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CASE

Primary lung cancer associated
with Werner syndrome

Shunichiro Ohnishi,'? Masaki Fujimoto,'? Takashi Oide,* Yukio Nakatani,?
Yuya Tsurutani,'* Masaya Koshizaka,'* Morito Mezawa,'"
Takahiro Ishikawa,'” Minoru Takemoto'? and Koutaro Yokote'*?

REPOR]

Departments of 'Clinical Cell Biology and Medicine, and *Diagnostic Pathology, Chiba University
Graduate School of Medicine, and *Department of Medicine, Division of Diabetes and Endocrinology,
Chiba University Hospital, Chiba, Japan

A S2-year-old man with Werner Syndrome (WS) was admitted to our hospital for the
treatment of skin ulcers on his thighs. Routine chest radiography revealed an abnormal
shadow in the left upper lung field. Computed tomography (CT) revealed a poorly demar-
cated homogeneous mass (diameter, 4 cm) in the S1 + 2 lung area; no pleural effusion was
observed. CT-guided percutaneous needle biopsy revealed the presence of an adenocar-
cinoma. Other imaging studies did not reveal any lymph-node involvement or presence of
metastatic lesions. The patient was diagnosed with stage IB adenocarcinoma (T2NOMO0),
and a left upper lobectomy was successfully carried out; postoperative wound healing was
steady and uneventful, with no obvious ulcer formation. Primary lung cancers very rarely
develop in patients with WS; non-epithelial tumors are usually observed in such patients.
Patients with WS usually develop severe skin problems, such as refractory skin ulcers in
the extremities; however, our patient did not develop any skin-related complications after
surgery. As the expected lifespan of patients with WS is increasing, we need to pay
attention not only to the rare non-epithelial malignancy, but also cancer. Further, the
expected short lifespan of patients with WS, as well as the possibility of skin-related
problems after surgery, should not be considered while deciding whether to take the
option of surgery in the case of malignancy. Geriatr Gerontol Int 2010; 10: 319-323.

Keywords: adenocarcinoma, progeria, skin ulcer, Werner syndrome, wound healing.

Introduction

Werner syndrome (WS), which is also called adult pro-
geria, is an autosomal recessive disorder caused by a
mutation in the gene encoding the WS protein (WRN),
which is a deoxyribonucleic acid (DNA) helicase.! Most
of the reported cases of WS are from Japan (845 of the
1200 cases that have been reported worldwide).? This
disease is characterized by early aging phenotypes,
including graying and loss of hair, juvenile cataracts,
skin ulcers, insulin-resistant diabetes and neoplasms.>*
The major causes of death in patients with WS are
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malignant tumors and atherosclerotic vascular diseases,
such as coronary heart disease and cerebral vascular
diseases. The ratio of incidence of malignant epithelial
to malignant non-epithelial tumors in patients with WS
is approximately 1:1 instead of the 10:1 ratio observed in
the general population.* In total, 8% of patients with
WS develop malignant tumors, which are usually diag-
nosed in the second or third decade of life. In this case,
primary lung cancer was incidentally identified in a
S2-year-old patient with WS; it was successfully treated
with surgery, without any complications.

Case report

A S2-year-old Japanese man was admitted to Chiba
University Hospital, Chiba, Japan, for the treatment of
skin ulcers on both thighs. He had been diagnosed with
WS at the age of 33 years, when he had developed

doi: 10.1111/).1447-0594.2010.00638.x | 319
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Figure 1 (a) Patient’s “bird-like face”, a characteristic of
Werner syndrome. (b) Mutant allele-specific amplification
(MASA). MASA analysis showed that the patient had the
4/4 mutation in the WRN helicase gene. M, mutation; N,
normal.

bilateral cataracts. All three of his siblings had also been
diagnosed with WS; however, no parental consanguin-
ity had been reported. He had developed premature
graying at the age of 15 years and was diagnosed with
insulin-resistant diabetes and dyslipidemia at the age of
35 years. Since the age of 48 years, he had been treated
with 10 mg of atrovastatin and 15 mg of pioglitazone.
He had smoked 20 cigarettes/day from 20 to 40 years-
of-age. Both his lower legs were amputated at the age of
51 years, because of intractable skin ulcers and osteo-
myelitis. On physical examination, we observed that he
had facial features characteristic of WS; that is, he had a
“bird-like” face (Fig. 1a). His voice was high pitched and
hoarse; this is also a characteristic feature of WS. Mul-
tiple ulcerations, and cutaneous and subcutaneous
atrophy were observed in the skin.

The complete blood cell count showed mild anemia.
The results of blood biochemistry were unremarkable,
except for the slightly elevated fasting blood glucose
level, elevated triglyceride level and decreased high-
density lipoprotein cholesterol level. To confirm the
diagnosis of WS, we carried out mutation analysis based
on the mutant allele-specific amplification (MASA)
method.? The DNA from the peripheral blood leuko-
cytes showed marked amplification for the genomic
sequence corresponding to mutation 4/4 in WRN heli-
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case, whereas this amplification was not seen in the case
of control DNA (Fig. 1b); thus, the diagnosis of WS was
confirmed by genetic analysis.

The patient underwent routine chest radiography on
admission, which showed an abnormal shadow in the
left upper lung field (Fig. 2a). CT of the lung revealed a
homogeneous and poorly demarcated mass (diameter,
4 cm) in the S1+2 lung area; no calcification was
observed (Fig. 2b). Although a portion of the pleura was
invaded by the tumor, no pleural effusion was detected.
The hilar, mediastinal and axillary lymph nodes were
not enlarged. The levels of tumor markers for lung
cancer including CEA, pro GRP, SLX and CYFRA were
all within the normal range. CT-guided needle biopsy
revealed the presence of an adenocarcinoma.

Magnetic resonance imaging (MRI) of the head, and
CT scan and ultrasonography of the abdomen did not
show any metastatic lesions. Bone scintigraphy only
showed old rib fractures. The left upper lung lesion was
histopathologically diagnosed as pulmonary adenocarci-
noma and clinically staged as stage 1B (cT2NOMO). After
providing informed consent, the patient underwent left
upper lobectomy with mediastinal lymph node dissec-
tion. During the surgery, pleural indentation without
pleural effusion was observed (Fig. 2¢c). The procedure
was successful, and there were no complications.

The resected left upper lobe of the lung contained a
subpleural tumor (2.8 x 2.4 x 2.2 cm), which contained
solid white nodules. Although the tumor had exten-
sively invaded the adjacent pleurae, the invasion did not
extend beyond the pleurae. In addition, no metastatic
lesions were observed in the lymph nodes or other lung
tissue; therefore, the surgical staging of the cancer was
the same as that determined before the surgery — stage
IB (sT2NOMO). Histopathological examination revealed
mixed cellular patterns; that is, both papillary and solid
(Fig. 2d). These findings correspond to those of adeno-
carcinoma mixed subtype, with lymphocytic and plasma
cell infiltration. No pleural invasion was observed.
Pathological staging was stage IA (pT1, pNO, pm, n0,
pO, br-).

Postoperative wound healing was steady and unevent-
ful, with no obvious ulcer formation or infection. The
patient was discharged on the 90th hospital day.

Discussion

Here, we report the case of a patient with WS who
developed primary lung cancer that was successfully
resected. WS patients usually die in the fourth decade of
life, because of premature atherosclerosis and/or malig-
nant neoplasms.® Strangely, in patients with WS, the
incidence of malignancies of mesenchymal origin
(sarcoma) was higher than that of the cancer.® The
mechanism underlying the development of neoplasms
in patients with WS remains unclear. However, several
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(a)

Figure 2 (a) Chest X-ray film showed
an abnormal shadow in the left upper
lung field, which is indicated by an
arrow. (b) Computed tomography scan
showed a homogenous solid tumor in
the left upper lung, which is indicated
by an arrow. (c). Pleural indentation
without pleural effusion was observed
during the surgery. Bar, 2 cm. (d)
Histological specimen obtained during
surgery revealed a adenocarcinoma -
mixed subtype; the cellular patterns

were papillary and solid, with

lymphocytic and plasma cell infiltration

as indicated by arrows. Bar, 200 pm.

findings suggest that the WRN helicase plays an essen-
tial role in telomeric function.*® The data from WRN-
knockout mice indicate that the shortening and
functional disability of telomeres lead to the develop-
ment of osteosarcomas and soft tissue neoplasms.’

Lung cancer has been very rarely observed in
patients with WS, probably because patients with WS
have a shorter lifespan. Lung cancer develops most
frequently in men who are 50 years-of-age or more."
Just five cases of lung cancer associated with WS have
been reported so far, and all the patients were over
50 years-of-age (Table 1).'*¢

Indeed, the recent data have shown that the lifespan
of Japanese patients with WS has been significantly pro-
longed by approximately 10 years.''® In our previous
study and those of other researchers, it was reported
that not only the 3-hydroxy-3-methylglutaryl-CoA
(HMG-CoA) reductase inhibitor (statins) therapy, but
also a peroxisome proliferator-activated receptor-
gamma agonist administration improves the prognosis
of patients with WS."* Although the mechanism
underlying this action is yet to be determined, statins
might protect patients with WS as a result of the short-
ening of telomeres; thus, statins can extend the lifespan
of patients with WS, not only by their antiatheroscle-
rotic properties, but also by preventing the development

© 2010 Japan Geriatrics Society
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of sarcomas. In this scenario, as the life expectancy of
patients with WS increases, the incidence of cancer
might also increase in the near future.

Regarding lung cancer, it is still unclear whether or
not adenocarcinoma develops more often in WS
patients compared with other pathological types of
primary lung cancer. Four out of six cases (previous
reports and the present case) are adenocarcinoma
(including alveolar-epithelial carcinoma). There seems
to be no difference in the pathological type of primary
lung cancer between patients with and without WS, as
half of all cases of primary lung cancer in non-WS§
patients are adenocarcinoma.?’ However, there are still
very few reported cases of primary lung cancer in
patients with WS. Therefore, more experience of
primary lung cancer in WS patients is needed before
definite conclusions can be drawn

WS patients characteristically develop skin ulcers in
the extremities.® These ulcers are refractory to any con-
servative treatment and often require amputation of the
limbs; this severely affects the quality of life of these
patients.”>** The reduced proliferative capacity of the
skin fibroblasts in patients with WS is likely to cause
ulcer formation;** however, the molecular mechanism
underlying ulcer formation has not yet been completely
elucidated.
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Postoperative wound healing is one of the major
issues considered by surgeons before deciding on sur-
gical management in the case of patients with WS. In
our patient, despite the patient’s present condition and
the history of refractory skin ulcers in the extremities,
the lung cancer was successfully resected, without any
skin-related problems. The skin and soft tissue of the
extremities tend to be atrophic and comified in WS,
whereas the skin of the trunk is normal.? In addition,
subcutaneous fat tissue in the extremities of WS
patients was reported to be lipoatrophic, whereas tissue
of the trunk was normal. Moreover, there are possible
systemic metabolic effects of regional adiposity in a
patient with WS.* It has also been reported that not
only lung cancer, but also meningiomas* and pancre-
atic cancer®® can be successfully operated on without
any skin-related problems. Therefore, there might be no
difference in the wound-healing ability of the skin of the
trunk between patients with WS and the normal popu-
lation of the same age group. It appears that skin ulcer-
ation might not be a potential problem of surgical
treatment of the trunk, as in our case and previous
reports.

In summary, we report a case of WS associated with
primary lung cancer that was successfully resected. As
the life expectancy of patients with WS is increasing,
we need to pay attention not only to rare non-epithelial
malignancies, but also to epithelial cancer. Further-
more, the shorter life expectancy of patients with WS
than the general population, as well as the possibility of
skin-related problems after surgery, should not be a
deciding factor when considering whether to carry out
surgery in the case of malignancy.

Present case

52, male

None

Pharyngeal cancer

Well-differenciated
adenocarcinoma

la (pT1NOmO)

24 months, died

carcinoma

1a (T1INOMO)
47 month, survived

Squamous cell
12

55, male
First cousins
None

Case S

Case 4

52, female

First cousins
Osteosarcoma
Bronchio-alveolar
la (TINOMO)

44 months, survived
11

First cousins

None
Well-differenciated
1a (TINXMO)
Unknown

52, male
10

Case 3

Acknowledgments

We thank Mrs Aki Watanabe and Reiko Kimura
(Department of Clinical Cell Biology and Medicine,
Chiba University Graduate School of Medicine) for
their valuable technical assistance. This work was sup-
ported by Health and Labour Sciences Research Grants
from the Minstry of Health, Labour and Welfare of
Japan for the Research on Measures for Intractable
Diseases.

adenocarcinoma

1b (T2NXMO0)
Local chemotherapy Left lower lobectomy Right upper lobectomy Left lower lobectomy Left upper lobectomy

Case 2

51, female

None

None
Well-differenciated

References

carcinoma
1b (T2N1M0)

Irradiation
14 months, died 4 months, died

Case 1

54, female
None

None
Squamous cell

« 1 Yu CE, Oshima J, Fu YH et al. GD. Positional cloning of
the Werner’s syndrome gene. Science 1996; 272: 258-262.

2 Matsumoto T, Imamura O, Yamabe Y ef al. Mutation and
haplotype analyses of the Werner’s syndrome gene based
on its genomic structure: genetic epidemiology in the Japa-
nese population. Hum Genet 1997; 100: 123-130.

3 Goto M, Miller RW, Ishikawa Y, Sugano H. Excess of rare
cancers in Werner syndrome (adult progeria). Cancer Epi-
demiol Biomarkers Prev 1996; 5: 239-246.

Table 1 Reported cases of lung cancer in patients with Werner syndrome

Age, sex
Consanguinity
Other neoplasms
Histology

Stage (TNM)
Treatment
Outcome
Reference

322 | © 2010 Japan Geriatrics Society



Lung cancer in Werner syndrome

4 Goto M. Hierarchical deterioration of body systems in
Werner’s syndrome: implications for normal ageing. Mech
Ageing Dev 1997; 98: 239-254.

5 Epstein CJ], Motulsky AG. Werner syndrome: entering the
helicase era. Bicessays 1996; 18: 1025-1027.

6 Opresko PL, Sowd G, Wang H. The Werner syndrome
helicase/exonuclease processes mobile d-loops through
branch migration and degradation. PLoS One 2009; 4:
€4825.

7 Crabbe L, Jauch A, Naeger CM, Holtgreve-Grez H,
Karlseder J. Telomere dysfunction as a cause of genomic
instability in Werner syndrome. Proc Natl Acad Sci U S A
2007; 104: 2205-2210.

8 Laud PR, Multani AS, Bailey SM et al. Elevated telomere-
telomere recombination in WRN-deficient, telomere dys-
functional cells promotes escape from senescence and
engagement of the ALT pathway. Genes Dev 2005; 19:
2560-2570.

9 Whyllie FS, Jones CJ, Skinner JW et al. Telomerase prevents
the accelerated cell ageing of Werner syndrome fibroblasts.
Nat Genet 2000; 24: 16-17.

10 Chang S, Multani AS, Cabrera NG et al. Essential role of
limiting telomeres in the pathogenesis of Werner syn-
drome. Nat Genet 2004; 36: 877-882.

11 Jemal A, Travis WD, Tarone RE, Travis L, Devesa SS.
Lung cancer rates convergence in young men and women
in the United States: analysis by birth cohort and histologic
type. Int J Cancer 2003; 105: 101-107.

12 Suruta H, Yonezawa Y, Matsumoto M et al. An autopsy
case of Werner's syndrome with lung cancer. Nippon Naika
Gakkai Zasshi 1982; 71: 374-375.

13 Yoshioka R, Kuwabara T, Hiraoka T. A case of Werner's
syndrome with lung cancer. Nippon Kyobu Shikkan Gakai
Zasshi 1984; 22: 450.

14 Ohtake Y, Hirai T, Yamanaka A efal. A surgical case of
lung cancer compolicating with Werner syndrome. Nippon
Huaigan Gakkai 1994; 34: 69-73.

15 Yamanaka A, Hirai T, Ohtake Y, Kitagawa M. Lung cancer
associated with Werner’s syndrome: a case report and
review of the literature. Jpn J Clin Oncol 1997; 27: 415-
418.

© 2010 Japan Geriatrics Society

16 Naramoto A, Honda T, Fujimoto K et al. A case of Wern-
er’s syndrome with lung cancer. Roka To Shikkan 1992; S:
1828-1832 (supplement, in Japanese).

17 Goto M, Matsuura M. Secular trends towards delayed
onsets of pathologies and prolonged longevities in Japa-
nese patients with Werner syndrome. Biosci Trends 2008; 2:
81-87.

18 Yokote K, Saito Y. Extension of the life span in patients with
Werner syndrome. ] Am Geriair Soc 2008; 56: 1770-1771.

19 Yokote K, Honjo 5, Kobayashi K ef al. Metabolic improve-
ment and abdominal fat redistribution in Werner
syndrome by pioglitazone. J Am Geriatr Soc 2004; 52: 1582~
1583.

20 Yeong EK, Yang CC. Chronic leg ulcers in Werner’s syn-
drome. Br J Plast Surg 2004; 57: 86-88.

21 Harada T, Kawakami M, Saito Y, Odaka M, Sato S, Akiba
T. Incidental Analysis of primary lung cancer in autopsy
cases (The initail report). Jikeikai Med J 2005; 120: 109-120.

22 Yamamoto K, Imakiire A, Miyagawa N, Kasahara T. A
report of two cases of Werner’s syndrome and review of the
literature. J Orthop Surg 2003; 11: 224-233.

23 Leone A, Costantini AM, Brigida R, Antoniol OM,
Antonelli-Incalzi R, Bonomeo L. Soft-tissue mineralization
in Werner syndrome. Skeletal Radiol 2005; 34: 47-51.

24 Faragher RG, Kill IR, Hunter JA, Pope FM, Tannock C,
Shall S. The gene responsible for Werner syndrome may be
a cell division “counting” gene. Proc Natl Acad Sci U S A
1993; 90: 12030-12034.

25 Lllison DJ, Pugh DW. Werner’s syndrome. Br Med J 1955;
2: 237-239.

26 Smith U, Digirolamo M, Blohme G, Kral ]G, Tisell LE.
Possible systemic metabolic effects of regional adiposity in a
patient with Werner’s syndrome. Int J Obes 1980; 4: 153~
163.

27 Tsurubuchi T, Yamamoto T, Tsukada Y, Matsuda M,
Nakai K, Matsumura A. Meningioma associated with
Werner syndrome ~ case report. Neurol Med Chir 2008; 48:
470-473.

28 Shimaoka Y, Hatamochi A, Hamasaki Y etal. Case of
Werner’s syndrome with pancreatic carcinoma. J Dermatol
2007; 34: 674-676.

| 323



A ROZHrEE % 6K



9. (XEERE

[EHA <3%D X #FAR

RERA, REFEE, W, SR S 5IEES
BRICAN S 7 290 E L TEEAKILEZRI LT
BETHIELH B,

BY ¥ I ERZAE: HITEE, BRE, RHRE
Hk, REGESIRE, WEEZRRT L, 70—
UhIVIliEREE L £ 2 ShaEmtE I, FLIEHE A
WALAE S & MM EREND R E LR LD H S,
BY 3y KRZIE: FRER Y <) ¥ iFEkE
B, FHERZE, BERBICLAWAEIZX RS
D, HIER %R,

RELZOFRRDFEH D (1)

BY %3 BRZIETIE, PSS I BIEED
KT, RMER LT ¥ 247 b5 —EHEEOET, I
EIVE VBB L OABREOHEMAA LN S,

BY %3 BoRZETIE, MPYy I BLIEE
{KF, LDH ¥, JRep x5 v~ o > EEPEE8hn,
EARFERO MM, HIMEREB X O M/MR O TR [ E A
AHND,

Bl 25-KEE{L ¥ % 3~ D(25-OHD) i fE 1L 15~
40ng/mL T, ¥¥% I DOEEREEZRT, U
IVDRZTIRMP ALY T AR VEEIZEKT
L, BIFKBEALVE Y PTH)R TNV A Y RAT 7
¥ — YL LA T 5,

BYsIKRZTIE, RE70oborErTh
% PIVKA-TI (proteins induced by vitamin K absence
or antagonist) 28 ML H NS 5,

BEEIDYRAV b - XE(FE)

BfV=7YF RX=v53, ¥4 70ty Vg
Y4 IV BelEMANEITNTEDT, HHEIZX
¥% 3V Bek 1 HIZ30~100 mg #5142 & o TFFh
35,

BY % I CAOHBIC X VERZT TR L, Tk

ITREXES,
BIREDHEHNEZ R L TB L,
BAGEEZUDL 2 ETH S,

THICH>THL E/IDIE

B - iR - 3230 - BELLIZE AN EREOHEK
B, 7L a—-VEHBEBREEERL EAMER
DR RHENEOAE

B A RolGE, MEERS S THIZ X 2 BRHE
#EDOEA

B EEEEICI LYY 3 v oiEeEE

A Mk, IRE - NTRS - BEREREE, EIBbIk s b
ZL BIEER L Th b,

sk
Werner JE{RE}

Werner Syndrome

W SERER TRAFRFREIT - MTBRNT

E2LON S 8

B EEmuEa R, 30 & FciciElans
ZEDNE N,

BUBCRHE, FFICREO MR L, B - 5
ARASF3E., BERMRELX A LR TV,

BEEZZ1t, HERPHELRD 5,
BAsREOES,

BT GFC7 ¥ L AR o AR,

AERDEED T

20 HIfR & ) LARDFERERDEALND X HI2%
b, TN, BEE, BREREPOENR-T
Rz, BOWEZEEIED), FEIZHMUREAHEL
CHllvy, 2R H L, EFEEE1 IR,

RELZDMEDFEH D

BRI RO AR ER G- 726, 7L AR X
R CHE A INES SOIkbz oL, 13F
AMELFZITE 5 (H2),

BE A 2 2 YdE % ) #E R IR E B E %
50% L EDIEBITFRD 5,

BN AREOEEERT Z2RLR TV,

EEZZERDRA > b
LK & % 5 WRN DNA N 7 — 2 DR % 52

1219



£51&
(51 &B%)

TEUABRARLE GESME X S]E, 50 &%
¥E)

AIRALERAL % RED TR,

5, KiMEHOEET - BEHOREZR, T
REBLOV— 7 7RI (FEINDICBWTER
THETHoD,

Werner EIRBFDESRESE

I EEHR(0ELUETORIE)

1. B PR (W)

Femno e R ML (WML, 256, BRIE, BE, AL,
oA B TRBOZER) LR (BRER)

BEE

MEOEEE T I WBORE
HERREORH A

24 BERRP e 7 v 1 o BB T (ERITTRE 235 8)

N

AR Sl

=

ZOIEH DEME

1. BERIH

HERRBRREIE T (SR M BCRTE, T, MRS OE
i)

FHEE

F45 - BRKREIB O (X BB W)

KRR O AIKL

Btap R (F OB ZE D BEE)

BRERT A, HL IR EREOHEY
EETALGERADEVE W LEE)

24 BERRP e 70 v BRBEYE (ERETRZEE)
TR

i

ISl P

—_—

o #HE

HER : IOFTXTELID 228k

Buwgl: 101, 2, 3&ZhbstofE2 o0k

WEEtED Y ANEE T IEEME oW & 2 h st

DRfE2 2LLE

HEN BRI OERBRGZZL, FRZERL)
(Werner Ji f& % E F% & $%#1 8% (International Registry of Werner
syndrome), http://www.wernersyndrome.org/registry/diagnostic.

html & D51 - FIfR - —HBLE)

ERIITRERBLEERDORA Y b

£ HBLE GEEIE) (= 1550 H), ER2ELPH
WEEDFAE % Eh HERIH T RE, ERREYICHRIE SN
TWVWH BRI EED—DER1IIRT,

FRHUEORE

EMEE & BHREEO SIS EGTFRICEET
b, — 1, WHERERL TS RBOEEHEIZERE
DEDPBEREFECR T, BOTEBFENOBITCT
Wiz &, BEOEETFHR/QOL AT %,

BHHE - BFAEDZER

BEHEGIE BWE SHRBRERE, BERE
HEOMERES, L THRBIEOEHTS S,
Bk D Ao b, PRI IRiAD T
HETH5D,

BRI S, WS, RERAFER L, A

1220



9. {UHE R

SRy 7y FR—-AIPTREEZRL, O
R LTHREALEREZ £ T2 T,

BEEIURV S - XE

B&0FT ARG L, @%, F7VY Y UEEA
PERERT,
BESREBEDONL ) 2 7 BEEE 2, IBE, I,
MEDFEY % EHRZITH, HLDL I L AFa—)b
MIEWZIZ A F UV BERTH S,

FHDBERDRA >/ b

EVE SRR B D R M R I o LT, LidLiE
BRI ENT 5, '
BUuBcREE R, KB OR g FRERBA
BRI T WA, #HE, MEHROFMTERIC
ARV,

ESICHIDTHL ERIDTE

P& miE, k40 vbhT&7228 &
F S0 LIENEIEEL, 60 A BLLEE L
S5, A FHREAEAT 2EEEEORYIER L
GiF, dBRELEZ T 5000 2758, 2
BREOBE) L MENTFHULEICEETH S,

B 40 W & ) R T 2320 5 %%, @%,
20~30 i®ARICIXAERTTRE T DH B,
B'REEZE"LFENL 00, 25855 Fal Eit
LRI OIFTId %L, PIZIERAEO SIS
Ry,
BHARIIBIL2EREFIXZS~10 FAIZ 1 A, Fit
EHERIEEZ L 5,

(B H « A BB Takoehrs - silaiges)

1221



V. 25 EH



