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The effects of ACE inhibitor treatment and ACE gene polymorphism on erythropoiesis
in chronic hemodialysis patients

Michiyasu HATANO, Takumi YOSHIDA, Tomoko MIMURO, Naoki KIMATA,
Ken TSUCHIYA, Tsutomu SANAKA, and Hiroshi NIHEI

Department of Medicine IV, Tokyo Women’s Medical University, Tokyo, Japan

Aggravation of anemia in chronic renal failure patients by angiotensin-converting enzyme inhibitors
(ACEIs) has been attributed to the inhibition of angiotensin II which facilitates erythropoietin (Epo)
production. This study was aimed at evaluating whether ACEls aggravate anemia in maintenance
hemodialysis patients and to investigate the influence of ACE gene polymorphism on erythropoiesis in
these patients. Ninety-one hemodialysis patients were divided into 2 groups, based on whether or not they
were administered ACEIs, into the ACEI group(n=24) and the non-ACEI group(n=67), and compari-
sons were made of the doses of recombinant human Epo (rHuEpo) administered, the hematocrit(Hct) and
the plasma Epo concentrations. Among the patients in the non-ACEI group, only 17 did not receive
rHuEpo, while all of the patients in the ACEI group received rHuEpo. The average dose of rHuEpo was
102.7+45.41U/kg/week in the ACEI group and 57.8+551U/kg/week in the non-ACEI group and the
difference between the two groups was statistically significant. A statistically significant difference in the
Hct was also observed between the two groups : the mean Hct in the ACEI group was 28.74+2.9 % while
that in the non-ACEI group was 31.1£3.7 %. The plasma Epo concentrations were significantly lower in
the ACEI group than in the non-ACEI group. No significant differences in the rHuEpo dose and Hct were
observed between the three ACE genotype classes in either the ACEI or the non-ACEI group, however,
there was a significant difference among the three genotypes in the non-ACEI group in regard to the
plasma Epo concentrations ; patients with the DD genotype had higher concentrations than those with the
DI or II genotypes.

These data suggest that anemia in maintenance hemodialysis patients is worsened by ACEIs as a result
of the suppression of Epo production. Although it has been suggested that the endogenous Epo concentra-
tions in maintenance hemodialysis patients are associated with ACE gene polymorphism, no significant
influence of the ACE genotype on the rHuEpo dose or Hct was evident. Therefore, it is possible that
exacerbation of anemia by ACElIs in the patients receiving rHuEpo is a result of an inhibited bone marrow
response to Epo.
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L, ACE [ #50HMIC X % Het f, rHuEpo &5 &,
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BIETFLEOZOBHFICKIFTTHE L ACE TR512L8 %
ZIMOKEF Iz OV THRE L7z,

- |

WRIE, AL | EM ERGE L 7 HERRETERE 91 #iT,
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Table 1. Comparison of clinical features and laboratory

data between patients treated and not treated

with ACE I
non-ACEI ACEI
n=67 n=24

age (years old) 54.6%11.3 51.8%£14.2
sex(m : f) 35:32 17:7
duration on HD (months) |71 +83 [14+67**
rHuEpo dose (IU/kg/week) 57.8+55.0 102.7+£45.4%**
Het( %) 31.1£3.7 28.7+2.9**
WBC (/mm?) 5,470+ 1,811  5,720%1,701
PIt( X 10*/mm?) 16.8£5.9 17.3£5.2
BUN (mg/dl) 73.4*+16.4 74.6x15.1
creatinine (mg/d/) 12.0£2.4 12.8%1.6
LDH(IU/1) 364+76 375+90
transferrin saturation (%) 27.6%+19.0 26.7+16.6
ferritin(ng/m/) 242644 129 +275
i-PTH (pg/ml) 213+201 154+ 185
plasma renin activity 3.06%+4.40 1011 £7.18%**
(ng/ml/h)
plasma angiotensin II 21.7x27.7 17.2£21.0
(pg/m1)
plasma erythropoietin 15.1£8.2 I1.9£3.8*
(mlU/ml)

*p<0.05 **p<0.0l, ***p<0.00l

rHuEpo 1%, %N ZhO@ENTH T I IC MKREE X D &
k%5 %21T->THY, | ERSGEORKEF 3,0001U TH -
Too ME, AL, WHWSFHRHE D7z 0 OFRIMIZ M
1 [ H OZFEMBAMEETICITY, £EMAF I BUN, 717 5=
>, LDH, +Z 27 =Y VEARE, 7V F v E2HE
L 720 4358 T 1% i-PTH % immunoradiometric assay
0, IMAEv = o3&, Ang TR, Epo i X radioim-
munoassay 12 £ D #llE L7z, ACE #BInT-ZREIOIRE IR,
INEFTOWME LRROTTEIC L o720 bbb, B
K4 & v DNA it ¥ v » (Qiagen) % fi\v>C DNA %
MH L, ChEgHRICL Te A #HS-CTGGAGAC-
CACTCCCATCCTTTCT-3, 7 > F & >~ A §4 5-GAT-
GTGGCCATCACATTCGTCAGAT-3 %774 ~—&t L
C Fiv» T polymerase chain reaction (PCR) 1z X bV Biiig L
Teo BONLHIEEYZ 1.5%7 o —AF NV E W THE
[UKEN 2T o720 /N F23490 bp i SNz b DI T,
190bp Db DIED & L7z,

5B, NRERBIGEBETFLZHOWRE =25 7z Bl
DFHAZEITY, A7 53 —L K avey 2B 52T
BRI 1T - 72,

TE I TE BB REETRR LTz, MY 2THOED
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a) Table 2. Clinical parameters and rHuEpo dose in groups with
250 ¢ different ACE genotypes
X 5 . ACEI DD DI II ANOVA
QL L
L i ) (h=13/6) (n=31/9) (n=23/9)
¥4}
< el o ., ° rHuEpo dose  (—) 60.9+70.7 53.6+48.6 61.7+55.6
= c® o o . © (IU/kg/week) (+) 100.6%53.5 114.0%5].1 92.9%35.7
2 w0} o °® o © O§§ ° Het (%) (=) 30.8+3.5 31.1%3.8 31.2%3.8
© e T T, e, o (+) 28.8+3.9 29.1%2.1 28.1%3.0
% 50r 9o © o OOOO plasmaang II (—) 23.9%42.1 24.5%29.5 16.9%+10.9
(o]
T © oo ° % ., 8y . (pg/ml) (+) 27.2%37.4 11.0+8.3 16.7+14.5
. . . o 5> . s
00 50 100 150 200 250 300 350 plasma Epo (=) 22.0x13.0 14.3x6.1 12.2+4.5 p<0.005
Duration on HD (months) (miU/ml) (+) 14.3%6.4 12.3%2.1 10.0%2.0
b)
B L ACE T #5.8 T 13 %11 tHuEpo 2385 & LT
O
0r o ° 720 ACE 1 #5.% ¥ rHuEpo £ 5.8 & o [z B 1k ¢
o]
Bl S o 0% % _ople®  ° o7z, ACE 1 FE# GRS HIZB L T rHuEpo #45.5
— o] @ o o]
8 w8 B g AT jg;g%o © D 13 57.8+55.0 1U/kg/week & 7% 1, ACE I &5
(o]
3 s ° & o° R T N #£0 rHuEpo £ 5.5 102.7445.4 1U/kg/week 1%, ACE I
O
| o JEH GBI LA E 25720 S 512 ACE [ 5
sl £ @ Het {5 28.7+2.9 %k, ACE I JE# 5 ¥ ® Hct {8
SLIE3TRICHAERE KB TH > 7z, ENEIX ACE 1
10 : : : : : - - l .
0 50 10 150 200 20 300 30 FERSHL ACE 1 #5FHICHERE WSS, BEHTE & rHuE-

Duration on HD (months)
Fig. 1.
a . Relationship between the HD duration and weekly rHuEpo
dose
b . Relationship between the HD duration and the Hct

BOE W 2BA BE, 2R B O MBI Pearson @ A1 B %
B, HOIZREOZEDOWE Z—TTICE S Bk, ROk
TEIX P BEIC L DPREL, HREAHER 005 £ L7z,

- |

1. ACE I3EX5R LIXERB DR

WHRZED S B ACE 1 25 ST /- ER]IX 24 41,
ACE [ I EHIx 6T HI T -7z, G5 STz ACE
1 ®ANERIE, enalapril 11 4], lisinopril 10 5, captopril 2
B, delapril 1§1Td -7z, HD BAIEH]T D L HEAK R O T
BIMEIC ACE T 58 LR EGHBOBERE T 25
7zo Table 1 I fE D F-#n, MEHI, ZEATE, rHuEpo # 5
BEBIUMEMEZRLZ, ACETJEEREHD S b,
rHuEpo BMEA SN TR Wwb R 17HTHY, Zhic

po #5545 (Fig. la) 8 & O'EHTFE & Het fiF (Fig. 1b) & D[]
CEEIIFRD s sz (e r=—022, r=0.14),
HImEREL, M/i#, BUN, 7 v 7 F =, LDH XM
TIEIREZOMEEZRL, I A7) SaNE, 7z
F v, F-PTHICH WM THEEZ R ko, ML =
EMEE ACE T B GRENFERGRECE LARICEHE 2R
L7z, ACE I £ 5 OIMEE Ang IR IFFEREGREIC A
Bl % RS EAIC D > 7208, MEFFENEREZIZEC L5
720 Ifl 4% Epo J& % 13 ACE I #% 5. 7 T 11.9+3.8 mIU/
m/, ACE 5T 15.1482mIU/m/ THY, ACE |
B 580 ACE [ R SR HAFERICEMETH > 72,
2. ACEEEZFZEIC L B
WRED ACE BETFLRONE, DD 19 A (20.8%),

DI 40 A (44.0%), 1132 A (352%) Cdh -7z, Table2 |Z5%
& N7z rHuEpo # 5.5, Hctf{d, [M4% Ang ITJRJE, M4
Epo #2113 ACE iz 7% & ACE 1 #50HEHEIC XD
AT LI PETH 2, DT ACE [ RGO
I #¢ Epo 34 1%, DD E£22.0+ 13.0 mIU/m/, DI F£ 14.3
+6.1 mIU/m/, I 1224+45mlU/m/ £ 7% bV, ACE;#
BFEHBEER L L le—TiES BT O R CEEE %
4 Uz, tHuEpo #5828 L ' Het 1B L T, ACE #
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Fig. 2.
a . Relationship between the plasma Ang II concentration
and the Hct in patients without rHuEpo treatment
b . Relationship between the plasma Epo concentration and
the Hct in patients without rHuEpo treatment

L, EREEO L 5128 W T ACE BEFEHMIC &
LI S NRIo T2,
3. rHuEpo JEi% 5% (2 (7 2 M5F Ang ILEE, Epo
JBEE & Het {& & D%
rHuEpo 23 5.3 Tz 17 ADIMEE Ang [T1EE &
Het {#, ¥ X OM%E Epo J&F & Het {8 & O RAfR % Fig. 2a,
b IR T, IfM4E Epo J&J & Het fHI12 3BT I 72 525 T2 43,
M4 Ang IT#RE & Het {512 13 B O IFABEATR® & iz,
4. ACE 1 3E#% 58 rHuEpo (E BN & ACE &
ZFZE
ACE 1 J#58 0D 5 b, rHuEpo EfH# 50 A L I
Z1TADZFNZFHICEBT 2 DD, DI, 1l KN % Table
3R L7z, rHuEpo JE 5 @12 5 DD O Hh
\&, rHuEpo #5& 25D 2 DD OHIE L D s
XIRETIEETE o7,

Table 3. ACE genotypes frequencies in
non-ACE I group
rHuEpo non-rHuEpo
n=50 n=17
DD 8(16) 5(29)
DI 24(48) 7(42)
II 18(36) 5(29)
Het (%) 30.0%+3.0 34.4+£3.7**
*p<0.000! ()%
£ =

ACE 1#512 X 2 B1OFEIE HD BEFD A 7% 5 317
FHEARERZF LI D SN, WUTEhsOEAmE L
T ACE [ #5515 1~3 7 A% Het fEA2ME R L, ACE I
BeG ik 2~4 A ACTEIEL TWw3, Z O, HIMEK,
M/ E WA & 3 AR IMER 233K 4 L, LDH @ &
Coombs FRERG M2 ¥ OFBIMOFTRHFRD S e niz o,
ZOEIMFRIMIKDOHDEFETICEZ2bDERZ5NT
w3, —7%, Gould 5 IHEBERETOI7y T, V=
512380 o iz 14 Epo JEE D FA 2, ACE [ o5
WX DRSNS D, Ang T2 FH5iR5 3% & ACE 1 %
BELTyIHENZ W 2R L, EpoEEAIC Ang 11
DG LTwa e LD, EEROBRANIC L 2B TH
Het DR T IZ - 72 MM4E Epo IBE DR TR iz 7z
ACE 112X % Ang Il D& 2% Epo EEAEDHIFH] 2/ LE
MEE(LS B EF 2 52451,

X SICBMEMIZS L rHuEpo SN2 kS5 ok
% &, ACE 1 @ rHuEpo %5 &I § 2B bRt s h
7z. Dhondt 5% Albitar 5'9}%, rHuEpo #5551 D #Efr
HD % T Het fHEICEEZ=D %\ ACE 1 %55 L iR S
BTk, ACE [ # 50 rHuEpo #5808 EZ IS »E
LTWw3, 2N EFHic Crutz 52, 4 5 AR Het {& %
—E PR D & 5 rHuEpo OG-8 2 FHE L 72558, ACE
[ #58 r JEH 58 C13 rHuEpo ORI 58D EE
FEa okt L TWw2, BETEHDEEZED S L @
rHuEpo Wi H & LT w 35, WK D Epo D & T Het
ER MR T & BER b FAET 50 rHuEpo I0IKF T 2 12E
TEFNC X VERZ TH Y, rHuEpo IZfKIEL T 27 &K
L TR WO LETIIED S0, TDd,
KR % HD ##ED 5 5 rHuEpo #54EH D A1 BRE L Het
<> rHuEpo #: 5. & OBEM LK 217> T4, ACE [ 28
HD BFEOBMHEMcEE L5 2, DR L LT rHuE-
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po B EBENIEZ TR DELDFmIZEE B2 wE b
Nz, SEIOLNOLNOKRITIE, ZOHEFRICHN
rHuEpo Bt 50 B H I &3, HD B3 % ACE 1 #
S5 L JER GO 2HIC T, BRI & LT Het
<> rHuEpo & 55 % g U7z, fE5581% Table 1 128 L7z
k912, ACE 1 # 58 i3 ACE I JERGREICH~,
rHuEpo # 5 & IIHFEICEL <, LB D Het [TFEICEMHE
T» Y, rHuEpo RIEFHHICHB T 2 & L FEIC, ACE
LIk 2EMOEALZRL TS, %72, WD H MR
#, MU/, LDHICZZRDEWETY I E TOH
HE—HL T3, SEIZZHEGNC X 2 BERHIRE = B
ELlLcle®, NI UAT2Y) VEMES 72 F v, i-
PTH OfEIC & DR S ERAF U IERNE v, $ARZ R
TR R LR B BE TTESE 1 tHuEpo O Rh SR I EE 2 5
2950, o OEICHFHITERERE S, ZDR
TRAHOFGRIAFEEZ SN D, BIFECEL T
HECTHEEZEZRD 1M, FENE & rHuEpo # 5 & (Fig.
la) I & OEMTAE & Het f# (Fig. 1b) ICAHBR I3 72 <, WIRER
DEIMDEREDEIN T 2BNEOFZEIIM/EL S 2D
ERbh s,

M4 Ang IIEEICHEEZEREC x>, M4 Epo
REIX ACE [ B G5R0HERGRICHENEREZEEZ R L
720 IM%E Epo ¥ 1%, rHuEpo % #XEH R 547 68 REf
PIEBEE LR ETHEL TB D, 2 E TOrHuEpo
DM EEEDKRE2 5, Z OHEMITERET b bW
KD Epo Z KL TWw3 &2 5 b, BHNO Epo
ARSI B & BEE AVE O AL PR R BN ALE 3 520
Ang ITZ & 2 i HRBEIAR O PHE 1E, Z OEBALAN DI %
EFX¥2, @EETIEACE [ #512XY, MEDLELL
ZHED R WIMEE Epo BE OFEZE TR D o 1Y,
REITiE ACE 1 LUt IR RANC & 2 B & moEl
BFRD SN TWRWND, Zh s DHERIE, Ang IIO#EHH
HIBIRIDGEVEF O ACE 112 X B2 HE L FIEIZ L, L
L, Jensen & DITo 7 A HIBEIRFEAEBE 2t R L L
ToRREr i, T & R o B AR I o B FEIFIE & Epo
BECEEZEZ % L, captopril 253 2 & B HAIFIE
O KX ENRE FFIREE 2 X & AT 201 L, Epo
IR O RENIRE SRS (M TR - B MITIZIEER T 2
ZEDBRENTWE®, 2D L, BN Epo E4: 23,
RIS B~ O IR % 1 U 7B R = D% H 121 T
B MERMEEE L EHEL Tu B HREEEZRL TV, &
8, ITOLERANAE W EF 3 % acetazolamide 1375 & 2 Epo
ERET SR, ZO%EIE Na FROFRE BT 229,

Ang TLIZTRIRAIE 12 35 10 5 Na HIRI 2 (855 U IR E
EWREE D720, ZhIZLD Epo EEANTTET 285
MBEHEZ 55, HD BEDIZITEEAEFEMGE L 72 Bl b 2o
Ang 11D Epo BEA{RHEBFE DB TV 2 20 & 5 2 13 B
Thd, LirL, RESPAZEMHEE W LD RRELL 2B
TBOPLENTBE OEMHEE N bEEE B Eic v = 03 FE
T3 enHonERY, BYOREENEET VICED
BNV = -7 V4T v v (R-A) RIEH LA %
I Tws, £/, KRETOME 7 v b TiF, Angll
DOFEHLEAC & > CTIHE Epo IE D FA9 597-0, Eid
DOREFE L 1357 ), Ang I1IZE#: Epo EA 2 (284 5 E
HEBELTORHREEL H 5, bilbhOXR & L&
BEICZBOTHHEND Ang INEESTTEL Tws LT h
%, ACE I #5538 L R SR O MM Epo IRE DHEZE
1%, Epo EAEMEHEER%Z b o7 Ang IIOMFID 7z &%
Zotb,

—75, ACE I #:58 & JER G RERICIMEE Ang IRE O
BEEZE Lo BALELTE, Fv—¥REDkY
vFUF T — RN LT Ang UEEDEENEZ S b,
ENOBELSEARCBWTE, JEACEIZ LD ELES
nz Ang ILIZ 1/3REDTHY, KIERRICINZDF
BlgRE{gnweFzonb, HD BE LR THNIL,
ACE 1 #55 & IR GRSt Ang IIREOREE %
B U otz 8H, ACE 112k % Ang 110 Epo E4:
RAEEHOMH 2 EE T 2HRIIC TR s elbi s,

S E DK T, rHuEpo & 5 & & % \» i3 Het fFi 1<
ACE 1 858, JEERSHOLESL 5 12b ACE#E TR
LrEEBEOONT, FRELTACE 1#51CX 3810
DOFEEIC ACE #IZTEH L OEIFED s ko Tz,
L2, M EpofEld, ACE I EREGEHIZE VT
ACEBIEFHIC L 2208 HE LY, DD ATHE %2R
Lizco DUObN DK LZED TIX, ZhF Tz
Epo #2/% » ACEBZT %8 & O E 2R L 7o 5 13 7
Moz, ACEEEZETFIZE 16 4 > k1 >z 287bp O DNA
777X AN ERID)»S % D% ER
T2, 2D, T DD EBLHEEOBEBHRAF L %2
ERBHS TR DY, %72, IgA BREOHETE TS L O
HLhVEHIN TS, ZHE R-AREDOBEETI,
11, ID, DD & o Jig i il & o [ ACE¥E M 13 5 £ 3
239, [ Ang IR ICHEZ ZRD 5 1L T0 R nio,
Lo L, Ang INCIEIMEEEH 2 EK, BEIHS 8 Mg s
ZRESE2EMANSH 2 2 Lips, DD EIOLHHEZESRE
P OHAETT & OBEIZ, HHRR R-A ROWEHITEZ #EE T
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DIRHLE 725 T %30, Fiko & 512, BEHEE ORUEAL
L7z BHRIC BT Y Ang ITDEEAEMTIHE L 72 REET
SOIEEE L E % Ang ITD Epo FEET%%E{'@T/F@?L
TWw3%5iE, 2O L2 ACEBETFEHIIC L 55 h

DFZEENE U7 TREME D BE T E R0,

ACE 1 I 5HEClE, 1M Epo IE ICEEFL AT &
5754 U8, rHuEpo # 5.5 & Hetfl, 3 4bb, &
MOBE I 3FHH A% Th> 7, TOMBEELT, —&
DIEB % B TR H O HD B3 Tk, &R 2 &
D WA Epo @ Het {EHERFNDBIGBME W20 EF 2 &
N3, BEEMTE, BEREEZEIZVEMBEICE SN
2 X5 7 Het {H12 )i U 72 14 Epo JEfE O FHEAED 51
D7z, Het EDOHER:IZ tHuEpo 23M# S T
BY, ACE 112XV NKMHED Epo BEADEFERTL T
BIMOFICH T 253 2 wigElE b b 2, Z O
ACE [ # 58 0DHE s Het D& rHuEpo # 5.8 D5
2R R OB & LT, ACE 112X 3 rHuEpo &
W7z Epo OFRIMEREESIFZ O b O OWE %% 2 L%
57w, HD BEDBE, ACE [ 285 LE&IMH1TELL
THEFITTH, M4 Epo #E ORI LIFEREICE T L
T2 T HMEDERL ol b T EWMEIND 5,
ACE 11Z & % FRIMEREE AN & I15% Epo ¥ @ BEE 1%
BEBMHECHECLZIMEDRFICBWT ORI I N T
%, Perazella & 73 enalapril 25 L Het {EAME T L 7z 10
Blod > B, MHEEpEENET LD R2HThH-o
7239, Julian 5393 AT1 ZEZEFEHLHE T H % losartan %
B5 L, ZOHi# O Het & & M4 Epo & DK T 3124
Blid7e <, Epo REOZLIID T, Het ERHEREICET
TH2IHPFEETLIERRAKBLTVE, 2o DA
1%, ACE 11 & 2 ZRIMEREE £ OHIHI 303 L & 4 Epo
BEEOETEZNALTVEWI EE2RBLTWS, —H,
Mrug & 3R IMERCR BTN IC AT1 ZEEOFEEZRD
Epo #5. T T Ang 1 237K MER R B BT 0 #4756 % (e L
SHWZOEfiZlosartan I X DIEFIENE 2 &R L
7239, ZOfERIZ, ACE 1#5.2 X % Ang 11 DFEEAEHNH]
PMMHE Epo I 0vb D 722 { FRIMERPE 4 DWFT I D %%
MNHLAREEZHBAL S 2 D TH %, bhvbhd rHuEpo
JER 5 H OB R T3, Het fH X IM4E Epo #2 5 X U If 4%
Ang IT#FE & X WA %# 7R L 7z, Hirakata 5 %, HD &
FH DI Ang IR & Het i3 & U8R MERE & DO AHB
2O TWBY, %72, Vlahakos & 1%, HDEEZD > b
rHuEpo % {f Fi8 97 1c Het {H 2 #5 L T 5 Efld rHuEpo
BERECHL, M4 Epo IBEICE X WAL = Gk

L,

BECEOWELTW39, Mrug O L 7-EE» HD EH)
OB TIRFE2L T 2L, SEOMTREINT ACE 1
BE5BICE T 2 A MO E/IE, Epo EEAMK A T
rHuEpo ORNRIET AT 2 WJREME S & %,

AWFFEDFER T 1%, DD B TR M Epo I 2 EE T
boize #Diz®, rHuEpo %254 3 Het fHLER S L
TWwaED DD B HE% ACE 15 T rHuEpo 3%
BahTwafre i L7z, SEoRNcCiIEEZERE
CZedno iz, Epo OIRIMERFE BN RIIER e T I2 2
BZILIEBHONTWEY, Lien->T, NRMED
Epo |2 & V) Het fli 2t T & 2EHIIC DD BN % vy E
D00E, —EDORMTHRERE LIRS LE S 2 hidx
étwkﬁbné % 7z, rHuEpo % L T 7 WiEH]
WZ ACE 1 285 L7356, JRIMBKEL OHIFNIC ACE &
ETERINC X 2ENET S 2008, RIS 2 /i 2 7
5 2 TOMEMHIMES LETH 5,

A, ACE 112 X 218102 R O ] o LA i ZE
B LIMESEOARZN R S 21z 72 220 Dh, HD &
FZEOLIMESHRECR L TH, ACE 1 ORhRICHIR L#%
535 2BEmrz 2 eI, ZO, S5
FEM A2 £ D, HD B#E D ACE 112 X 2 BIMO#F
PHLMIZENDE I ENEEND,

L

MEZENTEF#E IC ACE [ 285 L 72356, BillssEbd
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