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The purpose of monographs is to publish the
specifications as official standards so as to assure
quality of drugs marketed in Japan. Monographs of
chemical drugs are prepared by JP expert committee
based on the innovator's specification (test procedures
and acceptance criteria) and supporting data. Although
generic drugs are approved after confirmation of
equivalency between generic and innovators drugs,
test methods described in draft monographs are
occasionally not applicable to generic drugs. Feasibility
of draft monographs is confirmed by public comment
procedures, and specification and testing methods are
modified if needed. The preparation process of
monographs on chemical drugs, that is to say, is a
process in which specifications specific to innovators'
drugs are universalized so as to be applicable to all of
the drugs marketed in Japan. Test procedures
requiring adverse reagents as well as special reagents
and apparatuses are modified through the process.
Recent ICH guidelines Q8-Q11 encourage pharmaceutical
companies to develop new drugs on a QbD basis,
emphasizing scientific approach of pharmaceutical
development and establishment of quality control
strategy, where control of starting materials, reagents
and intermediates as well as in-process control are
recommended. Requests for publication of drugs
developed by the new approach are predicted within
several years. It is probably not only difficult but also
inappropriate to adopt the conventional JP approach to
the critical quality attributes assured by methods other
than final product testing. In order to resolve the
problem derived from discrepancy between the role of
JP and the QbD approach, the following two issues
should be addressed; 1) to recognize the importance
on complementary relationship between the role of
review process on generic drugs and that of JP and to
strengthen the relation, 2) to construct additional

frameworks being able to incorporate new concepts
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such as real time release testing and process analytical
technology in JP.
Keywords : Official Monographs, Pharmacopeia

Tanabe S, Aoyagi K*', Yokozaki H*? Sasaki H*"
Gastric-related markers and their significance in
cancer.

J Med Genomics Biomark. 2014;1:002.

A variety of genes and signaling pathways
contribute to the development of Gastric Cancer (GC) .
Several genes mark the gastric cell phenotype in the
epithelial and mesenchymal states, and the alterations
in gene expression are linked to the cell phenotype
transition. Epithelial to Mesenchymal Transition
(EMT) is the one of the essential cell type transitions
in cancer and stem cells. In this review article, the
genes related to GC and EMT was examined and the
regulation of the Regulator of G Protein Signaling
(RGS) genes in cancer was profiled. The regulation of
stem cell markers in cancer signaling is also discussed.
Keywords: Cancer, EMT, Stem cell
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technologies for pharmaceutical applications.

J Pharm Sci. 2014;103:2673-95.

Drying is a commonly used technique for improving
the product stability of biotherapeutics. Typically,
drying is accomplished through freeze-drying, as
evidenced by the availability of several lyophilized
products on the market. There are, however, a number
of drawbacks to lyophilization, including the lengthy
process time required for drying, low energy efficiency,
high cost of purchasing and maintaining the equipment,
and sensitivity of the product to freezing and various
other processing-related stresses. These limitations
have led to the search for next-generation drying
methods that can be applied to biotherapeutics. Several
alternative drying methods are reviewed herein, with
particular emphasis on methods that are commonly
employed outside of the biopharmaceutical industry
including spray drying, convective drying, vacuum
drying, microwave drying, and combinations thereof.
Although some of the technologies have already been
implemented for processing biotherapeutics, others are
still at an early stage of feasibility assessment. An
overview of each method is presented, detailing the
comparison to lyophilization, examining the advantages
and disadvantages of each technology, and evaluating
the potential of feach to be utilized for drying
biotherapeutic products.

Keywords: formulation, hybrid drying, spray drying
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A high-speed and high-sensitive NIR spectrometer
with a high density diode array device was applied
to develop quantitative analytical approach of
acetaminophen in tablets. The model tablets which
contain acetaminophen from 8 w/w % to 12 w/w %
were prepared and the second derivative absorption of
C-H second overtone derived from acetaminophen was
used to make a calibration curve. The correlation
coefficient of a univariate analysis of acetaminophen,
precision and a relative mean square error of precision
(RMSEP) was 0.99, 2.76 % and 0.099 % , respectively.
On the other hand, the correlation coefficient of the
calibration curve obtained by HPLC was 0.98. No
significant difference of linearity between NIR and
HPLC analyses was observed. Moreover, the analytical
parameters which are proposed in the Pharmacopoeias
and ICH Q2 were also evaluated by using a standard
NIR absorbance which is all transmittance light
through a tablet. According to a multivariate analysis,
predicted wavenumber range of acetaminophen for a
calibration model was extracted from 9355 cm-1 to
8718 cm-1, and the correlation coefficient and RMSEP
of this calibration curve were 099 and 0.088 %, respectively.
These results suggest that both quantitative analytical
approaches using univariate analysis and multivariate
prediction will be useful to estimate a quantity of
acetaminophen in a tablet. In this study, we achieved
rapid transmittance-quantitative analysis of API in

tablet within one second using a new developed NIR

spectrometer with high signal-noise ratio and spectral
reproducibility in a high-order overtone region. This
great advantage will expand applicability of NIR
spectroscopy as a powerful non-destructive PAT tool
which can analyze a large number of tablets in a short-
time.

Keywords: NIR, Quantitative analysis, PAT
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Peptide mapping is an analytical technique used for
protein identification and characterization. It can
provide the information on the primary structure and
modifications by analyzing a set of peptides resulting
from selective cleavage of the protein. The
harmonized text of peptide mapping was described as
general information in Supplement II to the Japanese
Pharmacopoeia 14 edition in 2005. Due to advances in
analytical technology, revision is in progress with USP
as coordinating Pharmacopoeia. In this study, intended
use, system suitability and acceptance criteria were
discussed. It is important to define the objective of
peptide map in an overall quality control strategy.
Keywords: Peptide mapping, international harmonization,

system suitability
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The 2014 8th Workshop on Recent Issues in
Bioanalysis (8th WRIB) , a 5-day full immersion in the
evolving field of bioanalysis, took place in Universal
City, California, USA. Close to 500 professionals from
pharmaceutical and biopharmaceutical companies,
contract research organizations and regulatory
agencies worldwide convened to share, review, discuss
and agree on approaches to address current issues of
interest in bioanalysis. The topics covered included
both small and large molecules, and involved LCMS,
hybrid LBA/LCMS, LBA approaches and immunogenicity.
From the prolific discussions held during the
workshop, specific recommendations are presented in
this 2014 White Paper. As with the previous years'
editions, this paper acts as a practical tool to help the
bioanalytical community continue advances in scientific
excellence, improved quality and better regulatory
compliance. This publication (Part 2) covers the
recommendations for Hybrid LBA/LCMS, Electronic
Laboratory Notebook and Regulatory Agencies’ Input.
Keywords: bioanalysis, validation, hybrid LBA/LCMS
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Bioanalysis 2014:6 (24):3355-68.

The 2014 8th Workshop on Recent Issues in
Bioanalysis (8th WRIB), a 5-day full immersion in the
evolving field of bioanalysis, took place in Universal
City, California, USA. Close to 500 professionals from
pharmaceutical and biopharmaceutical companies,
contract research organizations and regulatory
agencies worldwide convened to share, review, discuss
and agree on approaches to address current issues of
interest in bioanalysis. The topics covered included
both small and large molecules, and involved LCMS,
hybrid LBA/LCMS, LBA approaches and immunogenicity.
From the prolific discussions held during the
workshop, specific recommendations are presented in
this 2014 White Paper. As with the previous years'
editions, this paper acts as a practical tool to help the
bioanalytical community continue advances in scientific
excellence, improved quality and better regulatory
compliance. This publication (Part 3) covers the
recommendations for Large molecules bioanalysis
using LBA and Immunogenicity.

Keywords: bioanalysis, ligand binding assay,

immunogenicity
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ATP-binding cassette transporter Al (ABCA1)
mediates the active transfer of excess cholesterol from
cells to extracellular apolipoproteins, primarily
apolipoprotein A-I (apoA-I) to form nascent HDL
particles. The physiological importance of this process
is demonstrated in patients or in animal models, which
is characterized by a near absence of HDL caused by
loss-of-function mutations in ABCA1. The activity of
ABCALI is highly regulated both at the transcriptional
level and at the post-translational level. We have
shown that a complex network of protein-protein
interactions mediates the post-translational regulation
of ABCAL. Here we describe our studies addressing
the functional significance of PDZ proteins interacting
with ABCA1 on the activity of cholesterol efflux and
ABCA1 regulation.
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Although nanomaterials are already being used for
various applications in the industry, the safety of
nanomaterials has not yet been sufficiently elucidated.
An in vitro cellular toxicological study using well-
characterized nanomaterials is conducted for the
evaluation of the biological effects of nanomaterials. In
this study, the effects of copper oxide nanoparticles on
the global gene expression of human lung epithelial
Ab549 cells were analyzed, and the molecular responses

of A549 cells to the toxicity of the copper oxide (CuO)
nanoparticles were inferred. Furthermore, the
cytotoxic effects of silicon dioxide (SiO,) nanoparticles
and titanium dioxide (TiO,) nanoparticles coexisting
with some metal salts in Chinese hamster lung
fibroblast V79 cells were also examined, and SiO,
nanoparticles increased the cytotoxicity of some of the
coexisting metal salts as a result. Finally, the
importance of in vitro studies in the safety evaluation
of nanomaterials was discussed.
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Terajima ], Iyoda S™, Ohnishi M™*, Watanabe H":

Shiga Toxin (Verotoxin) -Producing Escherichia coli

in Japan.

Microbiol Spectrum. 2015;2:.EHEC-0011-2013.

Serogroup O157 predominates over other EHEC
serogroups but isolation frequency of non-O157 EHEC
has gone up slightly over the last few years. Non-O157
EHEC has recently caused outbreaks among which
consumption of raw beef dish was the source for the
infection and some fatal cases were included.
Laboratory surveillance comprised of prefectural,
municipal public health institutes and National
Institutes of Infectious Diseases has contributed to
finding not only multi-prefectural outbreaks but also
sporadic cases that could have been missed to
recognize it as an outbreak without aid of molecular
subtyping of EHEC isolates. In this short overview,
recent information on the surveillance of EHEC
infections in Japan will be presented.
Keywords: EHEC, HUS, 0157
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verification by analyses of seafood contamination and

infection.

Epidemiology and Infection 2014;142:2237-47.

Consumption of seafood contaminated with Vibrio
parahaemolyticus causes foodborne infections, which
are on the rise owing to increased consumption of raw
seafood in Asia, Europe, North America, and other
regions. V. parahaemolyticus infections have been
common in Japan since thel960s. Following an
epidemic since 1997, the Japanese Ministry of Health,
Labour, and Welfare instituted regulations for seafood
in 1999, which appear to be reducing V. parahaemolyticus
infections. In this review, we describe the scientific
findings for these regulations. Analyses of the V.
parahaemolylicus serotypes and isolate characteristics
in samples from infected patients and contaminated
seafood are discussed. In addition, based on the results
of a survey, we show that new food safety regulations
have led to improvements in food hygiene at many
seafood retail shops, food service facilities, and
restaurants. This example from Japan could be of
immense help to control foodborne infections in other
countries.

Keywords: Vibrio parahaemolyticus, seafood, regulation
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Sugita-konishi Y*', Sato H*? Ohnishi T: Novel
foodborne disease associated with consumption of
raw fish, olive flounder (Paralichthys olivaceus).
Food safety 2014;4:141-150.

An unidentified foodborne disease associated with
the consumption of raw fresh fish was noticed from
1999 in the West of Japan. In 2010, a novel
multivalvulid parasite, Kudoa septempunctata
(Myxozoa: Myxosporea) was discovered as being the
causative agent of this disease and the Ministry of
Health, Labour and Welfare of Japan (MHLW) named
this disease “Kudoa food poisoning”. Kudoa
septempunctata is a myxosporean with 6-7 polar
capsules and shell valves in a spore. The life-cycle of K.
septempunctata has not been elucidated yet. However,
it probably involves an alternative invertebrate host
such as polychaetes without direct transmission
between fish. An epidemiological study elucidated that
the main symptoms of “Kudoa food poisoning” are
transient vomiting, diarrhea, abdominal pain and
vomiting due to gastrointestinal mucosal disruption,
most of which could be recovered within 24 h. The
threshold for the onset of symptoms is estimated at
about 7.2 X 10'K. septempunctata spores per person
based on an epidemiological calculation of a large-scale
outbreak that occurred at Ehime prefecture. In a
toxicological study, oral administration of 1x 10" spore/
g live K. septempunctata induced the acute accumulation
of fluid in the gut of suckling mice and vomiting in
house musk shrews (Suncus murinus) . K. septempunctata
decreased transepithelial resistance in a cultured human
intestinal cell monolayer, resulting in a rapid increase of
permeability. These pathogenic actions of viable Kudoa
spores elicit symptoms in human patients. Regarding
analytical methods, PCR amplification of species-specific
genes and microscopic observation of characteristic
spores are the best methods of choice for characterizing
this parasite. To prevent the disease, heating at 95 C
for 10 min or freezing at —80C overnight is effective
while a recent study demonstrated that liquid freezing
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is a more practical method. Fundamentally, the
biological study of K. septempunctata including its life-
cycle, alternative and invertebrate hosts is necessary
for eradicating them. Realistically, monitoring of
domestic flounder in farm and imported one in the
quarantine should be useful.

From the available literature, K. septempunctata
appears to be a unique parasitic agent that induces
foodborne diseases by invading the human intestinal
mucosa but does not persist long enough in the tissue
for further growth, eliciting a temporal increase in
mucosal permeability. Further investigations are
needed to elucidate the interactions between this
myxosporean parasite and human tissue.

Keywords: Kudoa, Parasite, Food-borne disease
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Helices in proteins play an important role in a
variety of fields such as biology, medicinal chemistry,
and organic chemistry. Therefore, stabilized helical
peptides have been developed in recent years. As tools
for peptide-helix stabilization, non-proteinogenic amino
acids such as o,o-disubstituted a-amino acids, cyclic

B-amino acids, and cross-linked side chains are often
utilized. Herein we report secondary structural control
of short peptides using L-amino acids, D-amino acids, «,
a-disubstituted a-amino acids, and cross-linked side
chains. Furthermore, we applied the stabilized short
helical peptides to the catalytic enantioselective
epoxidation of o, p-unsaturated ketones, to the inhibitors
of vitamin D receptor (VDR)-coactivator interaction,
and to the efficient cell-penetrating molecules.
Keywords: non-proteinogenic amino acid, peptide,
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Falcone FH™*: Use of humanized rat basophil
leukemia (RBL) reporter systems for detection of
Allergen-Specific IgE sensitization in human serum.
Basophils and mast cells: methods and protocols.
Methods in Molecular Biology 2014;1192:177-84.
Determination of allergen-specific IgE levels in

human blood samples is an important diagnostic
technology for assessment of allergic sensitization. The
presence of specific IgE in human serum samples can
be measured by sensitizing humanized rat basophil
leukemia (RBL) cell lines with diluted serum and
measuring cellular activation after challenge with the
suspected allergens. This has been traditionally
performed by measuring the levels of p-hexosaminidase
released upon RBL degranulation. Here, we describe
the use of two recently developed humanized RBL
reporter cell lines which offer higher sensitivity and
are amenable to high-throughput-scale experiments.
Keywords: Reporter system, IgE, RS-ATL8
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Toyoda T, Yamamoto M ™!, Takasu S, Ogawa K,

Tatematsu M*?, Tsukamoto T** Molecular

mechanism of gastric carcinogenesis in Helicobacter

pylori-infected rodent models.

Diseases 2014;2:168-86.

Since the discovery of Helicobacter pylori (H.
pylori), many efforts have been made to establish
animal models for investigation of the pathological
features and molecular mechanisms of gastric
carcinogenesis. Among the animal models, Mongolian
gerbils and mice are particularly useful for analysis of
H. pylori-associated inflammatory reactions and gastric
cancer development. Inhibitors of oxidative stress,
cyclooxygenase-2 (COX-2) and nuclear factor-kB exert
preventive effects on chronic gastritis and development
of adenocarcinomas in H. pylori-infected gerbils.
Genetically-modified mouse models including transgenic
and knockout mice have also revealed the importance
of p53, COX-2/prostaglandin, Wnt/B-catenin,
proinflammatory cytokines, gastrin and type III mucin
in the molecular mechanisms of gastric carcinogenesis.
Microarray technology is available for comprehensive
gene analysis in the gastric mucosa of mouse models,
and epigenetics such as DNA methylation could be an
alternative approach to correlate the observations in
animal models with the etiology in humans.
Keywords: gastric cancer, Helicobacter pylori,

carcinogenesis
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230 B A7 BE S ah foah fE R BF 28 T &

45133% (2015)

and mouse female reproductive system.

J Toxicol Pathol. 2014;27 (Suppl):1-107.

The INHAND (International Harmonization of
Nomenclature and Diagnostic Criteria for Lesions in
Rats and Mice) Project (www.toxpath.org/inhand.asp)
is a joint initiative of the Societies of Toxicological
Pathology from Europe (ESTP), Great Britain (BSTP),
Japan (JSTP) and North America (STP) to develop
an internationally accepted nomenclature for
proliferative and nonproliferative lesions in laboratory
animals. The purpose of this publication is to provide a
standardized nomenclature for classifying microscopic
lesions observed in the female reproductive tract of
laboratory rats and mice, with color photomicrographs
illustrating examples of some lesions. The standardized
nomenclature presented in this document is also
available electronically on the internet (http://www.
goreni.org/). Sources of material included
histopathology databases from government, academia,
and industrial laboratories throughout the world.
Content includes spontaneous and aging lesions as well
as lesions induced by exposure to test materials. There
is also a section on normal cyclical changes observed
in the ovary, uterus, cervix and vagina to compare
normal physiological changes with pathological lesions.
A widely accepted and utilized international
harmonization of nomenclature for female reproductive
tract lesions in laboratory animals will decrease
confusion among regulatory and scientific research
organizations in different countries and provide a
common language to increase and enrich international
exchanges of information among toxicologists and
pathologists.

Keywords: diagnostic pathology, female reproductive,

nomenclature

*1 National Institute of Environmental Health Sciences
*2 Roger Alison

*3 Bayer Pharma AG

** Novartis Institute for Biomedical Research

*9 AbbVie

* 9 Fresenius Kabi Deutschland GmbH

* 7 GlaxoSmithKline

*# Roche Pharma Research and Early Development
*? Experimental Pathology Laboratories

*1 Pfizer Worldwide Research and Development
“I! Regan Path/Tox Services

*12 InSight Pathology BV

*13
AstraZeneca

BHRE, DIAET, BAMKY, VRIEE: B

Wtk E RO,

G.1I. Research 2014;22:487-93.

Helicobacter pylori (H. pylori) J&EHelx, AF %A X3
O BRI F b X OV E AL - B o S B ik
PREZFRTHH, VTN HBREZIIEIIR L EEIEE
L. H pyloridB G (A F A XI v A-F v
N) SR L TEEREPAWE CHE L - BRI TXTH
WTHhY, B LRIbEOFEEIEb R, H pylorii&i:
AF A XINTBIT AR CIEERERIImZ, Bk
BALE G EEAER S NG, Tabh, BHEO
AL (B R LA 72 & NGBV ERE) (3 H. pylorif&gends
FHERTHL. H pyloriE BRI T L% 70
=T a YERHEA L, BREGREIEEREITIRIR R T
FRE o BRI H. pylorilZ X 505 ARHENEH % 26
W, R BEESRE VWK E R D, AFAAID
BB EBICEEROIEENRE L2 L0 s, BRH#EE
FEEH A TR <, BREENIAETE L T W2 ss
BHAEALLZZDDEERZ2DODENTH 5.

Keywords: Helicobacter pylori, I, B

U A AR R A
LHRNAFT v AW v —

EAGSEN, AT, R M EE, R
BHIMES, BN —, ST, /NS, SRS —,
JLHEE - OECDAL- W B S o Bla) (5524%%) — 46
3IOECDAL& W & 3k I GFAMi 225 (201240 =)V »).
TEAE YRS EEHE 2014;10:25-36.
#3MOECDAL 7 ¥y & 4 W] & fifi 2 7% (CoCAM-3) %%
20124E10 I AA ZAD )y = )V v TR S, HARDHHE
WML72E A4y T7Tavry =1 v CASTE599-88-
7, 3a477a-7 F Ik KA »57 ¥ CASTE 53048-65-5)
BLXUOIWEATITV— (I AFVT =Y 2) OHWEE
fli7 a7 74 (SIAP), 2¥E o #IR AWl 7 =
7 74V (ITAP) (714 ZA/8— 24 10 —42: CASHE
55124254, 2-TF VAF VIV Z LT —F )b : CASE
7103446) IZOWTHEI O NIz KR CTIEIALHE
THEORONIZZINCAMEB L CIMEA 7T —D
WA SO W TR T 5.
Keywords: OECD, SIDS#MIFFli 3%, b5 8 LW

AP 2k

()AL AT SE AR e A PR B AT 0 ZE 7



#* & B - M ) 231

2 () 57 18 % A A RS A SR
2 () E BRI BT ) A 2 ek v 8 —

MARBEI T, MM, FEIGMT R

OECDIL =W E IR FFAM 7" 1 775 A E5mfb=

Se 7] FPAM 23 TR 2.

LAY RS G EHE 2014;10:37-45.

SE5MOECDA bW B L M FFAli 23 3645,  20134E10H15-17
HIZKEDD ¥~ F YDCTHfE S N7z, ZORFETIEE!
2498 COVAGEAN - 21908+ SBIRAORIIAGEAN : 3R 12
DOWTHHESN WHEAS 7 T Y — :C6 Aliphatic
Hydrocarbon Solvents (F1OM1'E) #Kx < 15 ICAED
25 7z H AR, B E B ©44-methylenebis
(2-chloroaniline) (CAS:101-14-4) O #IAEHGSCE, F 72
diethylbiphenyl (CAS:28575-17-9), 3,3-bis
(p-dimethylaminophenyl) -6-dimethylaminophthalide
(CAS:1552-42-7), 4-amino-1-naphthalenesulfonic acid,
sodium salt (CAS:130-13-2) D F+3%0’& o 34R i 20 I 3l
XEAINLAE SN TofioiEL LT, o
BEAEH VG-I FEIIOWTR, (LW S E IS
DWTHHE SNz, ARiCid, SoM b4y S 35 W EE
RO HEOME L 5T 5.
Keywords : #E31) BAFEMEME, (L5 B 3L M 374l 23 53,
A SRRl

(=) AL B AR SE RS 2 4 PSP B AR 1 ZE 7
2 (k) L BREEWT ST B ) A 2 W gek v 4 —

EREE, AR, BT, EERR
BTHIMES, BANIE—, MEwl, SFHEET, NP,
HeM S —, JLMWZ @ OECDIL W E s sk o ghim (58
25¥k) — £84, SIMIOECDALAEW - L In 5FAli o7& (2013
8, 72 DO).
TEFEWR G B P 2014;10:46-57.
SEAROECDAL % W & 4 7] 3Ffifi 23 5%  (CoCAMA4) %%
201344 T T v A0 %) THRMEE N, HAPHEHLL
T2 OMWIFHT 72 7 7 £ v (SIAP) (44-2Z )V k=
VY7 x /=) CASTES (LLFIFAER) 80-09-1, F)
VEEXFOV 1 111-820) B X UM 00K 1) W ERN
7740 ITAP) (7-73I /4 Fa%i2-+7%L
VAR VR 87025, 26-V-tert-7F VAT F VT =
J =)V 1 4130421) IZoWwWTHEERELNT. T 7o,
CoCAM-5A320134E10 H I KED 7 ¥ >~ b Y DCTRIfiE &
M, HARDPHY L7220 EDOSIAP 44-2AF L Y ER (2
runay=1 ) :101-144, 2270 1-F =)V : 107-
186) BXUSWHEDITAP 473 /-1-F 7% LY AN
AUBEF MY YA 130132, 33- KA (p-YVAFIT 3

)T x=)) 6-VAFIVT I )T H) K 1552427, ¥
IFIVE T = = )V:28575-17-9) IZDOWTHEDH H /.
AR TIZZ NS OWPIFHG LD W THANT 5.
Keywords: OECD, SIDS#JARFN 5% fb5W/E LR
BRI

() L2 R FE R 2 A PERPAT R TR SE 7
2 (fly) 57 Wy 2 A A A R ZE I
"3 () [ LB ZE T B ) A 2 et v & —

ANEFEL  RNRE D BRE R D2 Ak ) A 2 FHIENS

5 HERN.

Cosmetic stage 2014;9:21-6.

AEBEm X, ZERELHES (LBEKZR &) X =27 v
TALhEs (ITFL, 77 v F—Ya vk y) R EHEHICOT
25005, K74 FALIERICE S $TEHILIZPES B0
BEEND. EE, HEREOT v FIA VY IO
Ph, EHRIA IV Iy TR EORREER AT B H R
GOREPERILLTWD. —J, fbhRicks7Lv
F—LUS, Bk K, R, GERLLLEOH
BHIAE R 2w AFTIE, AR O RV ETELOLHE AR
183 DA 2 F 2 T OWTEE L7z, %)
RED R WHTHIA R, RET & L TR tkar i
PEBSNG EHEINDL T L0s, KRoidiu, =
R Z TR L T2 DTH L%, RERIH D
SOALBESTd o TH RN R 7 Gl O FEA 1 [F]
LTHh5b.

Keywords : {bHES, Lt V) A 27 &5l





