B R TE=E)

2K

R—=2 MRATE~PUAERZRBALTEGAE LB b e L, NravA v ozl
AT DHE 5.0Wwt% L FTHRWVWERMTERNZ &, ZORETHIUITATE E L TOME
FHEFFCX 5 2 LAV LT, BEAERFRNIPUAERI ORI EN I 2 5 LIER T AMHANH D |
Ny a~A 2y OEMIC XD RET ORI i EHERFEITR 30 B MIMERF S vz,

I, FATe BITPHUAERNB AN — R MRA LB ZHERYE T v MET VBT 5 5%
1T o7z, /INEVITRRG T TR < RYUIRIE A MERF T2 Z L SREECTH 2 LI STV D D3,
= DITMEERE 2 fE o oA, AR O H =B FORY 2 H RIBEICEESE S 2
ETCHIBEBEZSARTICE DD ENAETHDL I LEHKRLTETBY, ZOET IV
A L7z, MRSA Z#FE L 72 BHZEBRYLE T LICE VT, A MR TE B Gl
FEREAE TN, Nra~vd VURAN—Z MRATE CEHEBBEERERD T, 77 LYk
BTHMALIZE A ERORNoT, LLEXD, Nravf VU qBAR—Z2 MRATEIX
MRSA JE&GL x5t L THZ2RPIEER 2 R 2 2 LR S iz,

H

N=2 MRATEOBBIIZNETOFZ oong Rufx o787 4 hERpD | ~—
A MR TUHFE UTHICE S ITRIE TE DRR AR D, AV RHEL © © B S5 I Tl C
HAWbHn 2 ENE o TETND,

A= 2 MRATEE, JRANEGSBAL S U < (YA 5| & 2 9l REME D @ W BRI 1348
ALV, 20 ZERRTH DN, =2 MRATEITEHRLCIMEEEREDL L
B M D I3 BLARIEAE DAFIEIZ ARG 23 8 0 | Wi tR DR O B 2 B Z A IR T2\ o —
ADNAEL D Z EF#ET B,

ZIZT, BYETHHM T2 MRATEICHARZ A L THEMAT 2W\E /B SR
D8, RIEOREGZRTT D58 AR, FUAERIO N TEBLEIZS 2 58 SIZB L Tn
F IR I S TRy, £ 2T, ARIFGETE T, ATBICHARIZRBAT
%2 & THEL DMIROZE A/ L CERR EER T2 OICRER 2005 L, fitlh T,
INETICHALTEHEBRYET v hETLVEHAWT, SLAEREHE A=A MRATED
RGN R O 21T - 7=,



ik

FER T (¥1)

O BHEIFZSEIERHBOPAEAR] (Nva~fvr, TIHVy) ZRAL, BETE
DnEfET LTz (6.26wt%ITHEM 1V 22 ERE7255

© HEAMEREIMFRR OIRBIARZER U, B ICHTE A )T T EORE £ Tlit 2 5 225t
L7,

@ FIEE OBREfFHE) . T72bbREZONR VT II L TN VAL, TDIA

WY BATEEILT,

BELRERIE B —$CEE T Th &35S 72 < 72 HREHM CRME L 7=,

B SRR - i L ST b O ZELEURIRNIZ O TENER O IR TORIKH O

FEZHT LTz (BRI & L C/NAR S oS L= SBF 2 ),

©@ ®

FER I
A A SD 7 v bk 10-12W & f\ 7z, BRErE I, FATE % &F@%%mzfﬁﬁﬁ% %
L7, RS 20T TEAICENEN bmm O 2 KB AVER LT, B KBS
P—Tu BRI LELOERE L, Zhu i% %f% kfﬁm%%ﬁéﬁé
ZEEAMEL TV, YERAEDOMRSA ZI 27 —b v hUBHICTHEE L%
RIBBI~FEFE L 72 & D Z MRSA #EfifE, L2V bDxz a3 hr— b Lo, KIEH
oRvavA VARANTE, BIONEALZWATHIZTHIEL 40 71 2k Thk
& - PRI L7z, 1% & 4 B%ZICE REMORWIRIBIZE 21TV, RZEEMZ I L T
HE Yeta, 77 DAY THAARREIICRE Lz, & DICAZFEROME R 217\,
BB OMER 1T > 12,

il
EBRT (X 2)

O RNravwA L 5.0wt% E TIHEM CE 720, TR ETIHES S0 E W HfER
Zotz, BARRICIE 3Sml Oty ML TRy a~w A3 04g £TEWVWD Z &I
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zl 3 Risks of ischemic stroke without established factors.
Variable ;‘]x_(‘ljuxsiid ORs ©5% CI) P Value
Categorical risk factors
Gender 0.25 (0.09 - 0.75) P <0.05
Neck ante flexion ZHEZBEIE 16.20 (2.54 - 103.33) p <0.001
Height loss (? 3cm) SE@3cmElER | 19.49 (3.07 - 123.48) p <0.001
FEEAREM ETER 23.39 (4.78 - 114.44) p <0.001
Numerical risk factors
Diastolic blood pressure 0.99 (0.94 - 1.05) ns
Systolic blood pressure 1.02 (0.99 -1.05) ns
HDL- cholesterol 0.98 (0.95 - 1.01) ns
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Cell culture: T cell condition Cell culture: iPS condition
Day 0 Day & Day 9 Day 25
Blood sampling Gano transfer by SV Medium changs Pick Up

X 1: B TRE

RSB (E3EuE)

RO FIETY VoREkE R LR, 5~6 HHEIC, VU REROBERNBZE SN (K
2-B), ZOURE L2 L oRERICILFIA &2 22— K92 SeV ##&FE L, & 7F 25 H M Lo fE 8.
iPS #ifllg & BIFL X anm=—NEE s (¥ 2-C) Bz L7 iPS #ED Ml 4 iPS Mg~ —7
— CHRIFGA LTAER, TR TOY—I =Bt L 720 | RBFEICIBW T, IPS 23U 3Bk K D iPS
MRS EINL CE 2 R anz (X 2D~1),

B2 : Mk & v 8L L7z iPS Ak
A U2 RER(0 B EH),B: UL 3ER (6 HA), CHiPS Bl (25 A B),
D: E-cad, E: Oct3/4, F: Nanog, G: SSEA4, H, I: ALP ¥4+{%
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MR 33 1 D 15 Optineurin F§RE & F O kN FERSE E50K 28 BAKIZE N T 2
TR RIS IERE (2 DU T OMRMT

(2= W]

FENFE S R OB HEEHAENTIC L Y Optineurin (Optn) @ 50 FHH 7 L% I VEEE) R Y ¥ (K)
\CER U7= ESOK 2 BAR DN BEN - Th D Z EMHE STV D0, T DOFRIEREFIZ O
THEHWEZHLNIZSN TV, £ T, IEH Optn & E50K Z BARDEEEEDE A 5 M2
L. E50K BRI L B NFERIEMRTFICOWTHL NI T 5 Z L2 AL LIRET 4217V ES0K
ERMRITHRAN RIS, 2o &R0 ltoTnd 2 & MEILER 7 OMash i
PNEF Optn EHIE LTI T LTWA Z ERH LN E o7, ERLOIER Optn & E50K 28 #L K
TOMBINEIREZ AL & AHBERE~ DOV C, IEH Optn, E50K £ BKICZNZ 3T 5
FERAFE S 1IN T T BT 4 X 7 AT 24T o 7ok R, E50K 2 BARIZRF AICHES T D4
T & LN EE I3 5 2 & T B L5 Serine/threonine-protein kinase D—>ThH 5
B T 2EE SN, Yoz &0n, EF0K ERIC XK DFENBERIEIZIX Optn % > /37 O &
AL &G, B TOEMIC XD FEBBRE~OFENEEL TWDH 2 EREX b,

(- -l=l:D)|

RPN PR AR 1 L DRk FLEARGM A RE e L, KRBRRE L TR ZWVIRKE TH D,
FENBERIC T MBI T OERIZE > TRIETH2HORMLNTEY . ZHiES T LTHLND
Optn ® 50 FH 7 V4% I UEEE)N Y ¥ U (RKICER L7z ES0K A2 4 fk BN -0 —>o & L
THEIN TS, BIFEET CTILZiLE TIZ, Mouse Optn-E50K B RAKZ SR BL ST F 7
AV z =y g AEER L, Z ORI ORERZIMENT 2 S, MR 2 AR AL &
ZDED OB RB T HEEICOVTHE LTS, —FH T, Zhb HOMERENED L
12 LT ES0K ZBHEARIZ L R S 1D DT DN T OEEH T ICOWTIIWE S ARATH 5,
Z =T, E50K ZERARIC X DRENFERIEIFICOWVWTH O NI T 5720, MIlRNICBIT 5 IEE
Optn & E50K ZERARIC I T 25y 7 OHIFBNENRE & AAPREREOE W L bt ZhEhickt3
DRFRAFER 7 DORIE Z1TV, IEH & kNBEREZE AR T Optn HEREDEWIZ OV TIRET %
1To7,

[#18E & k]

B oRY Gy F- ORSEERRITIZ B\ T &5 HEK293T #lAEN CTIER Optn & E50K 4 LK%
ZFNENEFIFEB S, MBENICEBT D 2R OEFREICOWT, Z 237 SAELEAR L O
faWN S fEBAERZ AV, EB&YV = A X7 ay MCEVRF2ITo70, E7ARKOIER Optn 23
P A H R EE D — > T H D MRS i A RE D ES0K 28 SR DB A~ 5 7= | IE# Optn
& E50K 28 BARZ N2 8L T C o M LRI 7 &2 2T ELISA I X 2t %17-
7o FEBRBFE G T IREIZ L D & V3 7 BSREFRHTIZIE, FLAG % 7 % N L 7= % Optn & E50K



BRARZ [F LIZRHEPEH S, —dEOY TR 2TV, SR AA TS LC-MS/MS %
TOZE DT T A I AT L FRRAIRE A0 DORIEEIT -7,

[FE#]

- E50K Z BRI IER Optn & ol U CHIIN MR S5 < . RERD7RNZ s &4 5

ZINVETCOMGE G, HEK293T #ifaN CIEH Optn 38 L O ES0K ZRELAFELIE 5 & E
% Optn £V & ES0K ZRARICIBNTH X7 &R0 e Bl R EBO T2 b, X
X7 AR LERIEE & HIINRILER L b CEBM Y = A X 7y ML DME 2170,
ZORER, ES0K ZRIKNIER Optn & LE#: U CHIBEN TofiE Sz, & 237 B EEN D
LTWDZEDBHLMNE ST,

- E50K 28 SR T3 B JE R A 1 Ol sh st 2ME R 9%

HARE D P B & FRNFRIZ DWW THIRER K 0 Z OBIEMEIZ DWW ORI S L TE Y | £721EH Optn
I% Rab8 # W) & T 2 MM P I F 5 2 E THLN TS Z L, AR 7 OHf
A DWW T, 2 E D51 O5EHPEBL T C ELISA IZ L A2 21T o 72, T Of5HR. E50K
75 BLAK 2 5l 5 Bl S 87 HEK293T i CIXIEH Optn Z58H| BH S H72 b 0 L g LT, Mm%
PEARINF OB UHAME T35 Z E B b e 2o T,

- IE% Optn & ES0K A RARZ N ERUTKT 2 K RIS 70 T DIEE

RO IER Optn & ES0K 2 BAKIZ 31T 2 MM RE D Z2 DM I K4 5 D22 DWW T, &
NZEIUCEE BRI AE G T ORIEN ST L= & 2 A, ES0K Tl N 2 Jiesb < &
5 Z & THIH LD Serine/threonine-protein kinase D — 2 [FIE S 4177,

[ﬁﬁﬂ%ﬁﬁ?ﬁﬁmkwm [E£]

LC-Ms/MsEERT A ERZ D — Bl PLEOfEEN S, B50K ZRIE. % Optin &
Lol UGN TREZETH Y . Optn ¥ 2 37
mAERP D705 2 LT, Optn HERED AR T
HZ e R EENEREINTOD AJREMES R X
iz, £0O—7T E50K & BARICEE R HE ST
5 ENHG L Ao 7z TBK 1, HAE P i i
FHEKZESIETA2ZETHHLNATEDY,
E50K & HART /5 7= M s i H oK i34
PN DEARAR & B L 7R R T D ATREEIZ DN T
HLEETER,

BIEIZ NS OEMICONTHOH S & L HIC,
1% Optn $RRACEED B D Z /37 DIFRIEIC
DONWTHFTZED TEBY, ZRETAHTH-
FA : EROptiSREEENT 7o E50K 2 B2 X 2 kN BT FERE T DFEMIZ DU

#A : BKEERERIFENESOT . N
S ORENEAST LA, o) oo s, C. © MIBET L, v REF LA L, S

EERECIABNERERFCOVWTHSMNCT 5. - - e
o v DIZHELSHAT 2 TETH S,




Nnin s AR MRS MR R F R~ U A Z JHWTZEREL U A 7 R+ O fftT

il Bk mE
(G A= A 72 )

G

IS B A28 M B A R & L C L YAk 10926 DOFEIICAZE 95 HTRAL & ARMS2 D&%
HEETFHER SNTWD, BHxITARANIEZL ALNLBHAEMEROLEED, MBS
7 DT 24T o 72 & 2 A Yk 10 & ARMS2/HTRA1 M s fEIk O s 2R 3 R R
FBITAZEHHLNC L, L L. 20 2008 E OIS I EBEEMEDOIIE Y A 7 %
BEOTNDON, FEFHHIZIZH LN EN TRV, ABFJECTIE HTRAL & ARMS2 k7 > &
Vrx=w v RAEHNWT, ME~ORELELIRKEY (HRA) XTHHES (OCT) % H
W IRJE AR B AOFRMTIC & > C HTRAL & ARMS2 OISR EBEZAMEDFEIE Y A 7 280 & )
2952 L, b ONCERER T (B, B, F6t) OREBEZMRT 5,

H 0

ISRV Z R FRBE B Z LN TR Y, EEROBE TR T L BER I X > THRIET D
EEZOND, AR TIEAARANDEL L L TRbA Y XkOE W, HTRAL, ARMS2 (2 H
L. ZDO TV AV 2= 7T AERHWSZ LIk~ T, BE B, HE6 X D8R
ANV AEMZ, JREROEEREZ /58T L CERER TOBEBIK T2 5 2 28 REHT 5,

®5¥ L OHE

NG A 2= <R

UHFZERILT CI/ER LTS HTRAL Z2ERBLIE 7oAV 2=y 7 (T~ 7 AB LW
ARMS2wt, ARMS2469S N7 v AV =y 7 ~U X (Tg) ZEBRICHMEIRPCEUTIL U TR
FFS¥s, ~vVAORRBLV YT ) 2Z2|IRL, v—7 =0 —2 AW, ZOFHhiceEsin T
NEZITHERND Z &% PCR OFETHRH LT,

HTRA1 ~ 7 2 & ARMS2 ~ 7 Z2® HRA+OCT % 7~ IR JE

4 8l HTRA1 & ARMS2 N7 v AV z=v /7~ U AB IR~V AWt ZHEL T
& 3 VIR NI, . 2 R U > P &SR L 72 RO A TGRS E R (HRA) +ET8
Wikt (OCT) Z#HW\W T, a7 rtatlr (FA) A4 R T7=v7V—r (ICG) %
2 0 p L BEIRICHES U8 EIRES 2 k5 L CIVERRERE ORERERFT Lz, S6I0ET#
Wrigtg (OCT) 2k 2HEl)E & RIS DIZRE 2 Bl55 L7z,

HTRA 1~ A & ARMS2 ~ 7 A DI FLE A fiRHT

IREfRE CRENBIEINIGE. SOIKRKEZRHE L TR 7 0 VO 2ERT 5, BiEIC
ey HE 4etad KO N R M~ — 7 —CD31 Hifk7a & 2 Hn TRt g ge a2 L W BioRad
FEO AL S TEISSE TR O RE 2 SN BIR T 5,



B3BEIR 712 & 5 HTRAL ~ 7 A & ARMS2 ~ 7 A ~D 8D it

1) R IR

HTRA1 & ARMS2 F TV AV x =y 7~ AR L ORI~ 7 2 Wt 2 i L CRE
BRHCEBRAERAE LT, # 28R TFFaIAT 2 Y B AEY v F%H0T MLPS o #
SN EREREMEE AR LT H 28R, H5H, 2L C1 28 AR MIERE TS, (A
FRC=a Y b —L L L TO~ 7 RAZENZERERAZRE S5, (ZOERITT TICEER RS
T2012/F1H23ANDLIMEY EL,) 1 2B~ 7 A& B L, ISR & kB8l
REITH,

2)  EIRMIERAER

7 L7 o CH % High Fat Diet32 % 1 6 g i< AF & L CHHRERIE
5, FRHCay br— e LTO~ Y ACBHEEG 2525, 1 6 EE%IRERY &5
BB 21T O .

3)  H ISR

VRT7 AF G END A2E OIEMELEZ AL L THORENS A A — REHWZLED 77
(430nm) ZHAWTHEELEZ 1 A 1 2RHBNT L, FEREHT= e — e LTH 1RIR
JERRTY & BFREHOLIRERE 2175, 6 7 A %MIREA &2 (ER U CRBEERBE 21T .,

fER (BUEE )

HRA+OCT = X % IRJE T 7,

%4 83l HTRA1 Tg. ARMS2 Tg. A69S Tg ~ 7 A 35 L N8 AEET-75 PCR ¥ THiH &
AL72 Do Tk HEEE Wt DOIRIE 2 3O IREE 2 + Tl TRls L7z, mi%88l L7 HTRA1 Tg
<7 AD 9 HHI 18.2% DK THAEME 72 & OMEFRREE "R b, (X AB,C) 4%,
MU IC K DM RE 2 X 0 SIS AT 95 = & LR P ORBEEINE X OSEEER SRS
i 2 & DN MR E AR RAE T IOV TRET L7z 0,

OCT

¢ BN [MEORERE [MEREREEG
Wt 20 0 0
HTRA1 tg 22 4 18.18181818
ARMS2?2 tg 21 0 0
A69S tg 18 1 5.555555556

A:"BABFRIFH (FA), EE I (ICGA)
B:ik#&IR#H A MmE (OCT)
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PEEENE T = 7 A P IT 2 M7 v T A4 — At

ANBRZZRA 120 AT D 1, MAERE 1, SE R
Gy FRNR A AT IERE 1, MER 3 R R B iR B 2)

(BE49)

HFxldonE<T, % 2 b RLv—B U2 T 5 =274 %)L (Uneda et al. 10VS
2005, FASEB J 2005) (22U CHEMT &2 4T - C & 7=, M5 BEZA M (Age—related Macular Degeneration,
AMD) (T 563 5 YRR I TNRAS BT AL 148 12569~ 5 HT VEGF JRIEC YGRS i 72 L3 AR AMD (25t
TOHLEORFEKRTHY , AMD FIERTERE COTPIEDOHNLA BRI TVWD, AE, FAr—EUE
AT O]« NA F~— I —IREZ BWICIE Y v 7 A — AT 21T o 72,

(H )
RL—¥ U IETEREFF DRI « A A~ — D — R

(Rt 58 L UVJFIE)

F—FZMNIZBT A= AP VE, FL—F o 23R 5 REMAR, Bdvnar bo—/LfE
I3, ENENABET OOMBEZ T OtGE L, TAT7 0, Era7 ) v EiiE
BN EDRBH HODLTEEL NIV EOREHO L, FUNTEDODXAFTIv I LTk
EHMEd 2 BT, MBI A AL & LT ProteoMiner™ Large—Capacity Kits(BIO-RAD 4t) %
FAVNT, SDS-PAGE (Z X 0 73HfE L7z, CBB Y:tafk, 7 /L% 1lumiEd N2 RIRICHIBIR, £l
~U 7> 7 VINTE L 21TV, LCQ DECA XP (thermo scientific £k) % U 7= LC-MS/MS 12K 5
HESNEiTolz, BoNTAXT NI AT =Xt L, Y 7 N Toh D SEQUEST (thermo
scientific #1) ZHWTH VRV EDIRIE Z1T o T2, MEFEAERDOEHEIE & 72 2 8B5S (False
Discovery Rate, FDR) % 1%ARJMICERE L CTHX L N7E Y A FalERk, S HI12, AT NI )Ll
v v W TTHEEBIRNT 21T o 72,

()

SDS-PAGE DR, ProteoMiner™ |2 L 0 MAFEFFE X LRV E ORRE LK1 5 L X7 HORRKE
RO BTz, FDRUSDSA: T, 8 BHD Y 7 b A5 166 D % v X7 B HEE LTz, 7
BER, 2> b — U ERTORFESNIZZ 37 EIXENEh 50 fifE, 31 MfECTh 7=,
ARG NIV S TEHEONTEENOZ X7 E L RL—8 U3IE & ORHEIC W T,
TEfRFTH Th 5,
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T =7 A FIVFBRRIRD 7 1 7 7 — LR I OV i

M2 FZb 20 AR ED S SEE!
UM FHRAE A TERD . 2 NERAE RS2 RZEBEIRF R, P MER R 2 e )

S

PR NFRIERA KA O ERK OO & D TH  EATIEOHI AL R L L, £ OEITIZITIRIED

ay he—ARE5T 5, BKIZEENL G FHIREa S he— U ZEET 5 2 Li3mmbinTn

BN, T DFELETNLTH D BRI ONT D H 7 B ONEFRIIFRT OIS 1T, ABF7E Tl

A =7 A FNERRRD 7 37T 0T — SR 2 ATk 2 B 5 5 & N g

@ff%:ﬁ%é“ L. X B0 BRI - M O 4 BERICEESE 24T\ . BAREMR [ 435 Exosome
OB L & > Sy BT 0T A — MR A AT 7

IEE P
Kﬁ%fiﬁ“?%f»@%@%®7ﬂ?ﬁ—ﬁﬁﬁ%ﬁwd%mt’%gféyyﬁyﬁ
FEEHER LTz, & BICEBHEED ST % Exosome DB A2 1T WD % L 27 BRITIC
TERRIRITI T 2 /N WS OfRHT 21T > 72,

ik

E%@%ﬁ:&%fw#%%ﬁ%i&%i@% SEEL X LRI BT a T A — AMENTETT
T RATIC I G- Z v X7 E| :Ob\“f%ﬁw@n‘ﬂ’rﬁﬁrm@i&J:U\Western Blot #47 > 77,
it%%ﬁiiﬁfﬁiﬂ”% THELMIREEER 2TV, TOEH O BRER LM LY I iud
Exosome Z4BfEHhH L CX o0 EF T 4 —LfE T 51T > 7=, Exosome fiHIIZIX Exoquick-TC
kit (SBIs) Z v, & T EfEMNTIZIX LC-MS/MS, LCQ DECA XP plus, Thermo Fisher Scientific
R,

TR B

B = AP NERR LR OEEDZ R0 G T aT 4 — KENIZ T 550 DX 37 G5
iz, ZOHIZIZW NEORERERECHIEIZB G 28 < O F VX7 B3 EE S 4L, Rab8,
Ezrin, Radixin, Moesin 72 E1Z-DUNCIIAARRSRE Yt 2 JidT U RTEDSHERR S 4v7e, BARIK LRl
Rl D53 W3 % Exosome DX /X7 BT 0T A —AFATIZ LY 42 D& T E RGBT, BERE
IV GWMEND X T E IR RO RBICE T 5 Z LI IV IRE= Y hr—LiZ
WET LR TPHEND, SRITFEKICBWNTING DX R0 B OLFE % i USRMERHT~
DERZ R 5 TETH 5,
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Fujinami K, Tsunoda K, Hanazono G, Shinoda K, Ohde H , Miyake Y
Fundus Autofluorescence in Autosomal Dominant Occult Macular Dystrophy

Arch Ophthalmol, 129 (5) : 579-602, 2011

Tsunoda K, Fujinami K, Miyake Y,
Selective abnormality of the cone outer segment tip line in acute zonal occult outer
retinopathy as observed by Fourier domain optical coherence tomography

Arch Ophthalmol, 129 (8) : 1099-1101, 2011

Fujinami K, Tsunoda K, Nakamura M, Oguchi Y, Miyake Y
Oguchi’ s Disease with Unusual Findings Associated with a Heterozygous Mutation in SAG

Gene

Arch Ophthalmol, 129 (10) : 1375-1376, 2011

Chai Y, Yamazaki H, Fujinami K, Tsunoda K, Yamamoto S
Case of acute zonal occult outer retinopathy with abnormal pattern visual evoked potentials

Clin Ophthalmol, 5 : 1235-1241, 2011

Tsunoda K, Watanabe K, Akiyama K, Usui T, Noda T
Highly reflective foveal region in optical coherence tomography in eyes with vitreomacular
traction or epiretinal membrane

Ophthalmology, Epub ahead of print]

Tsunoda K, Usui T, Hatase T, Yamai S, Fujinami K, Hanazono G, Shinoda K, Ohde H, Akahori M, Iwata T, and
Miyake Y
Clinical characteristics of occult macular dystrophy in family with mutation of RP1L1 gene

Retina, Epub ahead of print]
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Tsunoda K, Hatase T, Usui T, Fujinami K, Miyake Y
Optical Coherent Tomography (OCT) Findings In Occult Macular Dystrophy (OMD) With
RP1L1 Mutation
ARVO annual meeting 2011, Fort Lauderdale, Florida, 2011.5.2

Akahori M, Tsunoda K, Miyake Y, Tsuji S, Usui T, Nakamura M, Ohde H, Itabashi T, Iwata T
Dominant Mutations In RP1L1 Are Responsible For Occult Macular Dystrophy
ARVO annual meeting 2011, Fort Lauderdale, Florida, 2011.5.5
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%47 B HXRRAFFSHRER, RRE. 2011.94

Shinoda K, Ozeki N, Ohde H, Matsumoto CS, Inoue M, Tsunoda K, Inomata K, Kimura I,
Mizota A
Transcorneal electrical stimulation on eyes with no light perception
International Society for Clinical Electrophysiology of Vision (ISCEV), 49th Symposium
Quebec City, Canada, 2011.9.19
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Tomography (fOCT) in the Macaque Retina ]

The First Asia and Pacific Rim Symposium on Optical Coherence Tomography, Taipei, Taiwan, 2011.11.12

Tsunoda K
Symposium [ Genetics and retinal dystrophy |
TRP1L1 gene mutations in Occult Macular Dystrophy (Miyake's Disease) ]
The 2nd JSCEV-KSCEV Joint, Meeting, Seoul, Seoul, South Korea, 2011.11.19
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Inoue M, Noda T, Ohnuma K, Bissen—Miyajima H, Hirakata A
Quality of Image of Grating Target Placed in Model of Human Eye With corneal Aberration as Observed
Through Multifocal Intraocular Lenses.

Am J Ophthalmol 151(4):644-652, 2011

Inoue M, Noda T, Ohnuma K, Bissen—Miyajima H, Hirakata A
Quality of image of grating target placed in vitreous of isolated pig eyes photographed through different
implanted multifocal intraocular lenses.

Acta Ophthalmol 89(7):561-566, 2011
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Makoto Inoue, Toru Noda, Kazuhiko Ohnuma, Hiroko Bissen—Miyajima, Akito Hirakata
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Reproducing image of subjective visual sensations experienced during vitreous surgery.

The 2011 Asia Pacific Association of Ophthalmology meeting, Sydney, 2011.3.20

Takako Tachikawa, Hiroki Tanaka, Osamu Katsumi, Kazuhiko Ohnuma, Toru Noda
Wave front analysis of high—order aberrations and refractive errors in premature children after diode laser
treatment for retinopathy of prematurity.

ARVO, Fort Lauderdale, 2011.5.3..

Hiroki Tanaka, Takako Tachikawa, Osamu Katsumi, Kazuhiko Ohnuma, Toru Noda
CORRELATION BETWEEN THE SPHERICAL EQUIVALENT AND AXIAL LENGTH, CORNEAL RADIUS,
LENS THICKNESS, AND ANTERIOR CHAMBER DEPTH IN PREMATURE INFANTS DURING THE FIRST
YEAR OF LIFE.
ARVO, Fort Lauderdale, 2011.5.3.

Makoto Inoue, Kei Shinoda, Toru Noda, Kazuhiko Ohnuma, Akito Hirakata
Reproducing image of subjective visual sensations experienced during vitreous surgery.

The 2011 American Society of Cataract and Refractive Surgery meeting, San Diego, 2011.5.11

Shiba T, Noda T, Tsuneoka H.
Influence of Refractive Surgery on the Human Visual Cortex.
24th APACRS Annual Meeting in conjunction with 2011 KSCRS Symposium. Seoul.
2011 £10 B 13 H
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Mutai H, Kouike H, Teruya E, Takahashi-Kodomoari I, Kakishima H, Taiji H,Usami S,
Okuyama T, Matsunaga T
Systematic analysis of mitochondrial genes associated with hearing loss in the Japanese
population: dHPLC reveals a new candidate mutation.

BMC Med Genet 12 : 135, 2011

Kunio Mizutari, Susumu Nakagawa, Hideki Mutai, Masato Fujii, Kaoru Ogawa,

Tatsuo Matsunaga
Late—phase recovery in the cochlear lateral wall following severe degeneration by acute energy
Failure

Brain Res 1419 : 1-11, 2011

Cui Y, Sun GW, Yamashita D, Kanzaki S, Matsunaga T, Fujii M, Kaga K, Ogawa K
Acoustic overstimulation—induced apoptosis in fibrocytes of the cochlear spiral limbus of mice.

Eur Arch Otorhinolaryngol 268 (7) : 973-978, 2011

KREH. RMFE. FRBF. AHEF. WKEH
OTOF BIEFZEE #5286 % Auditory neuropathy spectrum disorder DELHNBHIZH1TE ATH
EZRAME
Audiology Japan 54 (4) : 289-297, 2011

BEHIEA
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By 7 21 :30-34, 2011

BEFHFIEA
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Pharma Medica 29 : 39-42, 2011
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MOWFE RRMEMES RRE
JOHNS 27 : 14921494, 2011

Koji Sakamoto, Yorihisa Imanishi, Toshiki Tomita, Masayuki Shimoda,Kaori Kameyama,

Katsushi Shibata, Nobuya Sakai3, Hiroyuki Ozawa,Seiji Shigetomi, Ryoichi Fujii, Masato Fujii,
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Kaoru Ogawa,
Overexpression of SIP1 and downregulation of E—cadherin predict delayed neck metastasis in
Stage I/l oral tongue squamous cell carcinoma after partial glossectomy

Ann Surg Oncol pub online, 2011

Masato Fuijii
Guidelines on head and neck cancer treatment in Japan

BAREAEFE:E 46 (3) : 12551258, 2011

M Tahara, H Minami, Y Hasagawa, K Tomita, A Watanabe, K Nibu, M Fujii, Y Onozawa,
Y Kurono, D Sagae, T Seriu, M Tsukuda
Weekly pacritaxel in patients with recurrent or metastatic head and neack cancer

Cancer Chemother Pharmacol 68 : 769-776, 2011
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BETEERRE 37 (2) : 529-539, 2011

BabaY KatoY
Hemangioma with phleboliths in the floor of the mouth presenting as a submental swelling:

a case report

Journal of Medical Cases 2 (1) : 28-30, 2011

Baba Y, Kato Y, Ogawa K
Unusual computed tomography findings of radionecrosis after chemoradiation of stage IV
hypopharyngeal cancer: a case report

Journal of Medical Case Reports 5 (1) : 25, 2011
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AAREENFEIZEESEE 31 (4) : 242-245, 2011.4.

Hikosaka M, Ochiai H, Fujii M, Habu N, Yajima Y, Sakurai T, Bito S
QOL after head and neck reconstruction: evaluation of Japanese patients using SF-36 and
GOHAI
Auris Nasus Larynx. 38 (6) : 730-734, 2011.5.
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Minami SB, Shinden S, Okamoto Y, Watada Y, Watabe T, Oishi N, Kanzaki S, Saito H, Inoue Y,
Ogawa K.

Repetitive transcranial magnetic stimulation (\TMS) for treatment of chronic tinnitus.
Auris Nasus Larynx 38 (3) : 301-6, 2011 Jun

3
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JOHNS 27 (9) : 1352-1353, 2011

FATK ZE 1
Auditory Neuropathy MDI&15F

Clinical Neuroscience 29 (12) : 1409-1411, 2011
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& & IESEsE 38(7) : 1098-1102, 2011
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Baba Y, Fujii M, Tokumaru Y, Kato Y
Cell Signalings and the Communications in Head and Neck Cancer

Head and Neck Cancer Dr. Mark Agulnik in press, Intech, 2011

Baba Y, Fujii M, Tokumaru Y, Kato Y

New strategy in Head and Neck Cancer: combination therapy targeting the PI3Kinase/Akt
and EGFR signaling pathways

Hypotheses in Clinical Medicine (Dr.Mohammadali M.Shoja and Dr.Kamyar Ghabili)
in press, Nova, 2011
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Mutai H, Nakagawa S, Namba K, Fujii M, Matsunaga T
Expression of DNA methyltransferases in developing auditory epithelium and possible role
in auditory function.
34 th annunal midwinter research meeting of ARO, Baltimore, Maryland, USA,
February 19-23, 2011

Yamashita D, Matsunaga T, Fujita T, Hasegawa S, Nibu K
Neuroprotective effects of SA4503 against noise—induced hearing loss
34 th annunal midwinter research meeting of ARO, Baltimore, Maryland, USA,
February 19-23, 2011

Shujiro Minami, Kazunori Nanba, Hideki Mutai, Tatsuo Matsunaga
Genotype and phenotype correlation in GJB2 mutations (DFNB1):
(analysis of protein structure)
5 th annunal midwinter research meeting of ARO, San Diego, California, USA,

February 25-29, 2012
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REXEH  MEERNEMEORZMER T ORES HEHE O A2 1,430,000 F

<EHEFHE B>

BEEE  NEBMHHEICELSITIED R T4 v HIEHEEOER 650,000

HE—E AAEEFAICLESOTOFEGFERZRELT IARGHBEDABEZHITHE
1,040,000 F

it FERE MEBHEMEMYNOREER LEEMBICE T35 FEMFMET R UHRAREDER
1,690,000 [

FRYRIEFD Ht r A1TEEBICKAAMDETILEMMIDEL & AMDREMFEDOEENT 2,210,000
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F1& 5] BR BEEEICHSITIREBECEROATEEICET 2HE 1,560,000

<HEBHHE (C)>
AHR— EBEEERTERERE - REREREICL I EEEREEED TR AKRME 390,000 H
FHEELE BHREHEEEENIEELLRENFEOHEA H =X L—HRMRHMOE LN —
91,000 [
(RERES)
INET 42,106,000 H

2) EEFBERFMRR

<EREMERAELHREHESES>
FERE  HEMT A ARTOTICHTEABFEOEDN - REMORFEMIET VRZEIHT S

ODEHERHR_EERER AL TS RSB LEERAR 1,200,000
<HABERTFREE>
BEHIEA HEITHEBENAUICH T HIEERGHREEZ DD & LI-ER2AEDOHREICET 2K
11,000,000 [

<[EEEXNKRLEARSTE>
/B E X MIPED multiple rare variants DFE R & fREEHF DEBRIZ K 5 F5 - AEEDRH

16,678,000 4

EH &  NSHEREMEICHT SEIMCERERRO:-OOFREMEICL LIS/ LDA4 REE
(5718) R 1,800,000 A
MEEE FHERBEERXV VU JBALUREURICE > -ARMHIERODZH - AEICkS0%E
BEFTOHRRETHBELREDONRDI-O DR 8,721,000 M
FATK ZE I /MR Auditory Neuropathy M E2E e &t DFEIL 15,246,000 [
IWHEM BAZRRELEBRZIOVSLOERKRES. EERZFFHIE 14,815,000

<BIREBHEFREE>
BH B EREMHI I A FILZANEEIGIC K SRR EMEDO FIHEDES
28,847,000 M
<t EREBFARHEEAREE>
EBEHNE RESNEEET - SOZRAMAEALALVICELE, BERRE#HTOERELY
T b H LORIRIEMLLE . FRMTLLEICEY 5 S ERARHR 14,700,000 4

<HAMEKERRMAEEE>
mEEZ SERMEMEVNESE - NEERAEREBEICHT S, BOWENEK - AEE - FE - SERA
DORFLEMBEERDO-ODOF—LEE 5,000,000 M
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mEEE BEOHIEDNA VRI ID 703 —DHPELELH - AEAFEHOMEIL 11,000,000 M
mEEE CHARGEJEZRHEORAMOREGOEE BT FZHOEKIGH - iPS iDL

(5718) 500,000 [
AEME AAHALFERCR AT —OHMRMZIEDOHILS L WRED AR 13,000,000
WkER HAMRESEHBRERARISEDY T2 4 THEICE D 2EEH O 13,000,000 F4
WAKIEHE  Pendred SEIZREDJAERIEST & 2 BAFHETILDEE 13,000,000 F4
wkEH BSEET (BOR) ERBOELCFIMEDOHILLZEAHETIVEEICEAT SR

(4718) 1,000,000 M

<#H - PAZFORENFOERDOEALARER>
WkER - ABEEEEI DY -V T AILLIEREREDEGERORALETFIHSY

J—49 DRk 5,000,000 M
EA = KRR —V T oY —FZHAWNEIO Y —LERIBITICLZERCA O 7 4 —DREE
{5F & R O fEBH 85,800,000 M

3) FDOMEE

<HAAVERKENTALEEEE PIERRFEREREX (FMTBFHAREHESR) >
(BHBARMAARSR) EFSFRITHHESBRERTE
BRHIEA 700,000 M

<HAAVRRFARE> (BAVABEEVEZ—)
e B BMRAEROBEZET AN —ZANoHLVBKRERZEIET 5-ODHE
(718) (NAEMEERERICE T EZET — I N—ADEE L T ORI 581%)

800,000 F

HEEE  HDRIABNBHFOFRELOME FRLIEAAITHT 2FH/MRFEEEDIFELDOHAR)
(5718) 600,000 [
BHEN BEHRABREZSOZELABEMIO-ODZHRERME CEEINETREICNT Skt
(5718) WREEZRDE LS AROFEICEAT 58%) 1,500,000 [

<HEERMAFRAXE> (BiBERMELS—)
MEEE BERSLIVPFEOARUHBBEORR - FESIUVREE - SEXEORATROEH

(5318) (PEEHEBED/N - b - SELHE~OE & FEEERENITDOLTOBRE) 500,000 H
WkEHE BESLUFEEQERMHBORE - FESLVRE - SERZEORATEOMBEH
(5318) (EREPEEHUROEGHERLBERFEOMBRHA) 500,000 H
IHEEF  EERARBEEOREME S AERICET IHME (NEEZEDAEINROME)

(4718) 1,500,000 M
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<ARHEMEEE> (AXEMR)
REFEX EEEREN/NMUEDEENRE (TP) 2T 3 YF I TDEMNELZEMHDRETE
BiE LE=BMEF—T o S AN)LEER 1,000,000

<MEILREAZBIRL TR T S LR &>
WEFE—E  KERREEMEEHOMEBEE T 5 RHAFTHEBERRD QOL HEICRIFTTHE DR
500,000 M
(FERES)

INET 267,907,000 M

4) ELRkrE L RERRTR

<NHO®vy FI7—4H HEAHE>
WKZEHE  ERMYA FAHTODAINRBREIZLD/NRYFECH T I2BAREEEEZDTIRFD

(5718) FE & REAZHADER 4,350,000 M
MEEE  EXMEYA FATODAMILABREICED/NRBEICH T 5B HFEEEFOTARFD
(4718) FE & REARZHA~DER 250,000 A
EBEHE ARMEYA FATODAILAREICED/NRBEICH T 5B HFEEEFDOFTARFD
(5718) FE & REZHADER 100,000 M
WokEHE  FERBMHBEOEGCFLIMOMEILICEAT SR 15,900,000 F
MEEE  IHERBMHEOEGTIMOMEILICET MR 250,000 M
BRHEAN  INEMHHEEICXT S QOL EEER LR ZEIRIEE LE=-ERLABRDOBERICET 2H%E
7,800,000 4
AHRE— IMBICLIEBENFHFERICLAIRFEETEEICNT 5. BRIEEDBENTADRIC
B9 5 EERIR 8,150,000 H
B & HEREEEDPSH/NVY OEELARMESEIC K DREEF DBRARUVHE
ST R D HESL 13,250,000 F
FH # HEEREEEDPSH/N\VY OEELARMESLIC X D REEF DBRARUVHE
(4718) STl R DL 2,000,000 F
ILHER  SBRAEOBRRE LARAEICL SREETRICET MK 4,800,000 H
AEME  BEARORMBRE S BEAXICK ARBETRICET MR
(5718) 400,000 [
niEE—B FHREMHHEASTROFRHEATITOEKREFOREHA
(5718) 70,000 H
EAHERE K- EOHREEBFEZHROATLOEREHE, ERANRE. RUEERODHTALEZERE
(4718) L 1f=giE & ahk— R 390,000 A
EHERE BREN—FY LI UNE. A—F v MNUTFAMKMRE B Mgt o/ EhER
(5718) ) D I\EEDRREEE DR 200,000 [
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REHEE
(548)
INLEEZ
(548)
EELEE
(548)
EIELEE
(548)
EIELEE
(548)
E 15
(548)
=5k
(548)
RKEAZ
(548)
HIL=E
(548)
REHEE
(548)

SRESEHEHRERNAR VEHEBERBEOBERSR. £F0HE. RUEREZIZHAT S
5 200,000 H
BRERMEEMEDTA RS A4 VBETICRIITEIET VD AFHED O DHE

200,000 H
BRIEMFERBIINT AT UVTAHEIRERLSLUVSITOU - 7TREILGFAEED
ERIMELEEICET 585 1,000,000 F
[RHEMERAHFEEORAFERZEHEFLVEERNLA FS5A4 VERICTITTOLESR
HREHE 150,000 M
AFICHETE04 AR ROREKR L ARECET MK

700,000 F
ENREEE IS T SRR REROREBKR L SEOREICET LREHAR

280,000 F
ENREEE IS T SR REROREBKR L SEOREICET LREHAR

280,000 F
DPC SMERIZHE T A0 ) T 4 AINRTRERABROERNNZICRIZTEZEICET S
5 350,000 F
BEREEESH LEBERESEICSTA2MELD L-OLATA—LEEEEZERTE
DixEt 200,000 [
FHEEAME [CHREERBRE AR LB I T IBRBMRERAREICRITS
A +SaAFV-IERFIET VRT YL Y B UKRY —LREIDS L ERIE S EEA
b L B3 BR 150,000 M

INEE 61,420,000

<EBM HEERZRE >

IEEH

SIRIEE

RKEAZ

HElLEZ
ABEME

RRFMEAMAOIUERERE., M/MREREICLIREHIE. £EEEHHECET MR
5,000,000
E L fRIEHREIZH 1T D Clostridium difficile B:E FHIGEDF LR & HKEFIHICET HHHRK
5,000,000 F
E L fRIEHREIZH TS Clostridium difficile B:E FHRIFEDF LK & HKEFIHICET HHHRK
605,000 4
HMPERLERFOMMEEDBELEERICET SHE (MARKHFR) 210,940 M
RRFMEAMAOIUEREZE, M/MREREICLIREHIE. £EEEHHECET MR
3,215,000 F
INEE 14,030,940 [
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ESU T

b=t

2

2011 A PRk 23 ) OFREZFIITTHZ N TEE Lz, 201143 H 11 H
DHEHARKBERIIFTZD ORI HELZ RITLE Lz, BNt ¥ —ICi#:
T 2RIOMBEEZORE LR FIZIRTWEERAR, EMEL7Z 4 ATH, 1
GE B O FEAEDRE OMS CR{ET S5 21570 < 20 | F 7S HUITEE M
WAHRFRE - HIZIT R E ARG T E Lz, bbb,
BERTIIHET, BRAIXICOE L7eL < OWFZEBERDENIMIFE SN Z
ERNDMNY FF, WEEZDRIIC S 2 0b b THER kLT vz 2 & ORE T,
FRIOMFEBZ AL ZE v ¥ —RE L CHIEROBELHEL T 2E 0,
FIEANTIHNEO RN TIIEARTH - & GHERD D IEFREE~ BB IE TV
EFE LR, MFELELEZIZILDHDEZL OHEEDN, BFEMNICE L < 25 ERE
DT H IR DR IK B & £ OIGRIER R O 72 DI, EBM HEEMF 78 2 K
14, 000, 000 [, NHO = »» kU — 27 H:[EHFFER 61, 000, 000 [, Z DA 4, 000, 000
MOz 2520 F, SCRRFAA RO IR 33, 000, 000 ., R4 57814 B+ A0
K 220,000,000 HZ2EEHINE Lz, S HICHBINOMEREICEN ORZE &
OIFRFIELREL TEWVDY F LIz,

2011 4 10 A IZIXERIRIFZE & o & —F9E B | BURER T % —OER & ERILL
HOEFME LML COEFHRAERRSEMMELE Lz, BELGFIU
L EFF o TEFICERA, ZORRERE L THFEEZZIT 5 &) BV
EEBBIESTNETEWERNWET, £ L TEFMEE OEBN Z OFMRITH
HZEEHBLAIZLTWVET,

ZOFRIT 2011 O FE LD TT NG, HH SN TWLEWFEREBSHIER
ETIERD F F T, 2012 FHOITE Z > =B E RS OBIGFHH 2
~ U AMEFREKE L, BIERICET 5 S F I ERHESCRERF OGN 7R
EhdE Lz, 2012 E1X 2011 SEDOKE D FIZNE» T, £ T TN R ET
HPE AR TBY £9,

WEhD 2011 T L7, FAEBHDOIEE 2 X 2 T izt v X —FBEOME
DHFER S A LB X —EBEMEOMAE L IAIT LD, FEHREOMED
T2 EHH LT E9,

FICFIZERIRIEE o & — 2R < TR LS DRI ERE ' v 7 — AR
FIRPERACEHH LD IT E T,

201243 H 28 H

BRIt v 2 —
SREEEG
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