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ABSTRACT ARTICLE HISTORY
A pair of enantiomeric 4-oxabicyclic[4.3.0]lactam derivatives, (+)- and Received 29 September 2017
{-)-penicilactam A (1), and one new polyketide derivative penicitrinone Accepted 19 November 2017
F (2) were isolated from the marine-derived fungus Penicillium

) ) : KEYWORDS
griseofulvum GT-10. Their structures and absolute configurations Penicillium griseofulvurm;
were elucidated through extensive spectroscopic analyses combined bicyclic lactam; polyketilde;
with the calculated ECD spectra. Penicitrinone F (2) had moderate antibacterial activity
inhibitory activity towards Bacillus subtilis with a MIC value of 6.3 uM.
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1. Introduction

The biologically active and structurally unique secondary metabolites of marine microor-
ganisms have been widely recognised as the emerging sources for drug screening (Molinski
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etal. 2009). Over the past 30 years, more than 22,000 bioactive natural products were isolated
from marine microorganisms (Blunt et al. 2017). Especially, a number of secondary metabo-
lites that showed impressive biological activities have been obtained from the marine-derived
fungi of the genus Penicillium (Huang et al. 2011; Bao et al. 2013; Qi et al. 2013; Liu et al. 2015).
As part of our ongoing searches for structurally novel metabolites with interesting biological
activities from fungi (Cao et al. 2016; Xu et al. 2017), the marine-derived fungus Penicillium
griseofulvum GT-10 attracted our attentions because the EtOAc extract of this fungal culture
exhibited antibacterial activity. Bioassay-guided fractionation of the extract of the fungus
P. griseofulvum GT-10 led to the isolation of a pair of enantiomeric 5-oxabicyclic[4.3.0]lactam
derivatives, (+)- and (—)-penicilactam A (1), and one new polyketide derivative, penicitrinone
F (2) (Figure 1).In order to determine the absolute configurations of (+)-1 and (-)-1, electronic
circular dichroism (ECD) of both were computed using quantum theory and compared with
the corresponding experimental ECD data. Herein, we report the isolations, absolute config-
uration determinations and biological activities of these compounds.

2. Resutts and discussion

(+)-Penicilactam A (1) was obtained as light yellow oil with a molecular formula of C (H,,NO,
by HRESIMS (m/z250.1798 [M + H1"). In the 'Hand *C NMR spectra of 1, two methyl groups
(6H 1.80; 6. 10.1) and (6, 1.65; 6. 17.9), one unusual oxygen-bearing methine (5, 5.21; R
87.5), two olefinic methines (6H 5.43; éc 131.1) and (6H 5.41; 6C 125.1) and three quaternary
carbons, including a carbonyl carbon (5. 163.4) and two olefinic carbons (5. 163.6 and 106.5),
were observed. These NMR features indicated 1 shares the similar bicyclic lactam as that of
cladosporilactam A, previously isolated from a gorgonian-derived Cladosporium sp. fungus
(Cao et al. 2015). In fact, the racemic mixture of 1 has been previously obtained from the
fungus Penicillium brevicompactum Dierckx (Cantin et al. 1999). Penicilactam A (1) represent
the bicyclic lactam characterised with a 5-oxabicyclic[4.3.0]lactam skeleton isolated from
nature for the second time. Thorough inspection of the 2D NMR spectra of 1 (Figure 513)
matched well all of carbons and protons.

In order to clarify the racemic mixture of 1, HPLC analysis of 1 on a chiral column (Chiralpak
ID) was carried out. Two distinct chromatographic peaks with a ratio of 1:1 were found and
two enantiomers were then obtained. The ECD spectra of (+)-1 ([oc]f)O = +55.6° (¢ 1.80,
CH,OH)) and (-)-1 ([@]¥ = —51.3°(c 2.60, CH,OH)) displayed mirror-image-like curves, con-
firming their enantiomeric relationship. To compare the computed ECD spectra with the
experimental results is a valid method to assign absolute configurations of natural products
(Zhu 2015). Thus, the absolute configurations of (+)-1 and (~)-1 were assigned by comparing
their experimental ECD with the predicted results using density functional theory (DFT)

OH

QO
H H ~
8@"’; ’i( ]
O 14 0X ] 0 = 7N

N 6 ){/ RN/ - ” Iz s
AR NS g T _

1. Ha = = \_ﬁ_\& T Ean T
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Figure 1. Structures of compounds (x) 1 and 2.
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method. The predicted ECD for (6R)-1 looked similar to the experimental ECD of (+)-1, and
the predicted ECD for (65)-1 looked similar to the experimental ECD of (-)-1 (Figure S1).
Obviously, the absolute configurations of (+)-1 and (-)-1 were assigned as (R) and (5),
respectively.

Penicitrinone F (2) was obtained as pale yellow solid. It's molecular formula of C,5H,50,
was determined by HRESIMS (m/z 253.1074 [M + H]*). The 'H NMR spectrum exhibited four
methyl signals at 6H 1.28 (d, J=7.2 Hz, Me-4), 1.39 (d, J = 6.0 Hz, Me-1), 1.92 (s, Me-4') and
2.11 (s, Me-2"), one oxygenated methine proton at 6H 5.49(dqg, /= 10.2,6.0 Hz, H-2) and one
formoxyl proton at 5, 7.87 (s, 2-OCHO). The 3C NMR spectra revealed the presence of 13
carbon signals including four methyls [6C 8.4 (Me-4'),12.6 (Me-2'), 15.5 (Me-4) and 19.1 (Me-
1)1, one oxymethylene at 5. 72.9 {Me-2), one formoxyl at 6. 160.2 (2-OCHO), two carbonyls
at 6c [182.9 (C-6), 187.4 (C-3")] and four unsaturated carbons at (SC [116.5(C-4"), 140.2 (C-1"),
144.9 (C-2") and 150 (C-5")]. These NMR data showed close similarity to citriquinone A (Ranji
et al. 2013), which suggested that 2 had a citrinin skeleton. Comparison of the NMR data of
2 with citriquinone A showed that the obvious difference between them was that the methyl
group connected to C-4'in 2 replaced the —CH,CH,CH,CH,COCH,—group in citriquinone A,
which was confirmed by the HMBC cross-peaks from Me-4' to C-3" and C-5' (Figure S13).
Thus, the plane structure of 2 was assigned. The absolute configurations of C-2 and C-3in 2
were assigned as (R) and (S), respectively, by comparison with the coupling constants of the
reported citrinin derivatives citrinin H2 and citrinin H1, which have similar chiral stereogenic
centres (Trivedi et al. 1993; Hirota et al. 2002).

Compounds (+)-1, (-)-1 and 2 were tested for their antibacterial activity toward three
pathogenic bacteria, Bacillus subtilis, Micrococcus lysodeikticus and Vibrio anguillarum, respec-
tively. The results displayed that both of (+)-1 and (-)-1 showed weak inhibitory activities
against M. lysodeikticus and V. anguillarum with a MIC value of 25.0 uM. Compound 2 had
moderate inhibitory activities towards B. subtilis with an MIC value of 6.3 pM.

3. Conclusions

Our investigation on the chemical constituents of the extract from marine-derived fungal
strain P, griseofulvum GT-10 led to the obtainment of three compounds. Among these com-
pounds, (+)-1and (-)-1 were reported for the first time as enantiomers, 2 was a new polyket-
ide analogue. All of the compounds showed antimicrobial activity.

Supplementary materiai

The 1D and 2D NMR, MS spectra and Calcd ECD data of (+)-1 and 2 are available.
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The expression of CXCR7 in gastric carcinoma and the relationship with clinical
characteristics

ZHANG Bin', LOU Hong, LIU Song, LIU Zhi
Department of General Surgery, Second Hospital of Baoding, Baoding 071000, Hebei, China

Abstract: Objective  To investigate the expression of C-X-C chemokine receptor 7 (CXCR7) in the tissues of -
tients with gastric carcinoma and the relationship with clinical characteristics, Method The gastric carcinoma tissue
specimens and adjacent mucosal tissues specimens from 104 patients with gastric carcinoma and normal gastric mucosal
tissue specimens from 50 patients with benign gastric lesions underwent subtolal gastrectomy were selected. The expres-
sions of CXCR7 in the carcinoma tissues, adjacent mucosal tissues and normal gastric mucosal tissues were detected by
immunohistochemistry aid immunofliorescence double staining. The relationsh ip between the expression of CXCR7 and
the clinical characteristics of gastric carcinoma patients was analyzed. Result The positive expression rate of CXCR7 in
the gastric carcinoma tissues was significantly higher than that in the notmal gastric mucosal tissues and adjacent mucosal
tissues (P<0.01). The positive expression rates of CXCR7 in the patients with tumor diameter =5 em, TNM stage 1T to
IV, positive lymph node metastasis, poorly differentiated, positive serosa invasion were significantly higher than those
with tumor diameter <5 cni, TNM stage | toll, negative lymph node metastasis. moderately-well differentiated and nega-
live serosa invasion (#<0.05). The Spearman level correlation analysis showed that the tumor diameter, TNM stage. the
lymph node metastasis, invasion depth were positively correlated with CXCR7 ex pression (7=0.538, 0.627, 0.569, 0,597,
P<0.01). The degree of cell differentiation was negatively correlated with CXCR7 expression (r=—0.513, P<0.01).
Conclusion  The positive expression rate of CXCR7 in gastric cancer lissues is high. It has high application value in the
diagnosis of gastric carcinoma. CXCR7 detection is helpful for the clinician togudge the progress of gastric carcinoma.

Key words: gastric carcinoma; C-X-C chemokine receptor 7; immunohistochemistry; lymph node metastasis; tumor
diameter

Oncol Prog, 2019, 17(1 ]

REZRELWEURERUME, AERE  FHEL L B, F 4R 8 1 547 9 B B A0 4 M
KR PHMEBEE S TH B GEAER, B BAGHT, F AT H A BB 7105 o TS 40 7 o iy
CHTER, SEE SRR LY R T # MRAREREMBRERARABF W ELZ A, 4
MEBE. BEEHNTER T 5B FRA FREH, hERE A AEKE FEMB AL
b5 B s R R T A DL R A REPHBEBY REFEEWER, AT A0

"i# 15 1€ # (corresponding author ) , 5 45 ; tuch756@163.com

>3



1216

CFEFERLRED 20195 HE 17 £ Z 0%

EHWRBRERXE, HMUBTFEELF T 4
MR AR P, B BB E T
R mEA KB AEKEF R EF R
AR E T AR ENREEEWNEEER WA
B T EAEWREER., #hH
F % 4k 7(C-X-C chemokine receptor 7, CXCR7) £
BAEETZERRETH—RY. AHELI, CX-
CR7 #7 #5 H, B F % 4K 4 (C-X-C chemokine receptor
4, CXCR4) ¥ & # 4 I F B & 12 (C-X-C chemo-
kine ligand 12, CXCL12) [ B 3 Ji% 40 Mo 7 B F-1
(stromal cell-derived factor-1, SDF-1)]# % & , il
SDF-1 B IEE A B R . 9P £ E g & T i
BHRE KRB PHRESEEEWEFCY,
AFEURT 40| EREHERAL B LB
HRFS0PIBEHMRUFERF LY EHELAR
CXCR7 B9 & 58 W, FF 04T T CXCRT 9 B % 3K
HERELGEARKMENXR, BEEANERWIEK
Ve EHNERE, AREL T,
1 BENEFE
11—

WH2015F 1 AZE0I7T# R2AREHTE _E
KB ERBREMEBALATA. EEEXW
AN OQHHTTERERER TR A, OHE
ARFEFREUE OREZ LT 54
KRBT OB REN T2, HRFE: AFE M
T EWES. REMAN SRR, KR
HMN104 BB A, 2L F, Fechl, £3841;51
HUT7H,51~69 % 836,69 % UL L 144, [ 8t
R LRI04 6 F B EE N B EEHBALHGENE
HE=5 cm)FRA, AR A B B E LT B
HHRIE. FEBAREHUIENTERS TR
AHERERFREEFWEY EHEALFA,
BHMRUFERENN AR A: OZHEDH R
BERRETHULEBAEXR BHED . REMFERLR
S QOULFEFRBELAFAEATHHE O
REMTE. ik Qa8 & 4%,
QFESEWNC M E KD ER; @b HH
MERK. REINFTHEBRTE, KFTEHAN
BHRMAEEHSOH, Lo, 324, &£ 184,
S1Z LT 441,51~69 % 404,69 2 LL L6, #
HEHBMR FRHLER, ZRYFERITHFELP>
0.05), B A thtk,
1.2 REEARZERESZ

K ST RN A R TR W
BREAN BFRBEHARA LY G AR+ CX-
CRTH R IZLEN . BARF ¥ Brf AR AF AL 10%
FUHTBARBE, 2SN AE G EEENR
BY R, BEA N4 pm; F 47 A B8 E A, A4

BB & HATIHRE £, 1T = & £ B X i (diamino-
benzidine, DAB) ER B &, — i _HHAHBELE
WA 1200, AR EES, A KA A, 8%E
% v # (phosphate buffered saline, PBS) # % . # &
KA &I A CXCRT % 5 B Hi 4k (W B % [F Abno-
va/y 8D, FHEERLIA RS Bt THRE,
1.3 RBERUFLEERHEMERNEEE
DAL eRE a6l LEE
Rt oMU R S EARNLAFNEES
EH#RTF¥TEHAE. 5RHEXIBRIG L EE
AR S BB ST, RES
BEHARTE:REHON  RECH1 4, EES
20, /e R33N . M SR EanE &
FUSE AT IS A B LI (x400) T 2R TE
MG, T EMR M &8 At fl, P e
MBI & HLBI<5% 4 04, 6%~25% 4 1 4, 26%~50% |
H20,51%~75% K 35 ,>T5% K 44, BRF=
M, REAERODHAMK(), 1340 HHEE
(+),4~5 0K P EMHME (), 6579 HREZ
(HH) . KAREFHME ) FEARG+HES
BBRE () U3 2 PR R 3A, R E () U3 A TR % &
ik . ttﬁi%’%éﬂ%fé%é&ﬂ%éﬂéﬂiﬁﬁ%ﬁﬁé;
Sl CXCR7THFAM R IAE, p T CXCRT XL 58 |
BEHERBMH*A, URCXCR7T A 5ES
B WG RAFAE A X, K
14 GIHFEH*E ;
K SPSS 20.0 % X BB H AT At o 4T. 7
ERAMUHHLAEZ Ge) KT A LB R 0]
BB, HEAB UG E PR RR, A EE
x4 B 5 A K A4 947 K R Spearman 48 % 4 45
LP<0.05 2 FH Fit ¥ &>
2 g ;
2.1 CXCR7 EBEAAMER BFHHAAPRRE
kg5
B % 4 4 F CXCR7 ¥ P & 3£ R 4 94.23%.
HESTEYERBARN200%, ZREHITS
B X (=125.106, P < 0.01); & % 41 4 # CXCRT =
FEREGORBEE (DB ART. (R
# 1 A S0 IE T § UL CXCRT k5 B
[n(%)]
HYLE A - + i He O
B AR (n=104) 6(5.77) 14(13.46) 48(46.15) 36(34.625 |
EH B EBMEAH(n=50) 49(98.0) 1(2.00)  0C00) N

00} ¢
2.2 CXCR7 # BR4AARBERIEAL - HFEE
FRIEER :
CXCR7 7 B % 4L 4 Y PR M R 348 £ 4 94.238
(98/104), B & & T & & 25 L 41 41 5 19 37.50%( 398
104), 2 7 H %1t # B X (=74.437,P<0.01).




OGY PROGRESS, May 2019 Mol 17 No. 10

1217

T EIG PR 45T B 5 B & B RE R+ CXCRY :0)
S0

e B 42 =5 em. TNM 4+ % HI~IVE . Bk E
;fﬁiﬁift&%}{b.ﬁ&%ﬁﬁ#}%%%%%%iﬂiw
~R7 W FH P & ik g 4 T M B <S5 em,
a4 % [ 118 0ok 2 o i 2 b
L Y R, R ST F R AP <
D (&2

7 B R 4 AE B
5 L R

5 B % 8 g 4 8 & CXCRT K iA

RE B Gﬁﬂﬁ& @ﬁgﬁ& CE P
FH 7 (em) 4,062 0.044
5 38 5(13.16) 33(86.84)
:5 66 1(1.52) 65(98.48)
V4 # 6.608 0.010
[~11 30 5(16.67) 25(83.33)
I~V 74 1(1.35) 73(98.65)
G¥-2 2 8.345 0.004
£ 38 6(15.79) 32(84.21)
g 66 00 66¢100)
YBE 5.848 0.016
=T 32 5(15.62) 27(84.38)
Ko 72 1€1.39) 71(98.61)
ARE 5748 0.017
*EREE 21 4(19.05) 17(80.95)

(&R M 83 20241 81(97.59)

| CXCR7 &ik5 B B aARHHE R FE S M
% Spearman Tk AH 3% 4F A, & ERT,AEE
H‘JH‘HEE%\TNM%M.%E.f‘*fﬁ%%'lﬁiﬁdé’:ﬂﬂ
E¥HE %-%%H?;Rﬂf’cxcmé’q%i&iﬂﬁiiﬁﬁ
(7=0.538 . 0,627 .0.569 .0.597, P < 0.01), i
EE UM P CXCRI M REENE fi 48 X
=-0.513,P<0.01),
WHig
%%éi%%ﬁ%ﬁﬁk%%ﬂﬁd\ﬁ,éﬁk%
%ﬁ%%%%%,,ﬁ\%%iﬁfﬁﬁ%kzﬁ:w?
t. i&@ﬂé,%’%é‘ﬂi%$ﬁ%fTP§,EE%¢
%E’Jﬁ%;mﬂﬂﬁﬁ,*%fré%fs‘éé‘aﬂi%tb
BT w ", ERMARERELMAT AR
.,;tﬁ%%%’%%i%%%t%ﬁ%%ﬁ%ﬁﬁﬁ
:,Eﬁﬁin%%%ii’ﬂﬁﬁ%%%é@ﬁ@%m\
;ﬁEEﬁ\\ﬂ@mﬁ%ﬁ%ﬁ&%&%%ﬁvﬁ%%@%ﬁ
Sl ﬁ@?%%ﬁﬂ,é@f?éﬁﬁﬂ%%lﬁ%%ﬁﬁ%é’ﬂfﬁ
i%,@zmzﬂﬁﬁmmmmmﬂm CXC #
:%%ﬁ%%,ﬁﬁﬁfg%%éé&w@ﬁﬁf‘é%’
kﬂ%'t%'ré%ﬁ/iﬁJ%’ﬁu%ﬁ%ﬁi&é&]ﬂ@%ﬂ%é%ﬁk
mﬁ-@ﬁﬁwﬂ%%,ﬁﬁﬁ%%&ﬁ%%&ﬂﬁa
%57%’%ﬁﬂwﬁé@ii\i%&%%%ﬁﬁ”u
%Mc[ﬂ%%fﬁéﬁﬁ%ﬁéfhé&w@%iﬂé@d\ﬁ%
ML E B, i 70~100 N B EBA R ER- TN &)
e ZiF =K A e FHEBAEFEARFT TS

AANRET R AR, TN CXC.CC.CX3C#n
CHA A, H 3t W % 4R A CXCR.CCR.CX3CR
1 CR. CXCL12 B FCXCHMMLET. HHRK
f)”u,cxcuz)"iii%ﬂ%%#ﬂﬂ%ééﬂéﬂ%ﬂéﬁlﬂw,
CXCL12 W % — % & & CXCR4, BE £ X T CX-
CL12/CXCR4 K BL # W9 Hf R & % , CXCL12 5 CX-
CR4%é\ﬁé’ﬂ%ﬁiﬁmﬂ%émﬂ@é@f%%%u%%“"% 1,
ﬁﬁﬁ%i%,CXCR7{‘L%CXCL12E’\J>‘%1$,ELE
cxcuzﬁ\t?ﬁ&’r%‘ﬂ’v%frﬂﬁ“‘”,mﬁb%&%ﬁ,vﬁ?gﬁé
ﬂclﬂ%Eﬁ%%%%%%é\ﬁﬁiﬁé%%‘éﬁkmw
CXCR7,Tﬂﬁﬁﬁ%%f&ﬁﬂﬁ@éﬂ]ﬂ’@%i@ﬁ\%%\
TEAG B DA BT AT A B B A R HHFRK
f)ﬁL,cxcmEﬂ%%\ﬁtﬁi%\%ﬁﬁ\ﬂi%%%%%
T K R R B AR CXCR7 £ E XA
F 4 ot 4R B B Ao 4 B RF AHEF, BRA
e cxcmﬂ’»ﬂsaftﬁ%itﬁﬁﬂﬁ%‘%ﬁ%%zﬁﬂﬁéﬂ
éR,ECXCR7E%‘?§’52H?R&$U§“§%Z%H;Uﬂéﬂﬂlﬂi’/ﬂ
ﬁﬁ)’r%iﬁ,%‘fs‘azﬂéﬁdﬂcxcméwa'&%itwﬂi
= F e AP <000, &RHA CXCR7 t % ik
m%%%ﬂﬁéxﬁﬁ%&%iéﬁ%ﬁkﬁﬁiﬂﬁm“%
CXCR7 5 b 8 MR 35 A <o 2 b g Y AR R
i&%%‘»f‘i%ﬁs‘aﬁkwﬁmﬁ%,Hwaérﬂﬁ@a‘ﬂ
%ﬁ%%ﬁﬁé’n‘w\mz&m@@%,}Mﬁm?ﬁcm%fw
] A" CXCRTETFGEABHRIEEX
73'%,m362/l\§x%@mwdﬁﬁﬁiﬁ%zﬂéﬂdﬂ CXCR7
é‘ﬂ%ﬁﬁ%ffi&%,if&kﬂﬁﬁﬁ'Ewﬁfﬁk%iﬁ*fﬂ
)ﬁéﬂ&%émﬂmuﬁn%w;}aé&lﬂ‘@a@iﬁi,%ﬁm*
A K A ST RO AFREN, WELE=
5cm\TNMév\%ﬁ}bIH%\/i%ﬁ\’ﬁi’HiE%%%%E&ﬁ\
%J%&Mﬁ%%%%%%%éﬂémﬂCXCRW@FE
WaRrEHGETHEALR<S em TNM -4 1~
II%\%%E%%%\*E‘%%%\K{%&%E&E%%
%/%\%(P<O.OSL%%EW@E?&TNM&J\%JHKE
zﬁ%ﬁ%%%ﬁ%ﬁi&%ﬂﬁﬂ‘ﬂﬁeﬁzﬂﬁélﬁCXCR7
R EH X % FR— R WA RN BAR
i&fﬁ%’ﬁ‘a?,@cxcma;%%&&&%M@%E
% R aﬁ%édr‘izikﬂ,cxcm%it'rﬁiﬁtmﬁim?ﬁ
ﬂiﬁﬁ%@%%‘é@ﬁﬁ'rﬁﬁii‘ﬁféi&ﬁ%wﬁ“”“o *
%ﬁt,ﬁ@’r%w%i@iilsﬂﬁsﬁcxcmz/cxcm E5
i@ﬂ%,ﬁﬁ”%%ﬁ*%ié\ﬁ%%wﬁ%%ﬁﬂ%
HagE FInER4RBE ¥ ¥ (matrix metallopro-
teinase,MMP)\‘-‘ﬁ*Eﬁl’:‘l\Z?iﬁﬁﬁﬁﬁg]%%it
&1%%%%@,%%%?%%,Mﬁﬁ%ﬁpﬁ%ﬂﬂwﬁé&w@&
ke EEBERAY.
%Lﬁﬁiﬁ,CXCR77E%%zﬂzR¢é’ai%it7}<$
&%,Eﬁ%iﬁA?E‘%’IEE,%%E@H“F%@E%\TNM
ﬁ}%ﬁ\%E%%Wﬁ%ﬁ%ﬁ&%&ﬂ‘ﬂ%&ﬁ
o CXCRHE%fs?zﬂé,w%itﬂ’ﬂﬁ%m%m?ﬁ%

30



CRAEHEREY 20194E 5 AHE 17 828 1044]

1218
#—FHEE. CXCRIFERNERBFHOHE MR,
EIPHHdEaRZ —, BR TN B BT RR

& £ X #

[1] ff & %, # #%. B 78 4% & 4 CBA. CA19-9. CAT2-4 R
CA242 7 B & ¥ Wiy R TG #1 B & 8 )2 B A [J]. #798 %
FE AT E I AR, 2016, 23(4): 428-430; 450,

RIEEX, BN E8. WERA R AR EKE TS E®M
BEERB X FHTRFART EFEHR, 2012, 18(10):
1472-1475.

B F455, XEE, Bt $UEFRAZGERFLLE ~

KRS ERAMT R R LBED, 2018, 22(6): 1011-
1014.

[4] M 0h, 2k R, 8, % 4 EFREZEAEFE T
SR P E YRS IR &, 2018, 25(3): 365-
371.

[5) & 4, 304, 30 %, 4. SDF-1 #n PI3K/Akt i B ¢ U7 £ 78
CAOV3 41 i 8 78 Fv 12 & 66 /1 I R2 M B R [T]. P B8 4 &
$%, 2015, 30 (15): 2411-2414.

6] EEE AR RETERFEERNAN
OL). I K # % 4% % (% F JR), 2014, 3(2): 635-640[2018-
06- 18]. http://www.wanfangdata.com.cn/details/detail.do?
_type=perio&id=lcjyzz-d201402013.

[7) %k, R, MAEEH, 4 BUETFZRI4PBAETZ
FEIEERAPFHRZRAGEREX] + EHEE
A5 R 2L 3, 2015, 22(9): 1062-1067.

8] X @, & — R, %#X. B& 1539 UG K IRATH F A E L
HT[J/OL]. ¥ 4 s IR B I 4 35 (38 F R, 2015, 9(5): 775-
778[2018- 06- 18]. hitp://www.wanfangdata.com.cn/details/
detail.do?_type=perio&id=zhlcyszz201505017.

[9] AX A0, AR B dly | AR AT W 2t B R KW R R g B 4[],

o B % o 4o 7, 2014, 34(13): 3615-3617.

[10] =8, %M, kL, % FRANF#HAEF XK CX-
CR7THI R E AR E X LA EH, 2014, 54(40): 68-
70.

[11] VA8, %, ¢4 %, % BUETFTZRTEERHERR
BT EREREXD B ERAFFR, 2014, 34
(12): 1780-1784.

[12] 3 &, M, EAE, & #AEFZHERCXCRT £F/)
4 B i A P Y A RO R B L[T). b B AP E, 2014, 23
(11): 952955,

(13] A FE, HEFE BUHE T ZHECXCRT E 4B H a5
Brog it B[] H YR EH, 2014, 21(8): 197-200.

[14) X5, Fh ik fk, FAEM, %, CXCL12 X #£ %K CXCR7 &
BEBBREFHRARBGEREEX[T] PEIFHL2E
2012, 50(5): 459-460.

[15] R1R5%, #01E, B & BAH F %K HCXCRNEE &
BB RS H A% o By R A BOE L), WAL E B B ¥ 4 K, 2016.
37(1): 1-3.

[16] 4 %, XEZ, KOk SAEFRESERAEMREL =
K& R AR R R R B R [T]. R 24, 2018, 22(6): 1011-
1014.

[17] Bk, EER, M, & #AUFHFEETEERART
B R RO R B UM Meta 4 #7[J]. 1 B4 ABE &
&, 2017, 25(2): 139-146.

[18] %A, ¥, kb, & BB FEARCCRIEARBES
FHEVLRELSEBEBN AR CREMAEF
#§, 2017, 52(10): 1472-1475.

(k%8 £ #7:2018-07-19)

P T I PR B TR DD R R B

L 2 s e S B R e S

(L% 1214 1)

[10] &8, 83, AR EFERBE G FAEEN
A MICA & & 7 Ak #8208 (0], 52 B B % 4 3, 2015,
31(11): 1741-1744.

[11] E MR, B8, WARK, & a4 FWEFAENE
BEREFEREOMEAINEIEZRARI. ) RE
&, 2016, 37(19): 2872-2875.

[12] *R 4 B, Bi k. MMP-9 . Ki-67 R 5B A M & & . %
. B A WAR X W (J]. W E ¥, 2016, 27(6): 895-
897.

[13] Maeta H, Ohgi S, Terada T. Protein expression of matrix
metalloproteinases 2 and 9 and tissue inhibitors of metalio-
proteinase 1 and 2 in papillary thyroid carcinomas[J]. Vir-
chows Arch, 2001, 438(2): 121-128.

[14] xl#, ¥, £ 9 £, %. OS-mhscFv k& RAPA X B A
J8 40 LA 1= RCHIF-10, VEGF . MMP-2 & 1A R []). /-

W& A A 24, 2015, 32(5): 699-701.

(5] kAT, FER, HE % FHEGALRAEMMP-2E
VEGE % 5 /8 M ML 2 LA AL (D). LR A E %
R, 2014, 14(1): 13-17.

[16] Pohlig F, Ulrich J, Lenze U, et al. Glucosamine sulfate sup-
presses the expression of matrix metalloproteinase-3 in 0s-
teosarcoma cells in vitro[J]. BMC Complement Altern
Med, 2016, 16(1): 313.

(17] A&, AM, ¥4, % ER4BEROM2ERAA LT
J5 M R B X[ 7 BB M A FF ], 2015, 37(5x
575-578.

(18] FERXA-bHiA gk P, ILE WEARLER
FAEHAE RE G EME R IAAT AR
E#1%% 4%, 2016, 31(1): 39-41.

Cl 5 E #1:2018-01-02)

Mol

AT P




code
1129
[050
C072
1065
HO64
1017
M104
G095
w030
Q707
1008
E626
(G549
(G481
A003
M031
H002
A009
G012
G786
Q906
5013
7549
H340
R0O24
R0O63
G741
U521
U645
£045
NO17
NO12
NOO6
H128
A652
G002
A005
JO30
YOOI
TO20

VintA

2018 h BRI O AT B %
(BRBZE)

T 42 B
PROTEIN & CELL
RARI METALS
RESEARCH IN ASTRONOMY AND ASTROPHYSICS
RICE, SCIENCE,
THE CROP JOURNAL
TRANSACTIONS OF NANJING UNIVERSITY OF AERONAUTICS & ASTROI
TRANSACTIONS OF NONFERROUS METALS SOCIETY OF CHINA
VIROLOGICA SINICA
WATER SCIENCE AND ENGINEERING
WORLD JOURNAL OF TRADITIONAL CHINESE MEDICINE
WUHAN UNIVERSITY JOURNAL Olf NATURAL SCIENCES
CTHE 5 K FHVEFE
AR - AR - 9874
P
TR ’a{lxll’/‘ Bl Wi
g AN DN i R E B S e
LR R F e i
EAHONTE K224 H SRR =2 IR
R K R
U
’;};Tf;ﬂ{li“%’j
%«15{ [ 2 el
4 LI AR
&WH&
R SR )
S UESUN
DR 3R [ 2 B e
1 2% fJf\nnm*ﬂﬁ
PReE 5T
SR K
IR 7 A
WA B ity
677 K F
Jute Jopri gl H ORBL AR
et KR i il
AL TR T IRF) i
bt ol K24
AL A= fmcj\ oot il
b il TR 24 F AR AR 3>

b3y 2=~k e e HE



RIEEREASEFTIFE ISSN 1674-3946
CN 11-9293 / R

**%%ﬁ%*%%mww

ZHONGHUA PUWAIKE SHOUSHUXUE ZAZHI
201948 13%E H4H

CHINESE

JOURNAL

OF

OPERATIVE PROCEDURES OF
GENERAL SURGERY

(Electronic Edition)

Volume 13 Number 4
August 2019

H E RO BT

(RERS g RT) CHINSE
ISSN 1674-3946 MEDICAL
“H “ Il 0 8> ASSOCIATION

>

poln |"':::;::||-':":’3'f¥;illl" "}i__s*_é'-_ FEIE



P REAMERSRL L.

CHINESE JOURNAL OF OPERATIVE PROCEDURES OF

‘.

GENERAL SURGERY ( Electronic Edition )

MWHH 20077 AGIT 51345 48 201948 A 26 HHIR HERE
EEtP’:é:}\Eét?HEIE%EE E ;k
ERERS
x i nbrig el
A N T ) , ,
100710, bR 7R IO TG A4 42 2 BREFEERERERGAEEES o REM 4 KRKF 325
H AR
AR T R R AT LA BaA L=
mogirammay | TS
- j} o et R HKEEFERENEEXL e ¥k rEiEA 328
é%ﬁ[g*){'j(%j[ﬂ:iﬁlﬁ@ﬁ ﬁ}]&\"%{% %Hﬁﬂ}iﬁﬁ&%%ﬂ F}j}jﬁéj{]%%ﬁ&j{ .......................................
100050 JERMERBAGLEEOS & | WEFYE FHiak AEE IR
%f;gﬂﬁwﬁ%mmﬁmm I A HLB AR =4 Y X R AR
il oot LRI, ERBET i g EEH 336
. :0086-10-640 — . S
i % ToACBBI B AR A 67 BAE At R K 1
mail: zhpwkssx@ 126. com
TGP AREE TR EEEEERTTT. Tos 5 AT o T o SRR & BEFAL 340
BYmtE
R SRS
mﬂaﬂa{w_x& ERFAREE
i JEBIE T ZHBR A e X Eiak 344
I ESEWANE
FARTRT 75 0233 &
2
£ 47 - FRE
EA AL IRFRITR MBABET MR v MZH] FEH E 345
ﬂég%mmﬁ JEEGIRIEF BATIR AR oo, AKX BHE IH5BE 346
HE &A% 80-993
mﬂ m B by L[ .i'/"} g
jﬁfﬂ@if;;;&@ﬂw WA B2 RS M 2R L B AE AT cvevrrermrerie s enesnsss e
IR 0B-I0-GET2IBE1 QOBG10GA960 | et rerene s Kb RER KHE T
;"r:ﬁ%m o HRNEBERRET A 8244
47 35 5T, &4 210 5T i
’ FAATHERFG e, Lishk k4 EE® 350
e s vl BRI B A T BT B R AR 36 R R
CN T1-9293/R SR IE TG B ovssosrssssmsscsssnssssiion Rk 354
T 4- AL A N 5 S T —_ 3
] = TR A T B = B IR 367
REEAFR, TR T A P, 3y N e N SN NS I8 2.4
A AL FE AR ) P R i JkE 19 Bl 4 FhE O LNE 42 358
e YR EEA T 5 T W 3 &
ﬁiﬁfﬁiﬂfgﬁﬁﬁgﬁfix éﬂﬁ;ﬂ;fﬁgijﬂ:;flgﬂ %Jﬁl B W
i BEFEz SRS Jot B EIHHE B IHETR o RBE 362
AR EFHGE, OYESIEC E R, Al F 45 T E 9% MR 78 uncut-roux-en-y ¥ A
RLEEE TR AR D, G B ), BLRGLT R R T
PR U R BRI, 85 [0 A A o 5 1% 55 roux-en-y W) & #T B e HEE A Ak 366




+ &
.
! ‘ HEEREEFREA AT EEIRE R G DT o £RH AKE FheE 369
- = %R Miccoli R 5 2 9L 8 N5 10 5 B R AR F At T 0k AR A 9L 35 08
- T AN EAE EFR 373
! 1 PG-SGA iF M 2 s B HAR LA EHE R TIMNA orrrrmrrrmeeeeens Sat R KEXRE 376
- R GNEE BOEE I BT LB B R B AR R R KA HEle fME 379
- RGN G F RN AT T A BB R R KRR H, covvreerssssessssssssn paE iz %
a SR e M O B L B A AT 5 T PRI A BRI ST oo
| '.. ......................................................................................................... AFAEI B TW AR 385
L MBS EERAATRRASHIEY S MARMNIAE G K MR H BARE 388
-ﬁ' BRI E 4 H ISR R B Y TR AR B AT oo B 300
;f ARG EWE DI RERBTFRAETEN LR EFRELE - £k 419 A% 393
. B 4 2 JLHE 1 AR R 5 4 G0 FF B VT IR AR 3 57 P AR L F O W G SR BB v IkE EARM 396
5 - 75 20 R T 0 BB AR S P T AR 36 T BRI e Kok IE ZAM 400
L EBSETRIEHESEEREALT TN AR EERESELR WRE B WA 403
L AKRAIRRTREREGBHE T RBILKREF A ORA e T S TS
B ERARBTERUEEEE TR HBEEABE o BMX i RAFF 409
b . BEGRAERELEBERAFRETHVNEEE B ELERERTR e Euk FA 412
ERHAEARR ST RENFEEEEF GBI HE TN o, ki THRE BERF 415
_'|:'. TRARBT I EB T R BFEREBILILE Mhikdy 418
X £ BLIA R 5 3D LIS AR 38 AR08 77 HE 1L 48 o B0 PR AL oo BR kA EAHF 4
B B Bk M RIS I £ M 0 A A AE BT 20 B v e
‘. .............................................................................. FERR LN LHREM ok RFLE 424

B 2 2

}; BB R BB D IS AT SRR wovsuorsveavivansvesssuinvibbisaiond vannos asitianiossas veosadii AmE M g 427
ﬂ: B AN B B A 3B 2R HE SR ceeereeenresessane sttt s s e WE I FLR 430
?“ BUAEZE MR T REEZEE T ovoevrssinssssonssssnsssssses st 8 s I
L B EE - RmE

B PR TFRERTRTRI020 £EFMERAE oo, 372
& (FHEEMFAFREIORTFR)) B A F AR 4 E I R G0 E fo

e (HMRRARR AT R AR R TN LR BB e i nions 399

EBRITER Fom RK&HE
AYPITHRE REF HMHE HFH K W& FES :
AMREHE %  AEEIER A E46 REUERGK T KBEIEHR FwA FT




T

=390 - AR AL THR) 2019 458 73 45 13 % 554 ] Chin J Oper Proc Gen Surg (Electronic Edition), August 209, Vol. 13, No. 4

P,

g LI FE B A A ELI R ARTA AR Y
R RO B AT B o Bt

EE] i FDRLEESAZEERERAA T R RROR B, FiE BB
#7 2014 4E 10 A F 2018 43 B B:E4F A EE 116 IR, 4y N L F FLAE , 40 58 H1, (€
J SPSS22. 0 R HAT AT 4T T AR PR A AR AR V4 (& = s) Fm, RIS ¢ K8 Y)
ATIR AR 3 ETRAETR SRR ELEA, RA Y KK, P<0.05 RREFAHIER
X, &8 TR 2EL £B 22 (AR 1] A DR AR 2R R R HR AR ] PLEAE 3 ERRTORAEFE.
BATERRE R R, ZERRAITFEE (P >0.05) £ H S AR LR L R R
S A AL AR T, B R A N (P >0.05), Gt WFLISE SRR £ A E
BARIE AR, T B2 R A F O TFARY) DR I8 LB R B PR (AR IR R

[giF] EHMWE; BEAN BREGHE

Effect and advantage analysis of reduced incision laparoscopic surgery in elderly patients undergoing

radical resection of rectal cancer Zhang Bin. Department of general surgery, the second hospital of

I

T

Baoding city , Baoding 071000, China
Corresponding autho: Zhang Bin, Email; Siltys1234@163. com

[ Abstract] Objective To explore the effect and advantage of reduced incision laparoscopic surgery

in elderly patients undergoing radical resection of rectal cancer.

Methods Retrospective analysis of 116

elderly cases of rectal cancer treated in our hospital from October 2014 lo March 2018 was performed. It is

divided into normal group and incision reduced group, 58 cases in each group. The SPS522. 0 software

package was used for statistical analysis. The short-term efficacy and pain scores were expressed as (X +5),

and the independent ¢ test was used to compare. The anastomotic leakage rate, 3-year disease-free survival

rate, overall survival rate, and recurrence rale were measured by ¥* test. P <0.05 indicated that the

difference was statistically significant. Results There was no significant difference in the operation time,

the incidence of anastomotic leakage, the first time after operation,

and the disease-free survival, overall

survival rate, and recurrence rate between the two groups (P >0.05). Comparing the tolal incision length,

intraoperative blood loss, and pain scores, the incision reduced group had better results (P>0.05).

Conclusion Reduced incision laparoscopic surgery in the treatment of elderly patients of rectal cancer can

significantly reduce the incision length, reduce the amount of bleeding, and relieve the pain of the patients.

It is worthy of clinical promotion.

[ Key words] Rectal neoplasms; Aged; Laparoscopy

RN AR RIRERE — R R, F R
I, R ME , L 65 ~80 HEAE KR, BITH
AF ER AR A P — e LR R, B BCT AR
i M A ARERE DB EE, R EERE
pEAFTRmEREED, ARWEEERE
ERAREEM A ANMREFAY L, HEFA
Q5 45 B HE e Y N R N ™ A HI 55 T

DOI.:10.3877/cma. j. issn. 1674-3946. 2019. 04.022.
e 34 ;071000 R T b @AM 2
SF{EVEE . M, Email: Siliys1234@ 163. com

B G £ T RE , TR GOS0 T R B B G5 AN A R
THIX B WA RBEHERME  WAEESR
FoA T T EE AR A R FLIE-IE , BT F A
SR | BT LG T AR RR S 15 e, 7 R S 2RI
A A ATS Y I, AR SR AR
IR AR P R e AR, UREARERE
s g T AR, D07 B T UL B 7 N PR 0
JTRMER]
BREHTE

1. — M ¥eRh: (3 v 44T 2014 4F 10 7 ~ 2018

26

i = =




J ST E MR
BB T Y71 By T S A O N Y B T A
B T 0 2 (] W YA L
T H 2 G B B P L B T BT
T LY o R M B G T
TV 53 500 e N S 7 2 5 0y B - S T L e
BT TS G O (G P B e
WKL BV H B GH BV W L1
11 5 46 4 1 RO = L S G\ D G
o 0 0 S B VO o (] ¢ 2B B S R L T 43
TR YA S TS AT A G g =
WO TE W [ i GH B e © SR
° T M) N BH B [ Y 3 (o) o G B 5
TS B ST e e O ) 5 3 [ B
o Y B A G LY [ N [
lYde 8 1 Ly
TEOE IR o IO G o NS B B oy 2 T A
VB X € B ST T L R SR T S T
ChEHIE T O (HEE N Y TR L BBk S
TH B 15 22 = % 508 < ) 3 0 B T R B T Y
B W 2B FH T G N ) T S BT A
Wl AN B T g Y S L
W Y] B ] R o R VP L D T
1 o <7 — TEC R 8 2 L B < Sk o ) G5 00 38
SNV BT N R TR AL B A (TR
W © Ll S WA TE G R N W L A
SEEENCE DY (o B hE O 1 T sk A 7 1 B )
TR LT W e B ALY BB ey T

P M
6950 12870 6¥8°0 Bd
$2€°0 1500 8€0 0 KB
(£01)9 (9°LLYSY (1'29)9¢ 8¢ i
(8°€1)8 (£6L)9¥ (€£°09)s¢ 8¢ jiral#4
EEA-1 FHEN FHFAY L EY [3:7

[ (% ) e} 136 S BN LA I
G H R VW e B AR 7 o1 T

000 0 6L0°0 ¥10°0 8600 0000 Hd
76 e ELL_'I 98y T LI_6'I 616 1T ZX/EW
0'1FSE €SFEWr CPFSLS PEIFQIEl ¥ IF6'S B M
UIFZY $OFTO PORFS 6 pTUFT X 8FFTW HUE
Lz (WEEy (WE () (wo) 3
T HWEEN WHpY  BEEYE $R06
(57 ) B4 EF LAY
Y AT ARG 01T T

CTREM (SO 0<d )W EE|

1% B

WY HZ GV R BN kTN )+
VHy € SR H bl ¢ 3 T4 B LA I T .'
T¥M
‘600> J VIV ch B H UL A H
MO AEW N B R GEHE (S0°0<d)%E
B MG R W O G el e RS
N [l A G B H bl 3 Y BE LKA I T

-

W EHENGEE LIS 0>d
TET XK WF[(p)uHFTE wHFH
‘s MOy ¢ SR M0 Bt BT 1 TOREEE
MO (5 F o) BH A BTk A Y BRI LR T LR
G LT 0°7TSSdS B i) T Jy -1 v
B kI RS L MO Ay ¢ YRR INE E
T B H B &Y At (SVA “oeos onSoreue [ensia )3 S
LA YIRS T W B K T ek A B M4 (e )
4H2 B Y e T 2 3 1 T T by [l
£ E N DG Y EDY LA TV (D Y BE K € |
AR
AV B WAL ks, reoor), L) T ch
B L7 B S B B L ¥ LB
VY& CWIETWHGT 5 W6 R LR
[ g Ly B 2 T R G 1 (G
b T M (3 O 9 s 00 b hcO L SR
‘wo ¢ L | T Bk E B FE I w0 6 7% I
T A IR T wo 01 % T Bl RS
S g T O o S k2 B R
(e [ s Y B Teoon], ww 7T FHY SCIG YRR
Teoor], ww ¢ F B T BT B meoor], ww O] g
BT “awoor], B A HY = 5 ¢ LY SHTE IR B [44SR
T O B LTS E Y R eoor], ww GRS
B AR 0G0 (GG w01 Ly A
SN T R G R T
SR o B (S0
<d) W E NG T G AR T
& (6T € L) b & vLYIE & 09 B
ety ) STRIE ) cE T & (T'SF 87 L9N8
Pplrdc @ yL N & 19 B[4 9T B
Ny 2€ KT F e ©H- (o] B B S oy 2
LR B B B S g IR
S O AR [ wo 9 TYH BRI Y 3
TG EL GH Y [ B T T 4 TS O B Y i T
8S B9 Hi MUY HF 1 GO0 [ S B Y £
WA OTT B B R S G QUM H €38

- T16€ FGN 6T oA I0C TEly *(uonipa amwRif Jaing 1) oo gy [ urp) [ v % 3 el [ 8l 610 (W R e !"’_




+ 392 - PP A AR (R TFIR) 019 4E8 3 45 13 3% %54 1 Chin J Oper Proc Gen Surg ([Electionic Edition) , August 2019, Vol. 13, No. 4

FELER B , 328 TIT 88 B 3 A A Sk ) 1 8 B " £k 4%
AR

BERERE KA A E—EREZ LR T
HGENREMIRE L, AT R B, WHBEARE
A UCHE U B EU 48, 22 R R S, BT M
FATT 2 BE ARG B8 T REIK S (5% i G B (. 2%
o BEREFA—BEFEYE DR ERERR
=L HARKEY A DRE LR ARG 3 4F KR
R BEFRYRERRIE, 2RI ¥R
S Ut BB IE B R SRR R E AR S AT,
XBFE—E R AL R R SRS
TR,

LF BT WAL R B 2 E E AR A AR P Y
REFA A, R O BE AR R il 22 A e A AR Y
KRBT IR fLE R E A R, EF AR
6] W3 D A A2 3R RS B UCHESUR TR LA R OR JS 3
ENTOREFR BEFRULERENE, RETF
SRR SR B th T AR B A 1Y SEBRIR AR K PR
W], BAS U AORF S R A AT IR, R MG T W PR A R it
R P AR BT LR FIWT IR BT R TR I 2

& X 3 W
(1] KB, BA N BISRE RGN SR I/CD]. h

(2]

(3]

[4]

(5]

(6]

[7]

(8]

(9]

(10]

1EE SR F AR 7R (FBFHR) ,2018,12(1) : 14,
Fbr, T0H KL R % RALMRE SRR LIRS E
WA AR BRI (D], 7RI, 2016, 37(3) ;:389-392.
prgl, BER, =G BEREREN I RE TS FERE X
JEAPEH [ 1/CD ] PSR F AR R (T AT) , 2018, 12
(1).5-8.
KRR FEWE, ERE, % WAL RI LB R4 Emitig
PEVIERA T MR R E SRR R E KA J/CD]. &
HESNTFARSEAGE (B FRE) , 2017, 11(5) :403-405.
VFH. AL B | 20 FLIST IR 458 B IS BN 988 40 93 AR s PR
PR D], bl EER K%, 2015:1-26.
R, XA, 300, 5. WAL S ST RETF R RITEIG R
RIS L BFFE (] P E K AR RR, 2017, 37(3):
276-280.
Joseph DA, Johnson CJ,White A, et al. Rectal cancer survival in the
U nited States by race and stage, 2001 to 2009: Findings from the
CONCORD-2 study[J]. Cancer,2017,123( Suppl 24) ;5037-5058.
KRB, B EGEEETRIES 5T BB RE AR
IRBARGARLI]. HEIALSYRAL, 2018,12(6) :38-39.
FAR WESMAAGTEFEBBENTEONEL]. hE
RBEE2,2018,30(5) :9-11.
DA, OB, M. WIEEFARBIT B EE TR
WZE[T]. hae s I 5 1AY7 2475 ,2015,29(9) : 897-898.
(T H 319 :2018-08-27)

SRH. LIV B 24T L T AR A AR 7P B B 3OR RAR B4 A7 [ 1/CD ). h e 36 SR F AR 22 2% 35 (L FiR) , 2019, 13

(4):390-392.

el g o t




code

G060
905
G159
G579
;148
(;280)
;149
;639
(0949
;833
;876
G150
(5692
(;693
;824
G152
;153
G154
;282
;155
;736
;156
G157
;461
G254
;462
;158
;473
(G463
;526
G515
;505
;900
(950
197
(G976
G160
;446
(G065
Gl6l
737
G072
G162
703
G163
G773
(875
367
(G848

11 T 44 B

r g gl 4
B J i R A&
fh“%ﬂ%%mu

A O R e 2 bl 1R
SERCAM NIV S

A B L M

rhARS Al 11 Wl ik o A

Hr AT ﬁ#‘rl J};Jﬁj;’k'

Mt AR L B A L Al
e AR 1 B 2E R Ak

HHE AU IR I A5 4R A
d“%Ti#kﬁ

I AR YR A2 s

REfAl /tJJL,JHH ARSI A%
Hr 4B AT ﬁ%.&

RIS TS 2 A

l‘ Mk‘ { Il‘” \1' ?I"?Ju\

‘I‘f“-’ﬂaéﬁé'l A
[I'i’f'{Cg lﬂ’$| Ju ;JIE:L;\
SR A RTVE R ui Lok
A A b A
RN R

A R IR 2

F A AP R SCHRER R
FRECSERC ﬂ_ﬁ'lﬂmu

SRELRUI AN S B Na b/ iR I Tt
I'ﬁééﬁrliéhLﬂEJﬁ

rh Ak s i b IR 2N R 1\1%_‘?}?}52
h A AR A 1)

rp A 2B 2 il 2% 2R

Rk R AV &

AR TR A AR
fh“’*k*‘{’hﬂ‘:,L

HitE 814
'h4&fméA$l§&é;

Rk =Y b A s R T
SRECTE TN SR A
RN (B 2R 2%

AR BT A

rl AR g 9%
A A B AR
RRECYI R T TR B

FR A8l RN AR B Ak

& /J\u_n

~ I {*

El I’f‘k&r‘\ lj"/ T”Ih/ﬁ A\h‘k JL’}#J /J\ A'L&\] L J

RS ML SRR
Ii'{k‘ . nf H[‘%}l jjl: IL‘

i MH’JHJL'H [N
AR IS W SiEYT A A
e TR

AN e AR R e B B K-



