RAAKBRTHRTAYIZELONE
LA RICESREDEEZERTHEL
HIZHEKESh-BRIZRDEIYEBR
SBELEITFET,



— ZHEXY BAHE —
BN HEN+EOEEERLT

HiesNn# e (E=58)
b E R A

T 234

E3H30H




— ZHEXY BAHE —

1. F25 BN+
2. FElgS L EFA
3. PERBLESIHHEIC



AL EXRFEFHDIIBFEY

1871 (BH;84)
1872 (BH;A5)
1873 (BA;&6)

1874 (BR;&7)
1876 (BA;&9)

1877 (BA&10)

1878 (BHR11)
1879 (BH/R12)
1880 (A& 13)
1881 (BH/R14)
1883 (BH/&16)

i b - IR =B AR AL (IBEEE AR - IBBETZE1TRR)
BB - B

iR E R, EFEEIEMR (BABEFRRBR). VT N\ RELE.
AT N ADHER F 1l

TREZEWR] QLT N\ RAOERFERT) FIIT. 3258.
NILAERBR - AL EFEEIHESN. O—LY, RREBEE.

X EIGET (BENRUL) TR E - WL b ERER. REHTEE.
NI EFERERIR

RHEZFEEFRERE, FAILRBITFELERIL

A—LYVEtE, REHFTEREEREDS

B HEEE - B MRk EWTR

REFTRERRRERE
BAREZE (AR, KBIRR—EP(FRED), RAF=2Z2H MR,
MERRE (IRED BT

BREHTRBEHERNEGH



L 3= _®
DatalF W

» : ﬁ\}
3e :: b1
I.”!-‘- w N

P
2
e
2

V- > g % s |
1 A L
. %2\%;» Sy

7 e

2B o | 48 Suit 2D

-4

£
Eode
-

|

/l
Shrer U
ar
1
b

SN B 4 oo — Ak
% * s
Rl )

B T AT
.

(Eraprl 4%
-
T
e A

OB g R M T A S

- AN
/) fl
. N\ 4

R £

o esBeomR o
P

—
—

P et e
ek
SRIAE S 5 BB o8 iSO
9 Fda i ST AL A A

SRR
ot s
s

A Are ) 59 TS SY
4r ~

A EAY 2 SEE pers

b Ne DoERE A RS

Y O {t ,&?'w‘ —_—
s e 5 e R S Wy A 7%

Y

. 3

b3 SR 3 Y 3@\\* Rt e

A “"\/\/'\'

B
S TS Yoo sk

|
[ N BN AN/

JTN\R

P BH;A64E5A1H
PEEXREZVDIEEVEEIIELTATE
RKEEZEHHRBEDRIS THAMRFE
BeI~NEE

B BHRTHE9R
BRICPITEZRT-BEDRE M@
L TR BME O EE R EBERT

B g9
AHEXRFROGOFHMHBRITHARE
2l (EEFEBER) AT

BH;894F4 R
EHBTLATEZES

< ATNVR HEEFHROHIG
[ARREAETHTAA (23 =, B34 8 47) )
(hORKFA T EATRL)



O—LY

14— KEEZEERZE
E/LO—MZERZEL, S EFAIRE

BIB9S A AT NV RDEELLTIA
MRk AU EFRERINEE

R 11E AREXRFHAOEFREIER
]z 8T

IR Ewmim—3E], TErEaERITIeT
BAB135F4A1H AT

BINRILRREFR (RERKFEFE)
FEMEPR (R ThILEERF EE)
T, HB15F BE

B;8174E78 378 TRE
< O—L YR8 (Ut fmbess £ fE )




6) ZEEXIL

ERSESEN|KHER VLD SROEKH

&
¥
&

4

>
4

et

BRUKE MR IO EeE V@S

<

HERG UL SISRESOERB OIS,

o)

I=
1873 (BEA

INESED IS OXRO L SUDE i
MER e — KL o< S 2N AL DN
AHEN TEEESRTU

PR I

hHLE EREEEXLHM

i

SRR GRS e
R

BAELW



B R 5 ), 1!
A EI ) B

’4,

O—LYyoLl)—2
IBEEEREDE



<Y

ERME %

SN

/
%

k@%

(AHEXFHRREEEFH2ER)



Bl [E &8 (1839 - 1879)

A REBHR

[BEEE BB KRKOESR 1871-1941 ] XY
(A EBRREHEREREZTSIEFE)




A REANBEHAREDOZ]
gt




BAE 2 LT EEERPE

HHAE 2 EFEERRASYT

(FHEBEFERR)



BAE 2 LT EEERPE

b & SRR IE M CORE S IRE
(FE T EF)



(1857 — 1929)

REEH
1880 (BHA 13)4E 5 A (23 ) B
(A EXREHEREEEFET 2 ENE)




®BEEHFEO—LY
1879 (BAA 12) FEHiT#4

R EUFD I EPREFFRICHHRE
(BHEXFHEREEEFRIERRK)




- 2’
— i Sl Ciiia Y = =3

BREREXINEEZEFTE
1883 (BAA16) & FAARFEFAIBRICT
(AEEXREHRREEEFZTSEEFR)




R

e »
%'-'-"-!.

[
A
EL
Ly
K

b

HIERAH

FH ENRND
R ElB2
R B ¥ N

BREREXINEEZEFTE
1883 (BAA16) & FAARFEFAIBRICT
(AEEXREHRREEEFZTSEEFR)




E dvz’?f’%%ﬁ?ﬁi%ﬁ
% B F




[ LSBT, £ZEL TIRDEILTE, EFZEL TIEL
EHILXHE, N&BEL TIHBEI L, LBEZTHIT, J

#BE B (1857 - 1929)

SEREFRBEE

bl ESEEIIRRE 2% 2
HER(BE#Du &) MK LEL
BEXE RWNBXRE SIBXE
REM(ERAERM) FRATE
R—AADOFEEREZARELE
RRBUE R (BNHK) #1K#8%
HEXPFEIRER




Wy imamn g
W

BN - BAIEFHZ (1881 £
(TBR# 42 FAET U/ S LR, £ BRI R E B AR 0 5 R




RBY EZEH (1857 - 1923)

[ BXRN SRS -FEETOHRE ]
GEEEETF AL EBEF 1985]&KY)

BR;a32 M/ DEEBER
BEAEYREE
BR7536 MIREFEM_mT=-=/Z8I=
*t R JLETER
Wsh7S5h—L/7 =6
B HBEFIVERERE=T =R ILEH R

B3;439 MEEFFILAKER ./ —H
BA;540 MTEEIFIEKE/IRAER—RT 1= R

g N T
Bi;R40 W RELIRIEBRES TE4BEEMAATEBE—E]LY

AU EXFHREEREEF RS ERR)



BA&NFEER
EHIF MRS
SRR —Y

A:BNMREFEMERIEE B: EHmETiEm



-~

: _,}~-m;o 4

ﬁEﬁ#ZEﬁﬁﬁ{%

1918 (KIE7) & B ME T EFEFFRAIEERICERIL

KEFEFEICHESh. BROAHERE
TBARTEFEFIFE - RIBAFRFEERDEET IV ALILY, £EEREHERDSEEF R MEHR)






F16ME AKX E RS

rb,

£ R : BASEZH
FER : 1915(XKIE4F 48 1~3 H
FREM : AGEH

—i%ERE: OE 64 &8

BEREMS
1. T RHSHIFAHLUNF U] IBELEER




EHBRXREE_NE BEZRE

BSR4 N EZFRT, AMEFEEM
BRI1E AIEFER
BHR14F BHEZFER

Eiﬁﬁﬁﬁ BAiB265F EMEFK
IJ\JIIIEZEJJ Biia34F EMRIEFK
&?—EB BR4364F ZHMRIEFEMFR
EiE E BHEMKZ

WIRR— BHNeF ALEERKT 14F AHEHREKXF
| (5845, 46[0 HFSFFR

I:I—Il/‘y
R
e
(#—nm  (w=an )
A=z
| (EE16E BARINFES
L
T
wH X
| (BUEAEAHEE
FE
AR
| (EeTEEASN S

%Bltiiitﬂll

%k — BH2E FHEXE
| (8E64E BANEIFESR)
Elll E—aEEF— BK 5h — HERL
(B95ME A ARNEER) GBE110RIBERNEER

EHAEE — —fR — WHFEA
(F105E B &N EER



A EDSE (KRIEF ~ErhER)

o

o

ERE[ATREICHETA30E[ONTFDORRERZRIBEL T
(BEHESF Bf23FE68)&KY

RRAFEZHE KIEST6H R

(JTREDT=8)

$

KIECHFHRME
KIE9FS5A ~ Sl

.4

Hh Hif KEIFIALBKLYRE
KIE135F4 A%

KIE13FIRE. BIRBARE.
NEFE—mEEEME

INIIZ 2B BR;G28EFLEE
RIEAFERRTTEICITE

¥ BE—B KIEFRE
RIE125128 BETET

BE E KXEV4SEEM-HBHERE
RIEISETABFIATRL

IR E— XKIEISFEHIRHME
NEFE_FETEMH



IMNIT =281 (1863 - 1916)

[ BASNHERRR - FRETORE ] B

BA;&32

BA;a34

BH;&35

GEEEETF AL EBEF 1985]KY)

B 5 5% 14 A% S T A 3

B [HE R AT | =%t RILETER

B RETRFMN

B RSV YAT

B [ s =t RILETER

B s ERE/ TEVANSFAV =
xR JLETER

B E/ FH—RTHERER/ Bk

FTEVRANSTFFY
B IRESHTRM—IBLS LARTHEBE

%:ﬁa\‘,ﬂ:&a‘x;bgﬁﬁ i IMNINZZ2BERE R
B IS8T =5 L EE [BRigd2FF 2R 7 IL/NLIKY

(BHEXFHREREREEFHIERR)



¥ BE—EBB (1875 - 1924)

[ BXRN SRS -FEETOHRE ]
GEBRET A HEBES 1985]1&Y)

KIE 2 B gk RAEAS

XKE6 W BEdaEm_—"T

KE7 B HEHEEZE—MT

KiE 10 B EEBE_RELILAE=—MT

KiE 11 B EEH_R4EX)ILRARENE—HKT
B SRS /SRR

YR
w s Gy
A ; . -

PE—RERAER

NY? - [EEEME AT EE—RILY
PHRFMEAR (BEEALHEESREESS
| K 2 58 MERFIE)

S B (X H)
FeE36EE R EETRIBAEIF]ILY




Rk B (1889 - 1950)

- - i | ' ‘ P v‘-» - -
\ ' 3 - -
'\ . - - -

A‘:-‘: - -
b o s ®
-

- -
B O
23 _ -~
! | -

i i °J |

) | 19

»

"

RERERBURAR
[2HEERKPHOEFEREXBHN125) 1LY (RFEEEMK)



I & R

\I 4

192445 | B. Brooks (KE) : KB EAk#Rs (3—FFRUDH L)

E. Moniz(7RJLFH L) : BHBIARES (3—FFRIDOL)

& ! L
L2 (1949 £ /—R)VEZE)

19284 | Ik E: HFEkER(TO—LFFIDOL)

ek K% 30 AEFRNHFAEERS
Mg B UEEZ SR (LE)

19294F

19294F | Zik E:MO0>JIL1(VEARF—ILELF) B AIRIRS

A

19334 | ZEik K : 5. Y XARUIZT EMoniz AT IILO R




¥ 30 M BAANFEFEEBE

< £ : EFHEXER
FREHR : 1929(BBf14)%E4AHA1~3H
BHfEH# : {uETh

— % HRE: A% 66 &E
BEERE

1. R EENT T K

e F b ¥
BEEANREEBEDONE L Bl 7




e Tl . = .
=, - e
es L&y B SO v

L 3.\ PERY, y U

HENEESELEER BREIBEOEESR
1929(BF 4)F 4 B LEFREFHFICT
(BASAFEE)



(BASAFEME)

4
i
o
Sty
Lo
RI g
I £
i &
mﬁ
3
i &
* 3
e
;N
¥
1




1

R BURER R AR |

: q
’
R eI T AEEERESZSDLST

A EEMKPHEIAERLE (BM14F) LY (FFEEEKME)




% 37 B HANE SRS

2 K : WHE K
A H : 1936(FRM 11)F 4 A 1~3 H
AN : AUEEXRSHE

—i¢EE: OE 618
BEERES: 1[MNEMREREmEFLNIE B—
2 [ EXEmEE IE#E— D

3TREERFEEIFRE/\BR, /INF #h
4. Bk IR E—
5.IF, Bdh, BIREREEZIZH LA
6.IME, MEEEEITRE K
BHAEE: EERNECRCARR— (ABESLHERE)




& 37

" ."
.-,, o | \

N —

=

Y LIE PO Ewﬁ#ﬁirm#‘ HREmEEIRE K
18 ABEN AT BOEE RIS (BH144) L) U E T



% 37 B EFENEFPRRE

BENERZHO-BETOA EEEﬂK?—%ﬁ%ﬂ?&E@EﬁTH%
e BERMKFECEERELE (BM125F) &Y (RFEEEKFRK)



MR E— (1889 - 1949)

4

R R— 2R H &

[FEEEMKFHEEREE (BM14F) 1LY (REEEKRE)

-



R E—#% BRE)

£ £ A BAB2242A16H

= KERFEhh
S o4 #h R:E=(BEHEH), EB:EE #E: T
BA;&4447H HOSFEREIGZEE
KIF4512825H RERBTERFZERKRFEE
KIE541A10H il LA SR Ib S
KIE64E8H1H EEEf f2 SR EN 1%
RKIETHE3IA19H RRFEREZEREXE BIF
KIE842H28H R EFEMFER iR
KIE9FIA30H HRERER EE
KiE1352A11H RRFEREER
KIE145E2A2H EEE TR IE
KIE154%1A25H BHEFHKE @0
KIE154%5H83H a HiR




R E—#% BRE(2)

BBi45E581H

BEAFN64E

BEBFN745A

BEAF0114

AAFN14£

AAFN184F

A FN20£

BAFN214

4R 1H

AAFN24£

F2H16H

Z2EEERKXKE #HiR

F2R BFNEF=EERS i ) (3EFHE405)

B B #8 (Elsner, Schindler)

F37E BARN BRI B REZ AR T

AL ET

[ B8Ra2

=

RF #iR

& 1H i

FR RN EEESR (R LER, 4158)
F46A B AN FEZEEHK (RRE, 59%)
HE (605, B EEBE, MiaRER)



R E— BROXE




F 32 B HARNEEERE

2 k  BARBzBI(BEZRREX)
BAfE R : 1931(BM6)E4A1~3H
BA fE b : EREE

— B 0% 85 &
BEEERE

1. T9g 0 1 47 R K — (3B [E140%3)

e Fa b ¥
[BREOBFRADNEHZESIBRETE




B =DOLNT

1900(BAsA 33)4F ABO XMEFEEHDOFER

1914(KIE 3)&F IV FIFI)ILDOFERATHREFLEEF

1919(KIE 8)F  FEE, J/MEEE(CEMm
A AR Bl OBE (1925~1927)

1930 (FRF0 5) £F EOHBZESFEHCGERZN EBILE)

1931 (FR#0 6) £F % 32 A B XS FEE
EEME Wi Hﬂlﬁg—
1)ABO XMAZEES THLE<LDEHMEIEFE
2) 5t I & £} I %5




; “\“ . \
\ ¥ \ ‘
HIRBIR B FRERR

[fEEERMKXPHEIEEREE (BM14F) &Y (B HEXFHRREEEF R EHRER)



|T = ﬁw%lf.ﬂ

R E—E B fReZ ikl
1943 (A8F0 18) 4 9 A 15 Bk
ash  HEE & (A EXREHRBEEEEFIDEERTR)

5 8 2 B o

HEBERFEARODXREER
‘ =E ki AR




T LT T o

L r—
e T Y T T T o ~ Y N T L ST
ot Y =

W_ h@ mu.MJAa. _MRW&R%%

P~
LELESN=C

X
%)

B = D BR

S

O (ETET
(AEEMFEME)

5Y

=]

ETEIEENAN LT —I
%

S
/
Crt-

EEER

FHAE®D
=

JES
MRE—DF




ALEXRFHEFEREDRFTEYEEE

BRR 144 : T oV ) 1424
RETTIREFRBEREDOTIC, FIOTEREELLTOINEILNESESH, BAEZH
PN EIER - —FE85m (REFOHIR) LLTRE.

BA;5264F 6 : 12D D5V FL I 4R 6l

NEE—ERTHO-RBAEZHEE_ERICRELETEREMICKYT 2 DD 4t
BlIEESIND LSS, LEFIIAELGE— - F-NEHELVS-HEDR AL,
PEREBLBIRICHhi=oT-.

RIEF - BREihXBE
BEHBR~AOBIEREL FME-ERLGEFHXRTERAINT-.

B4 TNHEFE— F2RMEIORE, EROSHE

AEEFERFEFIESY, NHFE—FE] NEFEZMEIENSAFF
BRAKICERAShDLICES. MESNEFHFERELE—SH RS EDEHZE,
HERDOAFBEFXFE =N (RERNFBEELLTERASIE:.



Akt (KIE3 F) B DI HE=E

BANRERER(KE 3 5F)
(REEXFHEEEEEF IS BT R)



£t BHEEXFE (BM144F) D5 #E=E

= A )

¥ H
| ' “a
) . —
{ & 5 1
N -
2 Fasr— A
i
)
)
3

o

| | e (FERRVEY A NFEFEE—RE

R — e | T
O I s S : ok =t
~ . - “y o - s - P
3 . ' T
: 3 Vi Lleeeeeeee IS \
¥ 2t Pp— A LI \
' 1 ' \
. - A
iy . «
Yie 2. . 3 \
» 13 \
. : \
i i\
3 ! \
\
\
\
2 \
\

e R LT G A
T L o bl R o \

L e o i) B. SM P58 —SREE
0 e v Vete = =) GRES )

LHEFEXRFEFR WRERIFONEHE( EH 14 F)
(B HEAFHIREEEES S BT



A ERFRBOBRE (1)

FBF195 128130 ZEER (=)

IB#1204 28 & N iR B
38128 Z2BE(80%F&Ehte) /MBI S nu
U500 NN KFEER
3H1980  Z=E8

325 AEERIHESMH
fmBE5 7% Btk (£ 5k T63%:H
%), 657TFK—279FK
I = (IS



AT ERFNEBEDEHKX

.
(M5

. . < i
- ﬁmw ERHKEMER
] , 1945 &£3H 120 2288
RN (B )
BEREL
%EE%.*?E?%WEEE T 194543 5 190 2258

- TIDLAY SE 2 € ‘ TSR (E—E)
(KA HRIBAERAZHEROBEREFICOLNTILY) g




; e 2 ; ’e“._ . j:~,. - : ;
ATETERKRE
(4 B BB K2 R A B 2 0 0 B T )




AT ERFREDERE (2)

B204E 3~ EBHE > BEREER)
ERAE > £BHEE(T—)
ZDfthiE —> B (FiR)
EME — 2H(R/\A)
6 = LLBRER —> Y1 iaE
RF205 8A158 #& B




Al iR 18 — 203% O BR A

IEFN205F3~6 AR Kl <F (I BB R Em /R )

IBFI215E10A228 XEIBFDF E G|

(ARXZEIEHAT 489 XA, A8
AEBTEHEEANST)

> &
5
Z
¥
.r
A
1
%
A
%
Vi
it
A

HRBREFALETOFLES
BBF204E10A 128 Wi BREE
(EEENFEME)




% 45 A H AN B FRER

£ £ : R E—
Bi{E B : 1945(F3F0 20) &£
BRE{tD-bK LRIRDH

—iEE: OE 4 (T RTHERE)




¥ 46 M AANFZEBE

£ g : R E—
BifE B : 1946(BRFN 21)4 5 A 1~3 H
BHH#E M : EREH

— i EE: O% 59 &8
BHEEGLS- 1.8 B &

2. B#HE] AIH#HR=
3. T&BmEME] aBkfix

FRER: [SEREESEAICLIRIRBE AL 20 H
(BHRMABIREEL) | BASH




)

FIS0RNR

BRG]

LR 1 )3 (Y@ Er 42

e ) oy SEVIESHLIRAL . iyt o] by peoe
122 N0 T oG

T Q&

1]

OE

P At - <
LEDSAROEIASERS
ANEOOY! SRIIYORE

AL o

JABHOR
DRI
REVEILNE

Sl 7

AP

=% B 2

3 LFEOIRH

EOVIRE WRRKERE
BIUHRUASURES

VISVACK

N TRl PE S
TS | 4K

Y P

RAORERS:

%a.vnu\_u..ﬁnwﬂﬂ-v.ﬁl. ¥

Bax CARNSORROEUS | A e

AUNPSHECHERLS
o |- ERHESSSONRUNYHS

- RERFUSORENEAIOH

TYSOREHI |
e e b

o ERHSRARSTERNE
ONIDHEIINST | Ul SR

Wi | HUIOUHIALR - T

K e IAB S VRN

ALAEE. .
R ENERAIERCE

(\PEe3

s LAY
-1 A I}

Srifay,

QOOUHOHET ROARD

(AEENFKR/RR)



Ik — (1902 - 1997)

Sk — BREHR
(BEBRAFEFHE =S HFR)



2§ 64 B HARINFEEERE
® & . 4% —

B #E B : 1964(FBF139)4E 4 B 1~3 H
B b . BREET

F/5ERE (1)
— %R OE 12488 (OB E LA £S5 0 E2458)
SREWN: REICHTSMIRETEEDFE]
thRsEsE. LIELSRNAFE]

OIEEFHIBAEHRR, QNVEB MR T OUHERILFFRX

2. Review of chemotherapy for surgeons] George E. Moore

3. [Zur Resektion der malignen Lebertumoren] K. Stucke

4. Experimentelle Untersuchungen einer Deutschen
Chirurgenschule in 3 Generationen zur Pathogenese des
Ulcus pepticum des Magens.] L. Zukschwerdt




2§ 64 B HARINFEEERE

FAERR SINHmOSF
OriNsAiRBEERME MO F I+ H =
QI & 1 FE A HH it oD 41 %o ) e B i
QI 1= H I 145 E7 £ 5]
6.l FFE D 5+ L HOJE AR
OTFEDONEIRERIEE—X

@fﬁﬁlzﬂig'd'éﬂtdcﬁiﬁ%ﬁﬁwmﬁi FFRAERIE D R Y SR R
=r=
QIIFREONHBARICRRTIH X

VORDOL A TEMEEDNE & KRERE
2. RHEHENRDOEAEMKEE ] Rl - BAERK(KE:RIIE—)
3.IFallot AMFEDRAFM ] TE: KREHW=
4TEFEONE] Bl&: RATFE
5. BEODEHENIL] RA&:ERE 2B
6. BEFE] 7= hIUELA
1.TEEZHESEHAEMNFHNGE] Sl 2 =80




BAE HEAHELES




[EHEEREIEFRIE]

LWL TRICRARBBICHES SIS EER ISR L TIE R EE
ENENFITRELDOHATH S, THHBE—ICHTRTICIEE R
ZEAVTFMEEEZIERLESIOEL., BICHRICEEEE
ZAVWTERZBLLEBLIOCEC. FEEICFHAFELZDI DI
LTIERREZRAVTESOEKALERKVDILHRERY /508
PTHS-"1

HXEHK, 9, 310, 1950



BENAEFREZEETHICEHOT

FOAAAANTEELE 2hHE §IK —

[ -PREREBZERL, ELWMERZEESHIT-OICHRZET HEMTH D, TDE=HIZF
LY. REICHLTHREGCREZL-GTNIEGESEVL, E5 TR IR FEE T ED
BLTHAS, SYRVEEFIABZLYEEICISE 5. ZRIIEESLSKGED TR

BolEWL, ZFRE—DDREDHTIEGENHERS, ABEFMITHITHELEIZL>TDH
AHTERADNHZERFIHRICEVDTLEDOONSEREBYLEZROCENTESTH A,

FEEELETNIEESEN, E5BS5K, —AREBASEANHEZRRADEHE+Z
SITEDTEOIC, EOXSITHBTREDFLBVEREZRL TS, TLICIEERM., &5,
BURICEDINT | EEEOFERICEGENTTLBDANRICGA SRR (FL4 1R 5
M. HmoNE, FEOSNE) . EEOL VRO T LA TICERSh-E - +HRED—&E
BEREL=, ChoDARIIFRDFHLI MR, EERDHAFICHKIBATMALDLFEIE
LTS, EEICFERTREMEAGTA EESLEVAMBH TH O TIF GRS, — AKHY
[FEFENBHRETIRELL, RO OABITONGTAIELESELO T, FIZE R O S
[2EREHL T, =]

BRXEFIFRIFE BHIBIFZH 1 HFET



AR E TSR+ — 15 Y PR

B3FN284E108 S 1(HIEEEEE 44F B 1% (Whipple=X)
#1294 6 S KAFILE

BBFN334E 38 SKABLE, 6F KR MRIFEILAET

BBF56E 78 MARDT—TIL/ M /3R RIC KB PARE BF U8R,
Isolated PD (FREE)

63 1A EE+=ia&mSBIEP LR (P E)




IInd method Ist method

Imanaga H. Surgery 47. 5/7-586, 1960.




% 95 B HANE SRS

t'1>

2 K : BK 8
BHEE B : 1995(FRL7)E4AH10~12H
BHiE M : BAEET

—i&ERE - OF 133488, E54 98 &&

SRENR | [EEBHE~ADODEE ]
¥ IR £ : 1668/2800(60%)




AT ERFNEEABRNEFR

S BAHESF 2K BrfE it

16 @ 1915(KIE14) TREAEZEH ZBHNEFKREE
% 37 [ 1936 (REFN11) Fik B AL EREXESEE
545 @ 1945(EFF020) MR BE— #HMLER

46 @ 1946(BEFN21) MR E— BAXREMEE

55 64 [@] 1964 (BEFI39) Sk — ALERTARE

B 67Mm 1967(HAFN42) HBAX | KLEHEMS

%95 @ 1995(FERRT) =mA BA 25 EER=ES
5 105 [A] 2005(FERL17) =N HXRX BHEEEEES
% 110 [A] 2010(FRKk22) ®HE HBY A2HEEEEES




LU}

% 110 B B AN B FREHRFINESR

< B8 : RE B
Gl #E B : 2010(FRE 22)5 4 A 8~10 H
BHiE M : BHET™

(FEJR 3= :2479/3149, 78.7%)

e ;222 B

% & : 2701 RE




s

Z i1
';\ ‘! ‘y}: "
2ERN 2

.

..<..4‘.,J__.,-}..

SRTY Ty SR NS
: : .

L
| S T S—

. N -
. .
. “.



e Rige 51 42 & FA




K 4:

B . # It

BhE BHEFES

hE K4

$4£88: BM23E1H28H Ha: IR IREAH

B B

A FN48%£
A FN48%
A F150%
A #155%
A F158%

AEERFEEFIZE

2 MR B BERbes E e

Iz B R 31 %78 RIRBEN T8V 75
HALEXRFEFERE_NEIRE
] B

IRFN62% ;] SR A

LRt KEEYY/NN—T XKENFBE
LR A% %EE?{—FE—F“B% 51 % B B
IRk 114F B

Rk 184 %EE***—FI&?E%,J RE

I'I I'I I'I | I




e g =

e s";h%*










{

e i B R
TR PRV T (AP 1/



| -

o et













2 )11{E##3 (1908~1988)



?i 4 ;.%\li}-, :Tof' -t ._,‘ l"”.n w o A
Bt |;P 'J“HA Iln!.f e “m—‘ﬂ"t’hn |

gl —EhiIEATRRERE IR Eﬁiﬁkﬁ%ﬁ%@ﬁ%ﬂmﬁlﬁ







3T = SE#42 (1921~2001)



4k —##% (1902~1997)



HRXZHNANEBEERDOEERHITHE My Experimental Studies

1. 7oAQVEDHEL 1. Heparinaized hydrophilic polymer

1) FAS AR O B S LB R I 3 (Toray Anthron®)

2) & PIARENT, PAAR/SA/3R 1) antithrombogenic materials

3) FF¥e4E 2) acute portal ligation and portal venous

) RELEMEAGIRERSHERER  bypass using Anthron®

3) liver transplantation

2. Uk, FAEERE 4) hepatobiliary and pancreatic surgery
3. &, HEDEZY—Hh—LAEEE combined with vascular resection
L2
4. TURFELY . BILHS D BIE LA E 2. Hepatectomy and obstructive jaundice
R (s ' 3. Tumor-marker of pancreatic cancer and
5. SRR, IFhERLEMRER HCC
6. B HFEOESTFIE 4. Endotoxin and g!ucan
7. ANJLRAYAJLRAHF10E ALV =845 ©- Acute pancreatitis |
6. Molecular diagnosis of pancreatic

cancer and liver cancer
7. Oncolytic virus therapy using herpes
simplex virus HF10 for cancer
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PSD

PVC

Silicone

PEO

H-PSD

Whole Blood Clotting Time (min)
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Nakao A, Trans Am Soc Artif Intern Organs 1986; 32:503-506



Thrombus Formation on the Surface of Various Artificial Materials

Glass (10min) PVC (10min)
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Nakao A, Trans Am Soc Artif Intern Organs 1986; 32:503-506



No Thrombus Formation on the Surface of H-PSD (Anthron®)

Nakao A, Trans Am Soc Artif Intern Organs 1986; 32:503-506



Mechanism of Antithrombogenicity of H-PSD (Anthron®)

Changes of fibrinogen (Fbg), plasminogen (Pmg), Mechanism of antithrombogenecity of
factor X Il (FX 111), antithrombin 11l (AT IIl), and the heparized Hydrophilic polymer (Anthron®)
quantity of released heparin in the T1 type of Anthron®
bypass tube. Hepatological parameters did not decrease,
released heparin was 3.9 IlU/ml in 50 mins.

Thrombin, FXa, etc
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Nakao A, Trans Am Soc Artif Intern Organs 1986; 32:503-506



Schematic diagram of portal vein ligation

PV+SMA Bypass

Nakao A. J Jpn Surg Soc 1983
Nakao A, et al. Hepatogastroenterology 1993



Macroscopic Changes of Small Intestine after
PV Ligation and PV Bypass

Ligation “

Sl L N - X X

Time (min) |pre| 10 | 20 | 30 | 45 | 60 |120

Nakao A, Journal of Japan Surgical Society 1983; 84 :692-702



Histopathological Changes of Small Intestine

after PV Ligation (PTAH staining)

Nakao A, Journal of Japan Surgical Society 1983; 84 :692-702



Chenges of APTT in Peripheral and Portal Venous Blood
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Nakao A. J. Jap Surg 1983; 84:692-702
Nakao A, et al. Hepatogastroenterology 1993; 40:167-172



Experimental study of hepatic ischemia

Shinohara M, Nakao A.
Journal of

Japan Surgical Society
86: 544-554, 1985




Hepatic ischemia

90 min ischemia and
60 min after reperfusion

Ser T D T g )

Shinohara M, Nakao A, et al. Journal of Japan Surgical Society 86:544-554, 1985



Hepatic ischemia

SV: IR &Kk
PV:F9lk

SMV: kB lE IR 5% AR
HA : FFEI AR

IVC: T RKEHR

FV: KER &% AR

Aorta
SV

Bypass-catheter

Kasuga T, Nakao A, et al.
Journal of Japan Surgical Society 93:811-817, 1992




Hepatic ischemia (60 min) Bypass (60 min)

Kasuga T, Nakao A, et al.
Journal of Japan Surgical Society 93:811-817, 1992



Problems in Portal Vein or Hepatic Artery Resection

Acute PV Occlusion

=

Acute HA Occlusion

Congestion of PV System

DIC Shock
Bleeding Endotoxaemia

Intestinal Necrosis

\

Death

.

Hepatic Ischaemia

|

Hepatic Necrosis

|

Acute Hepatic Failure

/



Experimental orthotopic liver transplantation

Venous bypass method using the T1 tube Venous bypass method using the T1 tube

from the IVC to the SVC and the T2 tube from the right FV to the right EJV, and the

from the PV to the SVC in a dog. T2 tube from the SV to the left EJV during
experimental liver transplantation.

Nakao A, Kano T, et al. Trans Am Soc Artif Intern Organs 1986




The three types of catheter Correlation between the pressure difference
across the catheter and the blood flow

1. Straight Tube (S)
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Nakao A, et al. Surgery 1990



Catheter-Bypass of the Portal Vein

A: Bypass between the mesenteric and femoral veins
B: Bypass between the mesenteric and umbilical veins
C: Bypass between the mesenteric and hepatic hilar portal veins Nakao A et al. Surgery 1990



" Branch of SMV







Catheter-Bypass

SMV => FV



Umbilical Vein in the Hepatic Round Ligament




Catheter-Bypass
SMV = UV
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Fig. 6 Relationship between disease-free survival rates and DCP and AFP levels measured
by the combination assay.
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Inoue S, Nakao A, et al. Am J Gastroenterol, 1994




Fig. 2 Relationship between DCP and AFP levels in 31 patients with non-fibrolamellar hepatocellular
carcinoma (nonFL-HCC) and 4 patients with fibrolamellar hepatocellular carcinoma (FL-HCC)
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Nakao A, et al. Hepatogastroenterology, 1991




Fig. 2 Postoperative changes of the Normotest in liver transplant

150r © Group I (N=76, M+ SE)
A Group 11 (N= 9, M+ SE)
A Group|il (N= 4, M+ SE)
125+ ® Group |y (N= 6, M+ SE) I,

* P<0.05 vs Group | l{ l /Ir Q

*#% P<0.01

X
-
)
w
-
O
=
c
@)
<

257

oL N N . \)() L j)(\ .
PRE12H 1 2 3 4 5 6 7 10 14
DAYS POST TRANSPLANT

\(

Nakao A, et al. Liver 1995




Fig. 6 Relationship between the histological diagnosis in 138 biopsy specimens from 91
patients and the plasma DCP level. (ACR: Acute cellular rejection).

DCP (AU/mI)
below 0.05 0.1 0.5 1.0

Severe ACR

Moderate ACR

Mild ACR

No Evidence
of ACR

Humoral Rej.

Severe Ischemic
Damage

Hepatitis

Nakao A, et al. Liver 1995



Mechanism of the chromogenic limulus test (Toxicolor test), the endotoxin-
specific test (Endospecy test) and the glucan-specific test (Gluspecy test)

Toxicolor-test

Endospecy-test Gluspecy-test

Endotoxin B-Glucan
Factor C —> Activated Factor C Activated Factor G €— Factor G

Factor B—> Activated Factor B

Proclotting enzyme —>» Clotting enzyme

Coagullogen —>» Coagulin
(Boc-Leu-Gly-Arg-pNA) (Boc-Leu-Arg-OH-pNA)

KimuraY, Nakao A, et al. Surg Today 1995




Schema for the immunohistochemical detection of endotoxin (ETX).
B=Biotin; SA=strept-avidin; PO=peroxidase.

Peroxidase-labelled
streptavidin

Biotinylated
anti-mouse IgG
(The 2nd antibody)

Murine mAb against factor C
(The 1st antibody)

” ” Factor C
/\ /\ ETX

Nakao A, Yasui M, et al. Eur Surg Res 1995



Immunohistochemical staining with factor C from control rat liver. Endotoxin was found
in sinusoidal endothelial cells (open arrow) and Kupffer cells (filled arrow) 30 min after
intravenous injection of endotoxin at 1 mg/kg (original magnification x 300).

Nakao A, Taki S, et al. Hepatology 1994



Immunohistochemical staining with factor Cin rat liver from animals with D-
galactosamine-induced liver failure. Endotoxin was faintly detectable in Kupffer cells
(black arrow) 30 min after intravenous administration of endotoxin at 1 mg/kg (original
magnification x 300).

Nakao A, Taki S, et al. Hepatology 1994



Changes in the blood endotoxin level in each group
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Nakao A, Yasui M, et al. Eur Surg Res 1995




Endotoxin detected by immunohistochemical staining in the cytoplasm
of swollen Kupffer cells in the sinusoidal wall of the liver. x 600.

Nakao A, Yasui M, et al. Eur Surg Res 1995
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Figure 2. Changes in the endotoxin level as measured by the Toxicolor test and Endoscopy test after
digestive surgery in cirrhotic and noncirrhotic patients. Open circles, Toxicolor test without liver
cirrhosis (n=28, mean %= SE); closed circles, Toxicolor test with liver cirrohosis (n=21, mean = SE);
open triangles, Endospecy test without liver cirrhosis (n=28, mean = SE); closed triangles,
Endospecy test with liver cirrhosis (n=21, mean = SE). *P<0.05; **P<0.01

KimuraY, Nakao A, et al. Surg Today 1995
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Figure 2. Changes in endotoxin and glucan concentrations measured by the Toxicolor test,
Endospecy test and Gluspecy test after hepatic resection for hepatocellular carcinoma patients with
cirrhosis (PRE-OP, pre-operation; POST-OP, post-operation; POD, post-operative days).

Nakao A, et al. Hepatogastroenterology 1997




50, %¢ ®

0 T | T T ]

0 o0 100 150 200 250
ENDOTOXIN (Toxicolor test values-Endospecy test values, pg/ml)

E
>
o
%
g
>
%)
@
Q
%
=
e
Z
<<
O
)
_
Q)

Figure 3. Correlation between the difference in Taxicolor and Endospecy test values (Toxicolor test
value minus Endospecy test value) and glucan levels.

Nakao A, et al. Hepatogastroenterology 1997




ZRZHANBEERDOEERME My Clinical Studies

1. PIARETTHERE D 51 Fl 1. Portal hypertension
2. FFEEEEESDMNF 2. Hepatobiliary and pancreatic
3. FFREiE cancer surgery
4. BEIEEI-HT 25z S- Liver transplantation
1) Isolated PD 4. New operative procedures for
2) PHRSD pancreatic cancer surgery
3) MP 1) Isolated PD
5. R I- x4 B MBNEGA 2) PHRSD

3) MP

5. Adjuvant therapy for pancreatic
cancer surgery
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30-Years Experience of
Pancreatic Surgery



AT JEgEs 11(6), 962-965 (1982)
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Nakao, A., Horisawa, M., Suenaga, M., Yamamoto, T., Kondo, T., Kawase, S., Nagaoka, S. and Mori,
Y. Temporal porta-systemic bypass with the use of the heparinized hydrophilic catheter. In five
mongrel dogs, dynamic changes of blood coagulation and fibrinolytic activity after acute obstruction of the
portal vein (Group 1) were investigated. The heparinized hydrophilic catheter (Toray, H-RSD) was
manufactured, with portal vein was bypassed between the femoral vein in five other dogs immediately after
portal vein obstruction (PVO) (Group IlI), and blood coagulation and fibrinolytic activity were compared
with Group I. In Group |, acceleration of both intrinsic and extrinsic coagulation occurred in portal blood
and apparent DIC occurred in portal blood ten minutes after PVO. All dogs of Group I died within average
105 minutes after changes of blood coagulation and fibrinolytic activity were observed. On internal surface
of the catheter, no thrombotic formation was noted. With the use of bypass procedure by this catheter, portal
vein shut-down is performed safely for fairly long period during operation. Indication of this catheter is
recommended broadly in hepatobiliary and pancreatic surgery.

Keywords Porta-systemic bypass, catheter-bypass, H-RSD, Portal vein obstruction, DIC.

Jpn. J. Artif. Organs 11(6), 962-965 (1982)
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AN Lhgizs 12(2), 697-700 (1983)
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Nakao, A. and Kondo, T. New technique of radical pancreatectomy with the use of the heparinized
hydrophilic bypass-catheter of the portal vein. Because of invasion of the pancreatic cancer into
surrounding tissue, especially into portal vein, at the time of diagnosis, curable resection of the pancreatic
cancer has been rarely indicated. However, with the use of anti-thrombotic catheter (Toray, H-RSD)
bypassing portal vein and systemic vein during operation, congestion of superior mesenteric vein (SMV) is
prevented for considerably long period and curable total pancreatectomy accompanying portal vein
resection is performed without difficulty. Our current technique of the total pancreatectomy for pancreatic
cancer is following. Peritoneal cavity is entered by uppermidline incision and the heparinized hydrophilic
catheter is placed between one of the branches of the SMV and the greater saphenous vein. Before any
manipulation of the pancreas, the gastroduodenal and splenic arteries are ligated, then the portal and SM
veins are ligated simultaneously just above and below the pancreas. Then total pancreatectomy
accompanying portal vein resection is performed. Portal vein is reconstructed by end-to-end anastomosis,
and reconstruction of the alimentary tract is retrocolic gastrojejunostomy and choledochojejunostomy
(Imanaga | method). By this technique, respectability has been improving and, furthermore, improvement
of survivals or curability will be expected. Keywords Pancreatic cancer, Catheter-bypass, H-RSD, Portal
vein resection, Radical pancreatectomy.

Jpn. J. Artif. Organs 12(2), 697-700 (1983)




Catheter-Bypass of the Portal Vein

A: Bypass between the mesenteric and femoral veins
B: Bypass between the mesenteric and umbilical veins
C: Bypass between the mesenteric and hepatic hilar portal veins Nakao A et al. Surgery 1990
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Cancer surgery for pancreatic cancer:
Isolated pancreatectomy

en bloc pancreatoduodenectomy under
non—touch isolation technique
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Isolated PD with PV resection

Laparotomy

Intraoperative examination (cytology, US, IVUS)

Catheter-bypass of the portal vein
Mesenteric approach (| § ) dissection)

Excision of the hepatoduodenal ligament (“af S dissection)
Dissection of the the stomach and the upper jejunum
Dissection of the pancreas (8 \fdissection)

PLsma dissection ( | #F } A dissection)

PV SMWissection

Pancreatectomy

. Para-aortic lymph node excision
. PV reconstruction

. Gastrointestinal reconstruction

Nakao A, Hepatogastroenterology 1993; 40: 426-429
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|Isolated Pancreatectomy
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Nakao A, et al.

sSurgery

Portal vein resection with a new
antithrombogenic catheter
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Nakao A, et al.

Hepato-
gastroenterology

Isolated pancreatectomy for pancreatic head
carcinoma using catheter bypass of the portal
vein

Mimura H, et al.

Hepato-
gastroenterology

Isolated pancreatectomy for ductal carcinoma
of the pancreatic head of the pancreas




Resectability rate and operative procedure for carcinoma of the pancreas
(July 1981-March 2011)

Tumor Operation Resection PV Resectability Operative Operative procedure
location resection deaths

TP PpTP PD PpPD DP PHRSD

Head 54 3 277 53 1 1
(33) (2) (195 (26) (0) (0)

Body, tail 8 5 3 87
® @ ™ (13)
Entire gland 1" 1
(10)  (0)

504 312(61.9%) 70.0% 1(2.2%) 73 280 53 88 1
(71) (4) (196) (26) (15) (0)

PV, portal vein; TP, total pancreatectomy; PD, pancreatoduodenectomy;

PpPD, pylorus-preserving pancreatoduodenectomy;PHRSD, pancreatic head resection with segmental
duodenectomy; DP, distal pancreatectomy.

Numbers in parentheses indicate the number of portal vein resections accompanying each type of pancreatectomy.

Dept. of Surgery Il, Nagoya University Hospital



Cumulative survival rates according to the JPS stage classification
(July 1981~March 2011)

/ n=13
I n=9
/] n=119
IVa n=185
IVb n=178
Unresectable — n=216

V]
)
(L)
S
©
2
>
-
=
(V)]

| ' |
24 36
Months after surgery

Nakao A, et al. World J Surg 2006

Department of Surgery I, Nagoya University Hospital
Kanda M, Nakao A, et al. Ann Surg 2010




Pancreatectomies combined with portal vein resection
In pancreatic cancer surgery (July 1981- March 2011)

Operative TP+PV,SMV 65 PD+PV,SMV 127
procedure PpTP+PV, SMV 4 PpPD+PV,SMV 13

v/ \V/

Resected
area of
portal vein

124(3)
SMA 1,
HA 7

( ) operative death(s)

PD+ SMV 59
PD+PV 6 DP+PV 3
PpPD+SMV 11 DP+PV, SMV 12 PD+PV 4

TP+SMV 4

VC V/ A\ A\ \V

PpPD+PV 2 (partial) (partial)

12(0)
CA1

Department of Surgery I, Nagoya University Hospital




Comparison of cumulative survival rates in pancreatic head cancer
according to portal vein (PV) and arterial (A) resection. (July 1981~March 2011)

PV resection(-), A resection(-) (n=265)——

. ] P<0.0001
PV resection(+), A resection(-) (n=11) —
PV resection(+), A resection(+) (n=112) P<0.0001

Unresectable (n=144) |
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)
C
S
©
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| S
=
(V]

2 3
Months after surgery

Nakao A, et al. World J Surg 2006 Department of Surgery I, Nagoya University Hospital



Angiographic Type on Portogram

Type A: normal Type B: unilateral Type C: bilateral Type D: stenosis or
narrowing narrowing obstruction with
collateral veins

Nakao A, et al. Surgery 1995



Radiographic classification

Nakao A, at al. Ann Surg 2011 accepted



Comparison of cumulative survival rates of pancreatic head carcinoma
according to angiographic type on portogram. (July 1981~March 2011)

Type A (n=128)

|
P=0. I01 9

Type B (n=88)

P<0} 01

Type C (n=103)

Type D (n=70)

|
P<0.01
Unresectable (n=144) ——
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s
C
|
©
2
>
| S
-
(Vo]

| ' |
24 36
Months after surgery

Nakao A, et al. Surgery 1995 Department of Surgery Il, Nagoya University Hospital



Comparison of cumulative survival rates in patients with and without invasion of a venous wall
in the portal system (pPV) and invasion of the dissected peripancreatic tissue margin (pDPM)
in patients with carcinoma of the pancreatic head. (July 1981~March 2011)

—— pPV(-) pDPM(-) (n=99) —1
P<0.001
—— pPV(+) pDPM(-) (n=87) —

pPV(-) pDPM(+) (n=151) P<0.01

—— pPV(+) pDPM(+) (n=52) |
P<0.01
Unresectable (n=144)
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| |
24 36
Months after surgery

Nakao A, et al. World J Surg 2006 Department of Surgery I, Nagoya University Hospital



Changes of resected pancreatic cancer cases
In every 5 years since 1981

(1981.7~2011.3)

M resected cases
total: 504

m portal vein resection
total: 312 (61.9%)

1 mortality
total 11 (2.2%)

1981-1985 1986-1990 1991-1995 1996-2000 2001-2005  2006-2011.3 _
7.0% 11.3% 1.8% 1.7% 0% 0% Mortality

Department of Surgery Il, Nagoya University Hospital



Intrapancreatic Development

1) continuous? r
2) skipping? ‘




Immunostaining of normal pancreatic duct epithelium

DUPAN 2

Ichihara T, Nakao A, et al. Cancer 61:324-333, 1988



Immunostaining of pancreatic carcinoma

DUPAN 2

Ichihara T, Nakao A, et al. Cancer 61:324-333, 1988




HE staining and immunostaining

Nakao A, et al. Ann Surg 209:181-187, 1989.



Intrapancreatic Development

HE  (N=34) 1S (N=34)
Phb (c) [
Phbt (s) g
0
Pht (s)
17
Phbt (c)

Nakao A, et al. Ann Surg 209: 181-187, 1989



Lymph node involvement in patients with carcinoma of
the head of the pancreas region

Carcinoma of the Carcinoma of the  Carcinoma of the
head of the pancreas distal bile duct papilla of Vater
(n=90) (n=22) (n=27)

0 0
0
0

0

0
0
0
0
13
0
2
2

1 (4)
11 (41)
3 (11)
0
0
6 (22)
0

Values in parentheses represent percentages
Nakao A, et al. Br J Surg 82: 399-402, 1995



Prognosis of pancreatic head cancer according to lymph node metastasis
(July 1981~December 2009)

NO — MST=17.2M (n=92) ————
N1 —— MST=13.3M (n=88) —
N2 — MST=10.9M (n=90)

N3 MST=8.5M (n=68) — |
unresectable MST=5.7M (n=136)

*:p<0.01 **¥:p<0.001 ***:p<0.0001
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24 36 48 60
Months after surgery

Nakao A, et al. World J Surg 2006 Department of Surgery I, Nagoya University Hospital



Survival rates of the patients with or without No.16 lymph node metastasis
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p)

Lymph node — ]
metastasis (-) (n=60) J P=0.0045*

Lymph node metastasis (+)
No. 16 (-) (n=84) —

No. 16 metastasis (+) P=0.1175

(n=34)

Sakai M, Nakao A, et al. Surgery 2005; 137: 606-611
Yamada S, Nakao A, et al. Pancreas 2009; 38:e13-e17




Extrapancreatic nerve plexuses

Right celiac ganglion

Pl ce PL ph I: Pancreatic head plexus I

PL sma : Superior mesenteric

eft celiac arterial plexus
ganglion o, ;. plexus within the hepato-
PL phI duodenal ligament
PL phII PL ce : Celiac plexus
Uncinate PL phII : Pancreatic head plexus II
Process PL cha: C(l)mmon hepatic artery
. — ~ PL sma REEES
Duoden(rg \ 2 PL sp : Splenic plexus

(JPS 2nd English Ed. 2003)



Relationship between plexus invasion and
portal vein invasion, lymph node metastasis,
or invasion of the margins

Lymph node Invasion of the

Plexus Portal invasion metastasis margins
nvasion  py(-) pv(+) nE@) ) ew() ew(+)
pl(-) 34 15 16 33 39 10
pl(+) 27 53 24 56 21 59
P <0.01 NS p <0.01

NS, not significant.

Nakao A, et al. Pancreas 12: 357-361, 1996.



Anatomical Location of the Extrapancreatic Nerve Plexus

Second portion of the pancreatic head nerve plexus

Portal vein

Inferior pancreaticoduodenal artery

’ Pancreas
Superior mesenteric artery
First portion of the
pancreatic head nerve
plexus \ S

Inferior vena cava \‘ 'M
Right kidney ’

Celiac ganglion

Duodenum

Aorta







Intraportal Endovascular US
at the level of Uneus,_ ™
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2 mm

Kaneko T, Nakao A, et al. Ann Surg 1995; 222:711-718
Nakao A, et al. World J Surg 1999; 23:892-895
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Kaneko T, Nakao A, et al.
Surgery 115:438-444, 1994.
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Tumor Invasion to SMV

Nakao A, et al. World J Surg 23:892-895, 1999.



Tumor Invasion to PV and PL-phll

V¥
Invasionto =
PL-phll + 27

Kaneko T, Nakao A, et al. Int J Pancreatol 19:1-7, 1996.



Invasion to PL ph II

Kaneko T, Nakao A, et al. Int J Pancreatol 19:1-7, 1996.



Prognosis of pancreatic head cancer according to extrapancreatic nerve plexus invasion
and dissected peripancreatic margin (July 1981~March 2011)

pPL(-) pDPM(-) (n=273)

pPL(-) pDPM(+) (n=74)

pPL(+) pDPM(-) (n=56)

pPL(+) pDPM(+) (n=101)

Unresectable (n=216)
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*¥:p<001 **¥:p<0.001 **%:p<0.0001

24 36
Months after surgery

Department of Surgery Il, Nagoya University Hospital
Nakao A, et al. Pancreas 2004. Tezel E, et al. Pancreatology 2004




Is Pancreatic Cancer Systemic Disease?

Cancer cells in peripheral blood

1) Nomoto S, et al. Jpn J Cancer Res 87:793-797, 1996
K-ras, postoperative period: 10/10 (100%)

2) Uemura T, et al. J Gastroenterol 39:56-60, 2004
K-ras: 9/26 (35%)
Peritoneal washing cytology

1) Nomoto S, et al. Pancreas 14:126-132, 1997
conventional: 0/18 (0%), CEA, CA19-9 staining: 2/18 (11%)

2) Nakao A, et al. Hepatogastroenterology 46:2974-2977, 1999
conventional 5/66 (8%), CEA, CA19-9 staining 14/66 (22%)
prognosis between cytology positive and negative: N.S.

3) Yamada S, et al. Ann Surg 246:254-256, 2007
prognosis between resectable CY (-) and resectable (+): N.S.

Lymph node metastasis

1) Ando N, et al. Pancreas 15:374-378, 1997
K-ras, paraaortic lymph nodes: 42/101 (42%)

Liver metastasis

1) Inoue S, et al. Jpn J Cancer Res 86:626-630, 1995
K-ras: 13/17 (76%)




Liver Perfusion Chemotherapy Via Portal Vein

5FU: 250mg/day, continuously ~ 3, 4 ws



The cumulative survival rates according to
DPD expression and LPC

stage IIA,IIB,IV

survival rate
DPD-LPC+ (n:23)17.8M

DPD-LPC- (n:16) 8.3M
; DPD+LPC+ ( n:17 )14.0M
o - DPD+LPC- (n:14) 5.5M

1 1

" negative
. 5396
] |

;) 6 1l2 ll8 2l4 3IO 3l6 4I2 - 4l8 mo nth S

Nakayama S, Nakao A, et al. Ann Surg 2004; 240: 840-844



Historical comparison of cumulative survival rates in patients with
pancreatic carcinoma in every 5 years since 1981

1981-1985 MST=7.0M (n=43)

1986-1990 MST=10.1M (n=53)
1991-1995 MST=13.9M (n=55)
1996-2000 MST=12.6M (n=59)
2001-2005 MST=13.5M (n=96)
2006-2010 MST=24.3 (n=186)

2011- n=12
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| ' |
24 36
Month after surgery

Department of Surgery Il, Nagoya University Hospital



Overall survival rate of patients with IPMN
(1991.3~2011.3)
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-
(V]

Adenoma (n=95)
Cis (n=37)
Minimal (n=17)
invasive (n=25)

| ' | ' |
24 36 48
Months after surgery

Fujii T, et al. Hepatogastroenterlogy 2007 Department of Surgery Il, Nagoya University Hospital



Operative Procedures
for IPMNs and MCNs of the Pancreas

infiltration into the
pancreatic parenchyma

operative procedures

[with lymph node dissection(D,) ]

IPMNS

ﬂvithout lymph node dissection\

MCNSs ~

Ph
Pb
Pt
Phbt

\
> PHRSD
—+— MP
Dp (spleen
preservation)
> TPSD
J

%

Department of Surgery Il, Nagoya University Hospital



Pancreatic Head Resection with Segmental
Duodenectomy (PHRSD)

PHA
RGA | - E ——

SDA SMA U AT
s CHA } y N““:,L;,___,’_T.’F 7!

GDA " >
reconstruction

resected portion

GEA # TPsPDA .
= PIPDA N

IPDA

ASPDA™~__y " AIPDA

resected area of the arteries Nakao A, et al. Shujutsu (Operation) 1994
Nakao A. Hepatogastroenterolgy 1998

Nakao A, et al. Ann Surg 2007
Nakao A, et al. JHBP Surg 2009



Pancreatic Head Resection with Segmental Duodenectomy (PHRSD)-1

Nakao A & Fernandez-Cruz L. Ann Surg 2007;246:923-928



Pancreatic Head Resection with Segmental Duodenectomy (PHRSD)-2

Nakao A & Fernandez-Cruz L. Ann Surg 2007;246:923-928



Pancreatic Head Resection with Segmental Duodenectomy (PHRSD)-3

Nakao A & Fernandez-Cruz L. Ann Surg 2007;246:923-928



Middle Pancreatectomy (MP)

resected portion reconstruction

Shikano T, Nako A, et al. Surgery 2010; 147:21-29



Survival rate after surgery (1981-2011.3)

IPMN (n=184)

T

e ey
CBD ca. (n=70p, P. Vater ca. (n=75)
HCC (n=679)

(]
i
©
-
©
2
>
-
-
(Vs

GB ca. (n=68)

Panc ca. (n=504)

| ) |
24 36
Months after surgery

Department of Surgery Il, Nagoya University Hospital



fitT =0 Al BEE U PREE I 2% (%2 K= 451)
(1981~2011.3)

PR £ B 2
TP 96 /6

PpPD 146 26
PD 418 202

PHRSD 68 0
DPPHR 1 0
DP
MP 31
7
14 2
14 (1.5%)

O O O O O OO0 O O




A schematic representation of the genetic genome
structure of HF10

3832 bp

2295 bp deleted

deleted

UL55 UL54 UL53 UL52 UL54 UL56

l._.| UL53 UL55

6027 bp
inserted

Kimata H, Nakao A, et al. Ann Surg Oncol 2006



Intratumoral injection of herpes simplex virus HF10
In recurrent breast cancer

Nakao A, et al. Ann Oncol 2004
Kimata H, Nakao A, et al. Ann Surg Oncol 2006
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~ ~PET preope

- Vg

Nakao A, et al. Cancer Gene Ther, 2011



HSV envelope protein was detected from autopsy specimen

Patient 2 S R e Patient 3

o A8 N
St
4' —

Nakao A, et al. Cancer Gene Ther, 2011
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