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A case of acute tubulointerstitial nephritis during nivolumab therapy for non-small lung cancer
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Y, N7V XN, SN T L BUHEE, FEIHADPSY AT IF Y, RAMLXR FICLBiHH2Z
43—, 0IX-14E 1 AP S5 _RRX L ¥ L PRI X 2B L5 L ERRRL 2, Lo Lass, GFEEbikEZE
ML 201X FE2 Hp 6 =RLe 7% 2 & LB 5. U7z, 4 RIEBGRHICIGE 7 L 7 F = U (S-Cr) 234
F# 5RO 1.76 mg/dL > 6 2.43 mg/dL ~ LF L, 2EBE & ABRAIRSHILL 72, 5 B H 55 o g
S-Cr557Tmg/dL £ I 6 LR L7 d =R 752 IEL, BHEEBETOREBED 2o AL 7, Abit,
W %2 1T > 72 DB REEDWE L V720, 57T HICBERZ MG L7, JeBEC Atk R ME R4 (acute
tubulointerstitial nephritis : AIN) Zi8® 72728, FHIIHHPS A F V7L F=V' 1Y 1,000 mg % 3 HE SRS
kA7 uA4 POV REEERIB L., Z20%IZ7L F=vay 60mgH%ZRE L, S-Crli 3 mg/dL &~ L
7oo 2B EIC10mg 7’V F=V oy 2L, B 4WHBRL 72, 208 T7L F=v oy 2L,
201X+1 42 H, BFits 280 HFoB L 2K ¢ 7L F=v'a v 10 mg/H % NARL %535 S-Cr & 2.38 mg/dL T
BLTw3

=RV 7 & B IERERIC AINIC & 2 SR BEEZ S L L 2R L 72, BAamiligzmeatss e
BTELBELEN EEARET 5,

PSR BB IEIN R, TINREE AR A R B B RS TR - BT, 3 SRR AP R AR A RN BT - EERS TR,
*ORERARBEENTNERL, 7 [ B RE (FIK 30 4E 1 H 16 H3ZH)
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A 62-year-old man, who had been treated with 4 courses of biweekly nivolumab therapy for non-small cell
lung cancer, was admitted to our hospital due to an increased level of serum creatinine (S-Cr) with symptoms of
general fatigue and anorexia. S-Cr level rose from 1.76 mg/dL at the time of starting nivolumab therapy to 5.57
mg/dL. Renal biopsy and histology showed severe acute tubulointerstitial nephritis (AIN) . The patient was treated
with steroid pulse therapy and subsequent oral prednisolone at the dose of 60 mg/day for 14 days. Given that the
S-Cr level gradually decreased, the oral administration of prednisolone was tapered. He was discharged on day 44
and the S-Cr level was 2.38 mg/dL while taking 10 mg/day of prednisolone at the time of writing. Although acute
kidney injury during nivolumab therapy sometimes occurs, few reports have mentioned the histological findings.
Some recent reports have described a close association between nivolumab therapy and the occurrence of AIN. To
our knowledge, this is the first case report in Japan on a case of AIN during nivolumab therapy.

Jpn J Nephrol 2018 ; 60 : 156-164.
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HDENTE T 2 2015 FEFCRNMAG I SEE B DS 1 671358
g AT, FBREIC X 2RO & TH Y,
MR X BFECED 225> b i 1 BT 14,
LHETHE 26T, BEIEDOECIRENEEN TV S,

e, i@ OIS FM, BENBIERICMZ S A 77 5
YERPDET B AEEHIE B LSRR LRSS
fib Ttz PR RH O FUE RN T 3l % 15 C R AEME
HAINTERD, FICEVIRIEZFEET 2 LI
173 1 AMERFEE (acute kidney injury : AKI) 2 &0F 32 2 &
PRESNTYSY, £, KM X D AKL A6 AR
W B BEEIOET T 2 AL AE LY, BEEL2 22X
ROHUEEENEFNTAL WIRITH 5,

ZD &) RV D 72D, Pl programmed death receptor-1
(PD-D)HUETH 2 = F N~ 7 WIBRARE 2 AT - DI
ANIIEE I B IR L L CREB I Nk, =R e T
FEF =y J R A v B EMEENS 2= — 7 R{EHT
USSR % F64E 3 2 6l ©, BhEdIcBE L 2 AEHR
FInFThrwEEionTwrY, LirLlars, [
#KIT X 2 AKI DIEGIERDNE WS D> & HR O Tl S
757, A IEHAEICE T 201447 HICHEMER 5 /) —
=, 2015 4F 12 AR/ vllahtisg, 2016 4F 8 F I B kS
W L OGRS, SBREAMEZS 2 LTINS,
2017 4E 2 H OIS CRHZE & AKLICBE L 72 b 23SE D & D
T, BB LIZIRD 220D 36, Letter 12 X 2 FEFIFR
BRI HLDATH B,

Shlbitbitd, =R 71X 3 EiERET I akR
AR R 28 (acute tubulointerstitial nephritis @ AIN) 12 &
L AKI 2 &L 1 Bl 2R L 72D TlE T 5,

I E fl

B Fem, B

F R 2LEE, BIAR

BURPE : 201X-3 4F 5 HfEs Cfisi 2 5%, i CT <
iy D REVEZAL O FT 2 B o, Bl In v,
201X-2 4E 5 HEHE LBV v iK% B0, F4E 6 HIFH
U v osEi R R L 22, LD & IE S L R E o s
%30, CT 8 L O PELCT % & 02 SR % ifr L 72,
A BT (IR RS & R @ Stage IV EZWI L, FI4E7 HICHK
BB L L L ICANVR T T F v, "7 Y Z X)L, /N
A 7Tk R L7, B8 HICHEDOSIY
BHEAKSHEEL 72720, 27804 FLABLOL Y
v 7u 7Yy RREER TR L 72, ZO%ELEI b
BYARATT7FY, RAMLFXFLFICk 3L 4a—AL
7B, Mg 27 L7 F = Al (S-Cr) D3 5-HT D 0.69 mg/dL
5 091 mg/dL ~ L5, eGFR % 90 mL/43/1.73 m”> 2> 5 66
mL/53/1.73 m* MEF L7278, 201X-14E 1 H2 5 X b
Lt FESC3ET & 18 a—AFF L 4ERMkRE L 72, L
L35, 201X 45 1 AFi72 IS8 Y v ojEins @R L, [EE
Bz oW Mg T il D 2 o 72, S-Cr 1 1.76 mg/
dL, eGFR & 32 mL/43/1.73 m? & E HICK T L7272, [
F2HPS RN 7% 3mgkg THRE L7, WHZ LD
Be G2 ke L T\ 73, 4 BIHEGR O MERRAE T S-Cr 23
243 mg/dL & 5, eGFR 13 22 mL/43/1.73 m* LK F %38 ®
7o ZORBREHEE L ERARSHBIL, SHHKRSHO
A T S-Cr 1% 5.57 mg/dL, eGFR (% 10 mL/%3/1.73 m?
EIGIEEL2, FAEOBRE L2 PIET 2L EDHICE
FEREAR T 1209 2 KA H ¢4 Bt ic ABE L 72,
BREAERE : /NEEIRR I SR TR R O 72 8 Tl

FRIRRE @ 50 5 WPREZS, WP, RF; Rradsfmz L, o6 b
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Table 1. Laboratory findings on admission

Urinalysis Blood cell count Na 133 mEqg/L
pH 55 WBC 8,200/ uL K 4.0 mEg/L
gravity 1.01 Neut 72.3% Cl 98 mEg/L
protein 1+) Lymph 16.2% Ca 9.2 mg/dL
occult (1+) Mono 9.1% P 4.5 mg/dL
RBC 1~ 5/HF Eos 2.3% ALP 206 U/L
WBC 100/HF Baso 0.1% AST 18 U/L
Eosinophils 1% RBC 3.75x10%/ ulL ALT 17 U/L
Bacteria ) HGB 12.1 g/dL LDH 209 U/L
U-TP/U-Cr 1.09 g/g - Cr Hct 35.2% CPK 47 U/L
U-NAG 10.5 U/L PLT 27.2x10%uL Glu 154 mg/dL
U-B.MG 22,700 ug/L HbA1c 6.3 %

FENa 4% Blood chemistry T-cho 163 mg/dL
FEUN 69% TP 7.8 g/dL Fe 32 ug/dL
Alb 3.5g/dL TIBC 238 ug/dL

Blood gas analysis BUN 54.0 mg/dL Ferritin 584 ng/mL
pH 7.303 Cr 5.57 mg/dL BMG 11.5 mg/L
pCO, 42.7 mmHg UA 6.4 mg/dL CRP 8.0 mg/dL
HCO4 20.5 mmol/L

Table 2. Laboratory findings on admission (Immunology)
IgG 1,710 mg/dL Anti SS—-A antibody <10 U/mL
1gG4 76 mg/dL Anti SS-B antibody <10 U/mL
IgA 285 mg/dL HBs-Ag (-)
IgM 168 mg/dL HBc-Ab (=)
C3 121 mg/dL HBs—Ab =)
CH50 60 U/mL HCV-Ab (=)
ANA 40 Fold RF <15 IU/mL
Anti ds-DNA antibody <12 1U/mL Cryoglobulin -)

PR3-ANCA <3.5 U/mL Immunoelectrophoresis
MPO-ANCA <3.5 U/mL of urine BJP(-)
Anti GBM antibody <3.0EU of serum M-bow (=)
ESR 62/71 mm

IR

AETERRE ¢ BB, WLRERE ;20 A/H x40 4R

ABRBFIRAE : R 160 cm, A5 52.2 kg, I 106/62
mmHg, &% 84 [Bl/57, iR 37.3 °C, Sp0, 97% (room air),
IREE RS IR 7 U, IENEZIGREE & b, SR Y o o ffifiE
MR L, WAGEPIPIRE ISR, OMEETENCE 3, BEES WK,
7 U, Wi FRE7MEZ L, @ - BB L

REMR (Table 1,2) : BIRTIREN, R THIMK%
RGO, Kb B-27uru 7Y g AL Toi, R
TFREERIE 1% TH > 7o MUIEA A 3BT TIRAEE & Wk
7Y F—=Y ADRIERZRD 72, MM TS-Crd LA %3

DD, FAY Y LMEIZRO e o 7z, BHE R
BEfec, MgREZRRT 2T RIZES Shah o, O
BMTHEP R Z <, BERRES X OHHE CT Tk
ZERdd, mEEIEER L Twe,

BERERAR (Fig. 1) @ 12 fHOARRES G50, BRIR
itz 1 58D 7223, RO OARRBICHERLZL 2RO %
Do T, HOCHURE TRIRFICHIEZ 70 7Y v otk
BaEZ@BO o, MEICIRY 838K, EMEZ
TR e LaEEo KAEMBREZ VAR,
7o, RWE RO RBHNLS, 7 BRAIE FE M O Wi
HethoTot, = TRAEDHPERS HZb, Rl
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Fig. 1. Light microscopic findings in renal biopsy
a . Biopsy specimen showed severe infiltration of lymphocytes and plasma cells along with some eosinophils. (Periodic acid Schiff

stain)

b : Tubulitis were observed accompanied with disruption of basement membranes. (Periodic acid methenamine silver stain)

(9}

. Neutrophil infiltrations were prominent, forming abscess-like massive infiltration. (Hematoxylin and eosin stain)

d : Immunostaining showed CD3* cells. (The upper is low-power field and the lower is high-power field.)

SRR - 72 BEP, TR ZEbE 3 EboT
HEORMLED SNk, HFBRIEbIThrTHhoT, B
BTl MEICKE T 2 REMED% < 12 CD3 Btk d % v»
2 CD68 Bt TH Y, TY v REREsNicerm 77—
DIEMETH > 7z, CD20 BplEAllE (B YV 38K) D434 1L R
JRNTH o7, TV 8Bk 7% 4 71% CDS Bl fEhr
Thol, MERTAD ST, NEMBIIRTIEZABED KR
HEVERE 2588 72,

ABR%#E8 (Fig. 2) : Saline 2L ZHH# 532 Z LIk
DIREIZHERTE DS, S-CriddiE LR\ dd 7THHIC
BHEM 2 fidT U 72, JEHETHIAR D X 9 12 AIN DAt 2389
7z, WIEH»S X F L 7L F=Y 1 ¥ 1,000 mg 3 H
MG X 2 AT 04 ROV AFEZBIIAL, Z 0%
7L F=vuov 60 mg/HZ#SG L7, S-Cridiliml, 3
mg/dL B CHERE L 72720, 2R Z &I 10mg 7L F =Y
Oy RN L 72, RRERLRMAIRLIERL, B 44WH
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Fig. 1. Light microscopic findings in renal biopsy
e ~ g : Immunostaining showed CD8" (e), CD20* (f), CD68" (g) cells.
(The upper is low-power field and the lower is high-power field.)

BEEL 7., ZOBRLIRTAT A P2 L,
201X+1 4F 2 AiRBif% 280 HALM@ L 72K i T, 7
LiF=veriomgH%EZMEET 52 EI2kD
S-Cr 1% 2.38 mg/dL Hif% CHEFE L T\ %

£ ¥

HEF v 7R A v MGG EET Y v
SERPUIR 4 (cytotoxic T-lymphocyte-associated pro-
tein 4 : CTLA-4) Z 132U £ T2 3 £ £ M
RIS 2 BEH S PD-1 2 EDBE L T
%, JEMIEASPD-L1 &2 583 % & G LA
P T #ifE (cytotoxic T-lymphocyte : CTL) 221 D
PD-1 EfEA L, CTL IS X 2 MiIaEE 0 & 1
LT EDBASNT VR, fufEF =y 7 KA v b
PR R IZ & oIl 2 bR L, FEMIRE oo i, sahi
Ml &4, FERIEHIREAEYE D 72 o 2 D EIfEH 23
DIV, FHCEmERZ S LTI LA BV ER
BmENTLEY, Lo Lads, #iCTLA4 Pifk
THHAEV L TIC K ) BREL &/ LAE
B73 2012 SEFIO TR SN, GfEF = v 2 K
AV MHERICBEWTHOAKIZEA L) B2
DG SN, FREIEERBINTES T,
ED L) IR THEBRENEL oI AT
B o723, T4 Cortazar 5 I HIEF = v 7 R A v
N BHESEM I AKL % E 72 LB EmE T - 7%
13 B DAEFI RS 2 8 L 720, 1241 (92%) i< AIN
RO, WEF =y 7 RA v FHEKE AIN DB
HMEZ R L 7223, L CTLA-4 Yifk% i U 726
BIHs 106 £ % <, PiPD-1YithkDHEIZ AR T
Hotz, 2D, Shirali 53=FK)L2 7 44 &R
L7 X2 7 260G 6 Bl OREFI SR & #id L
727, 6 BT RTI AIN DFF R %70, #i PD-1 41
FAIZBWTH AIN EBED D 5 Z &L 2HER S
iz, BERGE SN TV S CTLA4 Tk A
VAR 7 L PD-1 HikD =R V=7, RA71
Y A= 70 & 2 EEEICBIY 2 N4 % Table 3 1T
E—_\-—g—&lz ~ 14)0

fEF =y 7R A v PHEFRICED AIN 2 &
7o THF IS B U TR 5805 % o, BUIRERT TR
CTLA-4 %> PD-1 (3 T #llfd > B CHUE IS X T 5 5o
BERICHFGLTEDY, EF 2y 7KLV b
FHESRIZ X D self-reactive T MfE2SEERAIITIZ X
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Serum creatinine

(mg/dI) Renal biopsy Discharge
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22,700 15,247 U-B2MG( pg/L )

Fig. 2. Clinical course

Table 3. Renal toxities of each immune checkpoint inhibitors (ICIs)

Ipilimumab
(CTLA-4 antagonist)

Pembrolizumab
(PD-1 inhibitor)

Nivolumab
(PD-1 inhibitor)

Adverse renal
event and clinical
features

Elevated serum creatinine and electrolyte disturbances
Low grade (<1 g/day) or no proteinuria

Microscopic hematuria is rare.

Incidence of ICI-
induced renal tox-
icities

Overall incidence of AKI reported in 2016~2017 ranged widely from 2.2% to 29%, but probably increased

along with widespread use of ICls.
Incidence of grade 3 or 4 AKI or need

for dialysis was 0.6%.

Combination therapy with these two drugs caused higher risk.

AKI : 2.0%, (0.9% presented Grade 3
~4).

Nephrotic syndrome and thrombotic
microangiopathy rarely showed.

AKI : 2.0% (0.3% presented Grade 3
~4).

Nephritis in 0.4%, and these included
Grades 2~4 nephritis.

AKI : 1.4% (0.8% presented Grade 3
~4.)

Renal function compromise was 5%,
of which 0.8% presented with Grade
2~3 toxicity.

Onset after initia-
tion of treatment

Mostly 6~12 weeks (max 26 weeks)

3~12 months (later than Ipilimumab)

Renal biopsy

Mostly tubulo-interstitial nephritis occurred, but in one patient, lupus nephritis-related nephrotic syndrome was

reported.

Ipilimumab only showed podocytopathy (membranous nephropathy and minimal change disease) and throm-

botic microangiopathy.
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PRI 2T 2 2 & T, B R Rn e g I g
U, KM, Wi, KiGhESEIEhMEIcHEENEL 5L
HEMEN T2, 7, 2HOGEEBREKIGO DL L
TAINZREITEZIF TR, BEEAICE T % PD-1/
PD-L1 DB 5 & KEBEE , <7 2 DRME KX
PD-L1 Z%BIL CE Y, FY A FikCDS Bl CTL %/

L 7 cytolysis Il $ 2 2 LR EhTw37, E51c=
D AT e PR EEMIREIC 8T PD-L1 I3
WLTBD, ¥4 bAhA vOEEZIGEIT 2 2 LGS
NTw»23®, 2o Lid, PD-1/PD-L1 2SEERATICE T
IR e BAEBOGHAE U 2o & 95 ICHIH§ 2 —Bh 2 - T
WHIERRBL TS, REFT =y 7 KA v FHERE
DG X O SERERIIE AR I B U IR R e
DEEE, FAEOMIEZE 2 EBHIRTHEY,

AHE ) O B AR AR RV 0 SRR M 23 AR T H
D, RMERERL Ronkl L6, AIN EZWL 7,
R B,-2 717’ a 7)) 70 6 NS NAG Eifld 2 % SFF
TR TH 2, FEICRBL TWw3 Y v 83kid cDs Btk
VYRR TH D, CDESMIlED Hiz>Z & L
T, WER & RVRR I e R S R o S B 0 B G s R e X
N0, —H7T, ARG E O & B b iRk
HAL D DRI T d o 7o RpICHFERDSIRANE A DH 1< i
LTt § 2805 % B bt 2 ¥ b CREDMIER
Hix, =RAL=71ck3b0%E0, W ORFNERME
HEMERRICIEE S R WETH 5, AREHITOR S ZH
R E T 2HH L LT, ZBBHEMAEO B S S
5N %, HIBIHMEFABEEEAC Y A VRS, <4 a7
7 A2 &Gedy BV THIET 2 2 G MEALDE - AR
Bebbh, FEU TS ERIBICEREZIEIIERZ % K
T 22, FEE I3 EE O HLA JiJR & OBIH#EARIZ S T
D, LOEOEANKRK T 5 LTSI ERALTEICE VT
HLA-A*02 : 06, HLA-A*02 : 07, HLA-A*31 : 01, HLA-
B*51 : 01, HLA-B*58 : 01 2’B45- 9% Z L3 ST v
22, RN 7k B EREH %\ 3B REE & RE D HLA
PSR OBEZ B S 2 L 2 13 % <, ASEFITS HLA
PURDOKEIZ L T w2, il & 20BN RRE S ERIC
HY, =R 7k B RME MR R0 X D5 < B
L7-TReEDE 2 6%,

AIN DJFRIZX FIFETH 225, FEAIMED 71%, BB
H15%, FEFEM: 8%, TINU 5%, Hlaf F—r X 1% &
FHINEDIS O 2 EDVAIS LT 22 ST E X AR
REREL D> & JEHYE, YL aA F—3 R, Sjogren fERHEE% i
MRIIZEE ) A bIZZ L <, IRBIZ@ZCT7 R REZZAD T

TINU JEBRE S RERTH D, FHAMED ATREMED R L HE
WL 72, = AV~ 7 DA A R % fEGR L 7223,
NSAIDs °E AR AR 32— FEANT 2 DL REHLTES
T, 7u bRy 7HESRIE AR 573 HENCHRZ ik L
Tz, ABE99 HATIZAR X b L ¥+ FHANC X 2L
2, ABE77 HENC/ERSEER ) v S EioWs il % L 7B
ICPIESL 7 ARV ERF L E 3 HEWNIRL 7223, 20
DA AE Y S V3, F4 ey 2 B{R A% 2 4
DLEMESE L T 2R TH o7, THIREE, 7Y 2 v Mk
BINLTE67, REFHEL L Cukdr o, "X PL X
X FIZ Xk % AIN O A[REME D IR & S 703, [FFRIC Kk % B
Fix, @, BAETHED 3%\, itk o
Fa B L e OB AR T, ME ORI L FRME
BB D ZEME % 3880 MR IR B RR I N5 b D D,
BB~ D EMIZHE I BE S Tenn?, £ 7h v
ERFXU, MEEY I VI, F4 a8 RA
12X % AIN, & % \WIXREFME AIN 233 L 22 i agit % 584
WCRET 2 2 EZHEETH 208, ABEsST HANC G Sk
=RV THAGER D AIN ICBIS. U 2= WREME: 2 & i
CRBIEH B EHEZ D, BIRENZ LIC, HEF =y 7R
A ¥ FHERIC K B AKL I 2% ESHEIEE  1d 220 b
DO, HEEHPRAE 91 HTHAELY, #iPD-1 Fifkic B
TERE 3 A HUBRICHKRE T 2 b o3% v LGS Tw
27, WG S BHE TR, 3 H ABREREL 2%
BEREABINHETH Y, ZDI EiF, BHARIEZ T T
2 FEROERIC» 20 2 2BEEA Y v 7B AL THEL
RETHD LMoL, KEGlZ=R IV~ 78542 A H
THIELTED, PPHIERYSR AR TH >/, =4
V2 7HESHIIZ S-Cr 4% 1.81 mg/dL, eGFR 32 mL/43/1.73 m?
ETTICRIBEREDME T L, 2 g TofLiik, ki
EOWEE 2 B L U IR R IS B 1 % MRS, B1E
HFRIZ BT % maladaptation 25FEFE L, BUINSOAEIRAE D RERE
LT/ Z EB L R D 2 L B 2 5532, JiEfl
R X D FRERBH O S ke 2 2 EBIfF S
%,

R F = v 7 KA v FHEFRICK 5 AINICH L TIEHE
okl 27aAL RV AREZEL 7L Py vl
560 ~ 80 mg/HIZ X 2 #IHIAEE M TH IS T L%,
ST K DRERD D IFEITRET 20005% <, KRITEA
SIBATT 5 2 L IETH B EWE SN TV 20307, HF
BERGERETHY, GHEDOAT A, F2&535 2
YIS H B 2 L IFE D, PTCTLA4 Pk & b b 3T
PD-1HifAic & O AU 72 AIN VR SOGHEDS R Z £ 25,
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0.5 mg/kg TREED 2704 FHRTHEENTEETH 2008
I, GHROB PR S, —H, PiPD-1HifkIC XD
AIN %4 U 725EBI D K213 S-Cr 2 mg/dL it THREL X O
BEMIbNTE D, HHDECLE T THRIBFEDY A 2
Y IISEYITH o 7 T L ISRIF KR O e dd o fonlRe
DB B, REEFNE=F N~ 755 S-Cr 2% 1.76 mg/dL, #
L% 43 HIZHHY T % 4 MIH I S-ATIC 2.43 mg/dL, #5457
HICHY T 2 ABERHZ 557 mg/dL £ TEARL Tk, A5
vA POV ABLUOEHEZL F=vur AR X D=0
W ERL, RME~—h—bE T2, 201X+1 E2 H
IEBEr% 280 HiRHH L 72 Rf 11T S-Cr 2.38 mg/dL % HEff L T o
505, G, =RV 7TRERICEREZ 2L REICE
MU 7BRIC, TTREZRBR b RN R AE R R & o IR &
19 &9 ICBDBERELEELD,

BIFREE D4 D B\ X TR TR L 7B D BRI $ 55
WS BROMETH 5, FWEEHD 2 I35 FEH O fEE
Fx v 7 RA v FHEREER F O AR L 7REGI 25 X
NTw 2%, G X D BRE A L 75EH] & AT 5
T e R L REIONREL TE D, FEGTRELR
DB S CHIBTIREE T b 297, bHSEIC B THIRE T
HHATE20EF =y 7 R4 v FHERIZIZE S 2K, AT
U A FHERFRZNIRL 22036 59 20, fho bofsgik
ZBERT 2 L wBHIRTH 5, AREGNLRBEK 100 H
BICSHTS ) v SEE S FR L, B E AV R T 7
F ¥ 90 mg/llAEIC & I E 6 2 — A 1T 5 %, WL
ML, BB LM TV R, 5%, Bz
F v 7 RA v FHEERPHHOYIESE RS EEN D,

#® &

=2 7T & B IRINIERE A IS AIN I X 5 AKT
EELLIIBIZRBR L, SBRLLGELRETEZHET 50
JEEREAIRER S NG 2 LTI, BhEE L o
PHEBAL T BENDH 5 Z &2 HRET 2 BEELERTH
s L 72,

E

KRGO I3 46 1] HABH I 2VEEH LM AR THE L 1,

AERECH D, CWHEB LOBHICCRIEG R BLE

JRBE A AR )AL, EAENEEIC 082 BED L
THHIHELET,

MR ECHE  fETRELDRL
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