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Objective: To determine the long ferm prognosis of children of patients with systemic lupus erythematosus

).

Methods: Children of patients with SLE were invited fo attend our clinic for physical examination and
laboratory tests. A total of 195 children [aged 4 months to 26 yeors; male=82, female=113} were
examinegin 1991, 1995, 1997, and 1998, .

Results: Two cases were diagnosed as SLE at the first visit and were excluded from the second visit. A
significantly higher percentage {52/195 {27%]} of patients were positive for anfinuclear anfibodies {ANA)
at a cut off serum dilution of 1/40 compared with controls (4/57 (7%]). ANA were defected more
frequently in female subjects than in men {p<0.05). Forty four subjects were examined on more than two
occasions. Nine of the 10 patients who were positive for ANA at the second visit were girls aged 4-8
years. The incidence of anfi-DNA and antiphespholipid antibodies in children of patients with SLE was
similar fo that in the controls.

Conclusions: The finding that children, especially girls, born to maternal lupus pafients had a high positive
rate for ANA suggests that a genetic factor is involved in SLE pathogenesis, Longitudinal observation of

ystemic lupus erythematosus - (SLE) is a chronic auto-

immune inflammatory disease with heterogeneous

clinical features, which primarily affects women in their
childbearing years. The familial nature of SLE is well known,
and thus patients with SLE may worry that their children will
be affected. This study was therefore designed to acquire
more information about the long term prognosis of children
of patients with lupus.

PATIENTS AND METHODS
Letters were sent to children born to patients with SLE at
Juntendo University Hospital in 1991, 1995, 1997 and 1998
informing thern of this study. Informed consent was obtained
from the children themselves or their parents. The children
were interviewed about their medical condition, and each
child was given a physical examination by a paediatrician or a
doctor and laboratory tests were performed as described
below. Contrel serum samples were obtained from other
chitdren admitted to our hospital for minor surgery.
Antinuclear antibodies (ANA) were assayed by an immuno-
fluorescence technique using HEp-2 cells as the substrate.
Anti-double stranded DNA (dsDNA) antibodies were
measured by the Farr assay and enzyme linked immuno-
sorbent assay (ELISA) with a commercially available kit
{MESACUP-DNAII, Nagoya, Japan} using antihuman vy
chain monoclonal antibodies as secondary antibodies. Anti-
single stranded DNA (ssDNA) antibodies were assayed by
ELISA with the same kit (MESACUP-DNAIL, Nagoya,
Japan). Anticardiolipin antibodies (aCL) (IgG, IgM) were
measured by a standardised ELISA.' IgG antibodies against
the cardiolipin and PB,-glycoprotein I (aCL/B,GFI) complex
were assessed by ELISA {aCL/B,GPI EIA kit, Yamasa, Tokyo,
Japan). Extractable antinuclear antigen {ENA) antibodies
were detected by double immunodiffusion using rabbit
thymus extract which was prepared as previously reported.?
Statistical analysis was performed with the ? test.

RESULTS :

One hundred and ninety five children {82 male, 113 female),
aged 4 months to 26 years were enrolled in the study. Of the

waww.annrheumdis.com

these patients may provide important clinical information and clues to the pathogenesis of SLE.

195 children, 56 were seen in 1991, 47 in 1995, 54 in 1997,
and 38 in 1998. Forty nine children were siblings; none of
them were twins. Two children were diagnosed with SLE at
the first visit. One of them was a subject with neonatal lupus
erythematosus who developed SLE at 6 months of age. The
other developed SLE at 18 years of age. These two children
were excluded from the following study because they had
received treatment and were not suitable for a longitudinal
study. Physical examination at the first visit showed that
children born to patients with SLE had a greater tendency to
have allergic diseases.?

Control serum samples were obtained from 57 children
born to mothers without SLE.

Antinuclear antibodies

Table 1 shows the results for the ANA tests on the 195
children. The cut off point for ANA was defined as a serum
dilution of 1/40. Fifty two children of 195 patients with SLE..
(27%) and only 4/57 (7%) controls had ANA in their sera—a
significant difference {p<0.005). The presence of ANA did
not show a sibling cluster. In 49 cases, ANA were stained in
homogeneous and/or speckled patterns, The three exceptions
had discrete-speckled, nuclear, and speckled patterns,
respectively. When the prevalence of ANA in male and
female children was compared (table 1), 41/113 (36%) female
children and 11/82 (13%) male children were positive for
ANA (p<0.001). When ANA were investigated according to
age (fig 1), two of four sera from children younger than
6 months of age were positive for ANA, whereas all 40 sera
from patients aged 6 months to 2 years were negative. The
prevalence of ANA positivity was significantly higher in
children older than 3 years than in those aged less than 3
years (50/151 (33%) v 2/44 (5%); p<<0.001). For the children
of patients with SLE about 50% of the ANA positive cases had

Abbreviations: ANA, anfinuclear antibodies; CL, cordiolipin; ELISA,
enzyme linked immunosorbent assay; ENA, extractable antinuclear
anfigen; GP, glycoprotein; SLE, systemic lupus erythematosus

— 58—



Long term prognosis of children born fo lupus potients

L +p<0.00);77p<0.005.

high titres of >>1/160. In contrast, the four sera from controls
that were ANA positive had low titres of <1/160 {data not
shown).

Forty four children attended two, three, or four times (20,
11, and 13 patients, respectively) for tests. Figure 2 shows the
changes in ANA levels, excluding the children who were ANA
positive or ANA negative in all investigations. One child
younger than 6 months had ANA at the first investigation
but became negative by the age of 4 years. This change
distinguishes ANA transferred from the mother. Nine of 10
children who had become positive for ANA at the second
investigation were aged 4-8 years. One girl became positive
for ANA at age 14 years. Two boys and one girl became
negative at the third investigation when they were 6, 10, and
8 years old. Excluding one infant under 6 months of age,
eight children were ANA positive at the first investigation.
One of them had become negative by the time of the third
investigation at the age of 11 years. Seven children were
continuously ANA positive, The other 25 children were ANA
negative in all investigations.

Anti-ENA antibodies

Anti-ENA {Sm, UIRNP, Ro, La, 5cl-70) antibodies were
detected in 73 sera from children who attended the first and/
or second investigation. One of these serum samples was also
positive for anti-UIRNP antibodies. This patient had few
clinical symptoms, a characteristic typical of connective tissue
diseases such as Raynaud’s phenomenon.

Anti-DNA antibedies

Anti-DNA antibodies were measured by three methods in the
sera of children who attended the first and/or second
investigation (table 2). The Farr assay was negative, except
in one child who was diagnosed with SLE. The results for the
detection of anti-dsDNA antibodies by ELISA were the same
as those of the Farr assay. Anti-ssDNA antibodies were
positive in four of 77 sera {5%). Of the 54 control sera, one
had a low titre of anti-DNA antibodies by the Farr assay.
Anti-dsDNA and anti-ssDNA measured by ELISA were
negative in all control sera. However, the differences found
between children born to patients with SLE and controls
were not statistically significant.

Anticardiolipin antibodies

IgM aCL, 1gG aCL, and B,GPI dependent aCL were measured
in the sera of 73 children of patients with SLE and 54 controls
{table 2). IgM aCL were positive in four sera from children of
patients with SLE and in one control serum. 1gG aCL were
positive in one serum from each group (14%, 1.9%,
respectively). All sera in each group were negative for anti-
CL/B,GPI antibodies. There was no significant difference in
the percentage of children of patients with SLE and controls
who were aCL positive,
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Figure 1 Presence of ANA in children born fo lupus patients {n=195).
Except for two children younger than 6 months of age, all of the children
with ANA were older than 3 years. Many cases were positive at a higher
dilution. *Patient with SLE.
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Figure 2 The change of ANA levels in the children who attended more
than twice {excluding children who were ANA posifive or ANA negative
at all invesfigations]. One infant younger than 8 months of age was
ANA positive ot the First invesfigation, but had becoma negative af the
second [1). Nine children [one male, eight female] had become positive
for ANA at the time of the second investigafion when they were 4-8

ears of age (2-10}. Three of them [one boy {9), two girls (8, 10}) had
Eecome negative again by the fime of the third invesfigalion. One girl
became pasitive ot 14 years old {12). One boy was positive at 5 years of
age and had become negative by 11 years of age {11},

DISCUSSION : .

Studies using genetic epidemiology and molecular biology
techniques have suggested that genetic factors may have an
important role in the pathogenesis of SLE.

Many studies have shown that relatives of patients with
SLE often have the same disorder or another autoimmune
disease** When the serological abnormalities are investi-
gated, the frequency of this link is more striking.® An increase
in ANA positivity was found in the sera of relatives of
patients with SLE, including not only offspring but also
siblings. That study which focused on the female first degree
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relatives detected ANA in 20%." To date, there have been no
longitudinal studies which focused only on the children born
to patients with SLE, although there have been a small
number of reports of studies involving newborn babies. There
also seem to be no prospective studies investigating the
offspring of probands with SLE. We investigated the long
term prognosis of a large number of children bomn to
maternal lupus patients.

In this study, two of 56 children were diagnosed as SLE at
the first visit, representing a prevalence of around 4%. This is
similar to the prevalence of mother-child cases reported
elsewhere* and clearly higher than the overall prevalence of
SLE in Japan, which is reported to be 0.21%.” Interviews with,
and physical examination of, the 56 children at the first
survey indicated a high prevalence of atopic disorders
compared with the controls,® although this could not be
investigated further as no paediatric allergist was available.

The presence of autcantibodies in the sera of newborn
babies of mothers with SLE has been reported previously.” *
However, it is likely that these autoantibodies were trans-
ferred from the mother through the placenta. The serological
characteristics of older children of mothers with SLE have not
been reported so far. When ANA were investigated, the
percentage of children who were ANA positive was sig-
nificantly higher than that of the controls. Investigation
according to age showed that all ANA positive children were
aged over 3 years, when neonates under 6 months of age
were excluded, because the 1gG class of antibodies might be
detected in the serum of infants owing to transplacental
passage of matemnal immunoglobulin, The rate of ANA
positivity was also 2.5 times higher in female than in male
children. This ratio is similar to those demonstrated in
familial cases of SLE and SLE in childhood.* This discrepancy
between the sexes might be considered as due to hormonal.
environmental, behavioural, or genetic effects. Hormonal
effects must exclude oestrogen because serum oestrogen
levels are the same for boys and girls. During childhood, there
is no reason to suggest that differences in environment or
behaviour lead to differences in ANA positivity between the
sexes. Therefore, studies of the X and Y chromosomes such as
imprinting and X inactivation'?’ may provide information, but
such studies have rarely been performed.

Some control sera in our study were also positive for ANA.
It has been reported that healthy people seldom have ANA in
their sera. The most recent multicentre study,™ however,
showed that about 20% of healthy adults had ANA in their
sera when a cut off dilution of 1/40 was used. In the few
reports published, the frequency of ANA. in healthy children
using HEp-2 cells as a substrate was between 0.4%" and %"
at a dilution of 1/40. Our study included age matched control
sera from children admitted for minor surgery. Four out of 57
{7%) serum samples were positive for ANA. It is unclear
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whether detection of ANA in the sera of controls has the
same biological significance as its detection in children born
to maternal lupus patients. There was a marked difference
between the ANA positivity. Thus the maximum titre of ANA
in the controls was 1/160, whereas that in children born to
maternal lupus patients was 1/640, except for two children
with SLE. This study has shown that the children born to
lupus patients had not only a higher frequency of ANA but
also a higher titre of ANA than controls.

The changes in ANA titres according to age were studied.
Interestingly, many patients became positive for ANA
between 4 and 8 years of age, but some of them reverted to
negative at over 8 years. We did not detect any clinical
manifestations related to SLE in cases of seroconversion. The
causes of this seroconversion are not clear. To answer this
question, further studies, including examination of the age
related immunological function and apoptosis of autoreactive
lymphocytes or ANA producing lymphocytes, are needed.
Recent studies have reported relationships between micro-
chimerism and the autocimmune phenomenon.” Maternal
cells can persist in the peripheral blood of children for a long
time and those may be involved in the pathogenesis of
juvenile onset rheumatological diseases.' This theory also
provides a plausible explanation for both the seroconversion
and reversion phenomena.

Anti-DNA antibodies were measured by three methods.
Anti-dsDNA antibodies measured by the Farr assay and
ELISA were negative in all children except for one with SLE.
Only 5% of patients were positive for anti-ssDNA antibodies.
These results were not noteworthy because the detection of
anti-ssDNA antibodies in the sera is less specific than that of
anti-dsDNA antibodies.

Anti-UIRNP was detected in one serum sample only. This
antibody is specific to certain diseases or symptoms. As this
subject was asymptomatic, a longer follow up is required to
determine the meaning of this result. The mother of this
child tested positive for anti-proliferating cell nuclear
antigen antibodies. This result supports a previous study
which showed that autoantibodies in family members are
not necessarily directed against the same nuclear antigens.”

IgG aCL and IgM aCL were positive in 1.4% and 5.5% of
children born to lupus patients, respectively. They were also
detected in the sera of controls. There were no differences in
the prevalence of these antibodies between the children born
to lupus patients and controls. The cases testing positive for
IgG aCL and IgM aCL in both groups were not associated
with acute or recent infection. No anti-CL/;GPI antibodies
were detected in either children born to patients with SLE or
controls. The presence of IgG aCL in some children was
unlikely to be due to transfer from the mother because the
patients were over 6 months of age. These patients had no cli-
niical symptoms asscciated with antiphospholipid syndromes.

This study has shown that many children born to patients
with SLE, especially children over 3 years of age had ANA in
their sera. Furthermore, follow up of these patients for eight
years showed that the presence of ANA varies from age to
age. These results may be useful when informing parents
about the long term impact of maternal lupus on their
children. Further studies are necessary to know the reason
why ANA are frequently found in children born to lupus
patients. The answer to this may provide a clue to clarify the
pathogenesis of SLE.

Authors’ affiliations ’

A Murashima, Department of Maternal Medicine, National Cenire for

Child Health and Develapment, Tekyo, Japan

A Murashima, T Fukazawa, M Hirashima, Y Takasaki, H Hashimoto,
Depariment of Internal Medicine and Rheumatology, Juntendo University
School of Medicine, Tokyo, Jopan



Long term prognosis of children born to lupus patients

M Oonishi, § Niijima, Y Yomashiro, Department of Paediatrics,
Juntendo University School of Medicine, Tokye, Jopan

A Yamataka, T Miyano, Departmen of Paediatric Surgery, Juntenda
University School of Medicine, Tokyo, Japan

RE
1

FERENCES

Harris EN, Ghavari AE, Hughes GRY. The onli-ccrdiolirin ossay. In:

Harris EN, Exner T, Hughes GRY, Asherson RA, eds. Phospholipid-binding
antibodies. Boca Ralon, FL: CRC Press, 1991:175-67.

Takasaki Y, Fishwild D, Tan EM. Charogerization of prolifersting cell nudlear
anfigen recognized by auleantibodies in lupus sera. J Exp Med
1984;159:981-92.

Sasai K, Furukewa §, Hashimoto H, Yebuta K. Increcsed levels of serum IgE in
children of mothers with systamic lupus erythematosus. Allergy
1995;50:370-3.

Brunjes S, Zike K, Julian R, Familial systemic lupus erythematosus, Am J Med
1961;30:529-36.

Lawrence JS, Martins CL, Droke GL A family survey of lupus erythematosus 1.
Heritability. J Rheumatol 1987;14:913-21. .
Arnett FC. The genelics of human lupus. In: Wallace DJ, Hahn BW, eds.
Dubois’ kspus erythematosus. 5th ed, Balimore: Williams & Wilkins,

(19971013,

[+t

Leonhardt T, Family studies in SLE. Clin Exp immunol 1967;2:743-59.
Buckman KJ, Moore SK, Ebbin A, Cox MB, Dubois EL. Familiol systemic lupus
erythematosus. Arch Intern Med 1978;138:1674-16.

Nakae K, Furasa WF, Kasukawa R, et al. A nofionwide epidemiclogicol
survey on diffuse collagen diseases; estimation of prevolence rate in Japon,

13

14
15

53

In: Kasukawa R, Missouri GL, eds. Mixed connective Hssue disease and
anfinuclear ankibodies. Amsterdam: Elsevier, 1987:9-20.

EL-Roeiy A, Gleicher N, lsenberg D, Kennedy RC, Shoenfeld Y. A common
anki-DNA idictype and other culgantibedies in sera of offspring of mothers
with SLE. Clin Exp Immunol 1987;68:528-34.

Zurgil N, Bakimer R, Tincani A, Faden D, Cohan J, Lorber M, ef of, Detection
of anti-phospholipid and anti-DNA anfibodies and their idiotypes in newborns
of mothers with anli-phospholipid syndrome and SLE. Lupus 1993,2:233-7.
Tokei S, Maene N, Shigemeri M, Imancka H, Hokonohara M, Miyata K, ef o
Clinical features of Jopanese children ond adolescents with systemic lupus
erythematosus: results of 1980-1994 survey, Acta Paediatr Jpn
1957,39:250-6. .

Tan EM, Feltkamp TEW, Smolen JS, Butchar B, Dawkins R, Takaseki Y, of ol
Range of anfinuclear antibodies in “healthy” individuals. Arthritis Rheom
1997;40:1601=T11.

Stewart JJ. The female X-inoctivation mosaic in systemic lupus erythemetosus.
Immunol Today 1998;19:352-7.

Arroyave CM, Giambrane MJ, Rich KC, Walaszek M. The frequency of
antinuclear antibody in children by use of mouse kidney {MK] and human
epitheliof cells {HEp-2) as substrates. J Allergy Clin Immunol
1988;82.741-74,

Osborn TG, Patel NJ, Moore TL, Zuckner J. Use of the HEp-2 cell substrate in
the detection of antinuclear antibodies in juvenile rheumatoid arthritis. Arhritis
Rheum 1984;27:1286-19,

Nelson JL, Microchimerism and humon autoimmune diseases. Lupus
2002;31:651-4,

Artlett CM, Miller FW, Rider LG. Persistent maternally derived peripheral
microchimerism is associoted with tha juvenile idiopathic inflommatory
myopathies. Rheumatology [Oxford) 2001;40:1279-84.

BM]

Publishing

Group

BMA House, Tavistock Square, London WCIH 9]R, Tel. 020 7383 6305, Fax 020 7383 6699
© 2004. All rights of reproduction of this reprint are reserved in all countries of the world.

Printed in Great Britain by Meridian Print Centre Ltd. Derby.

SI/ARD/102/04



a3 EHERAR BB WG

I ﬁ%¢® mr

- BRI (AR

5. TP (4%%1&*1131:1 urwaﬁ J"I*I*Eﬁb*&r)

mﬁk%i%hAE%uﬂ%ﬁnﬂ%%ﬁﬂE%ﬁm(Fﬁ[%$?%kﬂ)

TR e w BEREUS &

’J\EEr-gm; ‘%El#%

o
W

.( 1 REEE U

FgetE M /R IR A E R BESS (idiopathic throm-
bocytopenic purpura ; AT, ITP) (%, /MEB X
CHRAOBERWNLMRRAIETS 5, PLl/ME
ik (/DR IRRE R B IURICHE 5 IgG Hifl)
DA LIRSS, MR 2 & OHENFR TR
BB V) GEENRIFEISREILAD
o tE /MR A 3% (immune  thrombo-
cytopenic purpura) & hwvbh b, HEEED
BFEEITHETH LA, BORERRODEDLE
ZZbhTWa,

SR EEERYSH D, %’ EEI ITP i3/ BIC

£ 3~6 7 ALUAIZBRBET 5. BHEE
ITP IR A, FFIC20~30 ROKEIE 5

ET B, HiRE AT HHENE. W
BIRBET S ikl

ITP O LA D% AZIEMRAT I AUREY I %2 53 i1
i, HAWMILZEG EDIE Y — FAdhbA,
Koz kddbh, EEMEHsSAEVEIZ
RO R 7 ) —= ¥ 7 Cl/AMERAIED T
REhalbtddsd, —fMITEETITP O
BICXBEERIZST, ERICE - THATD
ITP SRR L7, EHEITP 2 X D EILT S
EnwsZiidhwksha, —7, TPIXGH
REO A MR, $rAER OBk /ML &
WA A2 b CHIESERICEEYT A, 8L, +
LB ATATRERSIITRETH D, HEik
OB E b LIFEA LW,
R/ NRIRAE R & 725 @B & L

F 1 - BERPOM/EEMEDEREZ

PRI M/ R D IE

SRS EERE (EiRDHE)

HELLP ﬁﬁﬁﬁ

%EM$ﬁﬂ}r(HﬂA%MKJ6m¢ﬁﬁ$¢&

HIV B -
ﬁﬁﬁm¢ﬁﬁ¢ﬁ%ﬁﬁ
SBEMIYFY h~F2Z
il CREEMMEREE
BB TN

DicC . .
m&ﬁmmmm}ﬁ%wr.
mﬂﬁﬁﬁﬁrﬁﬁ '
Fe XM/ MR HE

BWEME (AL, A —%, HHIVE, 412784 E)

03856-9792/15/4 100/ F/ICLS

— 57 —




TE1OFRENRETFONE, D) b 2/31
TR MR AE CH 0, Stk 2~12 B
SERIICRE S, PULMEBUEOF M EH
E i IMEv AL AN

B H o TiE, MAEEOBMALLE (R2)
A HH, FREPEIMEAREMEIZD Y3
F—Yary®ii, MALTEHETI. &
72, TEREMITHIRBOH HEMENT
ARETHAB.

C 1 samsst )

1. m/MREOBE
AFBTE AT, PR BLE2ERTS
NSAID O i |l e #H 5 % fEly, B Tah T

PR (REM) 49

MR A Y7 AT R, MRS
T RPAHEE T |
z.ﬁm¢®§%ﬁﬁ

Ifit/NHE3R 50,000/ 28 AT DEICIT OIS,
HEIERTH UL, 30,000/ LT Z BB O
HEELTH v, H—RNFIAERA T4
F(ZLF=voy) olRcds, COEH
REIHENZROEEENEMMN T LD
5.

2504 FOPRRE WY ER, BT
W4, third trimester {Z L/ EL 10,000/ 21
LLF 3 %\ ik 30,000/ LUF G % $E D IE
B, FRRSMERNIE, RES0TY L Off
EFEMThhs. Shid, Pl MRPUE & RS

% 2 BREMIVERIMEERR (TP) OREEE (EEARNERBHRMANM, 1990)

O HnERT S B

CHMAERIESEEE (FUREM S SUBDRINM) AET, EWLM, BE@, Tm, mER, AEB3rEbR6NM3,
I'Fsﬁﬁﬁﬂﬂmliiﬁ"%“%’.ﬂ&bﬁu H:Umriﬁtliéﬁ.b'(l.\ﬁl.\f)‘ﬂﬂd\ﬁ;ﬁﬁ’&?afﬁé1’1 RRTI_ELHD.

S TROBEFRR %3
1) EBMmAR

: (1) M/dRED © 10 /Ll LITF, BEMBEEO & % BBOMURSICEET 3.
o (2) ROBELUARRRE, HELOHICER: EEICAMME AUSREHANLEHEY,

BREELETIEYHS.
) owei

¥ EEOAMmE

(1) BEEHBRMBESSVUEN ERRIIVMERGEHRER DO B
(2) RERSLUBEHBOARKRIE, WREDHICER ! STRE/FRFRE (WEL) QREST, 2#&LT

EWREET S.

g M MERABBESOTY LG (PAQE) BB L EZICHEEBHAVIENS

WY EVWTHEEETRLID 3,

W, b, AESO MR

R MMRADEEL LI SBIEREERETED ),

'O(DhctU@U)ﬂ?ﬂ%i’&ﬁ‘*z., & 5 ICQOORM EH A ¥ EBREN I MEREEBROBE T T, BASHICS

L EoTid, WMEBGOERNEELEBI LN S,

(G REERNORE

) BN EEREEAUDESS 6 5 ALAICHAELL8E
*-a IBIE ; RERAE 1B SEEAN 6 h BLLEEET 5184
SNBEEWTE, Y1 ARBRESET LREFSRTHNEBREDZ EFBL,

| (&)""Iﬂlr‘l\ﬁﬁlﬁ’)f‘% EETHEEELTIR, EHEARNGHAES, BETRMEAMN, BREMRERE, RIFER
 MOeERE, 25%IYFY T, B0K, BiEY /J\HE BEEED, BEMOENREERE, Mmett
Ifllfl\ﬂiﬂﬂ' WEEIE, IOSETOERE, EAFHMAN, MME, BIE, YO0 F-YX, WEBEEN S5,
FJ%%T"L.'.)\.\'C (5, & CTNROY AL AEBBER T 1 NRET T F L ABEHICE U /MR D RFECED
Za EEMMAEEAE & LT3, Bemard-Soulier AE{ZEE, Wiskott-Aldrich fE{&EE, May-Hegglin fE1Z3¥, Kasa-
bach Merritt IEIERE G £ 5.

— 58 —



