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BN R YW w35 Sisomicin DRy, EERRYKE

FE F LR - RA HeRmA 5. RERHE - whk*
FILAFEFFWR B EHE

FLWT 3 EREGRIAERTHS Sisomicin 1o
WTERR, BRI 21T - oD THE T 5, Sisomi-
cin 1% Fig. 1 WRTHERLELTEY, Gentamicin
Cia REfILTV5, &ANEDFA Cw Hay N5 Oy, 4
FRAT.5, KBEMETHBY,

Fig. 1 Structure of Sisomicin
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REEBRIE X b 27W, REERD 75 AIBHEERE 6 1%,
75 AAHEREE1058kIC O\ T Sisomicin OB HE I
TELico T AR LERESE LSBT fE, BEE
B3 10%E/ml X0t 10@/ml & Liz, %R
10%E/ml X 5 Gentamicin DHEHEEIEL,
Sisomicin & DERSZHAESIC O\ T A Lico

1038/ ml B8 D BRIK T2 B & Staphylococcus aureus
6 BRiZ2T 0.78 pg/ml S FAM LT 5, E. coli 30
BRix 1.56~6.25 pg/ml wh b, BOHBEHEZRLTH
%o Proteus mirabilis 29¥k, Proteus vulgaris 9 BkCix
FDKR¥L 6.25~25 pg/ml iwh b, Proteus vulgaris
1#ki% 100 pg/ml LI LD TH B, Serratia 198T
(X11BEAS 100 pg/ml Ll LD T 5 A%, 1.56~6.25 pg
/ml CHAT B2 RbhD, Pseudomonas 18
BETI% 100 pg/ml LA EDfiiERi2 s {, peak (% 6.25 pg
/ml & BIFIe R TH % (Table 1),

10°8/ml OEEARB L, WThOBHKETH 1~2
BABERIF M TH D, Hic Serratia 18¥kH138k
1% 0.78~6.25 pg/ml L5 LT\ 5o ¥ o Pseudo-
monas 1682 TH 625 pg/ml LI Fizph 2 (Table 2),
ThHOEN G Sisomicin (3.7 5 A RMBERYYE
D5b, BEMEINTW3 Serratia, Pseudomonas
X5 REBIECHALER L ELONS,

kx> Sisomicin DK & Gentamicin DEEX I
B+5L (Fig. 2, 3,4, 5,6,7), E. coli Ci¥. Sisomi-
cin D21~ 2 BEBEERFIEMEZ R L TV %,
Serratia, Proteus mirabilis, Proteus vulgaris T3/
Kbz eRARORMTH 5, ¥i, Pseudomonas,
Staphylococcus aureus T3 Sisomicin DFHMRPL LB
HFRHENEZRL TV B,

Table 1 MIC of Sisomicin

(pg/ml)
Organism stoning | <0.39| 0.78 | 1.56 | 3.12 | 625 | 125 | 25 | 50 | =100

Staph. aureus 6 5 1
E. coli 30 18 7
Proteus mirabilis 29 2 24 3
Proteus vulgaris 9 4 2 2 1
Serratia 19 2 4 1 11
Pseudomonas 18 5 9 2 1
E. coli NIH JC 2 1 1
Staph. aureus 209 P 1 1

Inoculum size: 108/ml

*B RRAZEFRWERBEN S
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Table 2 MIC of Sisomicin
(pg/ml)
Organism No-ofl<0.39| 078 | 1.5 | 312 | 6.25 | 12.5 | 25 | 50 | 2100
Staph. aureus 6 6
E. coli 30 8 13 7
Proteus mirabilis 29 1 2 7 17 1 1
Proteus vulgaris 9 2 2 1 1 2 1
Serratia 18 4 2 1 6 1 1 3
Pseudomonas 16 1 9 4 2
E. coli NIH JC 2 1 1
Staph. aureus 209 P 1 1

Inoculum size: 10%/ml

Fig. 2 Correlation of MIC between Sisomicin
and Gentamicin
E. coli 30 strains, Inoculum size: 10%/ml
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Fig. 3 Correlation of MIC between Sisomicin
and Gentamicin
Serratia 19 strains, Inoculum size : 108/ml
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Fig. 4 Correlation of MIC between Sisomicin
and Gentamicin
Proteus mirabilis 29 strains, Inoculum size : 10%/ml
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Correlation of MIC between Sisomicin
and Gentamicin
Proteus vulgaris 9 strains, Inoculum size: 10%/ml

Fig. 5
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Fig. 6 Correlation of MIC between Sisomicin
and Gentamicin
Pseudomonas 18 strains, Inoculum size: 108/ml
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Fig. 7 Correlation of MIC between Sisomicin
and Gentamicin
Staph. aureus 6 strains, Inoculum size : 108/ml
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I. o & &k B
EREETE R IR A 14ic Sisomicin 50mg %1
EFEL, 556 B E ComPRELRIE Lo B
SEHEEL Bacillus subtilis ATCC 6633 % #87RE & L1
WNE» » 73C, EXEIE pH 7.0 Phosphate Buffer
TIER Lic, MPRED peak (3EHEK 1 BB D
120 pg/ml THot, LOHWML, 6 BEME T

218 pg/ml OREL R LI (Fig. 8),

Im R $ # i
MRREE R BIE L F— AR I\ T, M4 6 RRE

¥ CORPBE, RPN Lic, RPREOHE

RMFRED Th LRAROFETT, REOHBRIZ

Fig. 8 Serum level of Sisomicin
50 mg I. M. Normal volunteer

1g/ml
14 Cylinder plate method
B. subtilis ATCC 6633
12| 18 12.0 pH 7.0 Phosphate buffer
10
8+ 7.0
p?
6_
n 3.46
2- X
T T T T T
01/2 1 2 4 6 hrs.

pH 7.0 Phosphate Buffer TfFo7c, MK 4 ReRI%
T2 130.8~156.0 pg/ml & doig b EVBEERTR L, 4~
6 BEHITY 53.0 pg/ml Thotco BHREADHHERIZE
£ 6 ¥ % Tic 409 mg TH b, RAPEINRI181.8%
TRB~OHMO BiF Rz xR LTV % (Fig. 9,
Table 3),

Fig. 9 Urinary recovery of Sisomicin
50 mg I. M. Normal volunteer
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Table 3 Urinary recovery of Sisomicin

D o2 24 460

Urinary concentration
(pg/ml) 156.0 130.8 53.0

Urine volume (ml) 47 156 249 452
7.3 20.4 13.2 | 40.9
14.6 40.8 26.4 | 81.8

Urinary recovery (mg)

Recovery rate (%)
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V. BB K B &

RILASEZEBREPHCABE L7 BE204B1C Siso-
micin ##E Uiz, W& L LcBEXLOFHHTIF, F
$555.9%, B164, 44 TH%, Sisomicin OFEFIX
18 50mg, 1 A 2EMHEEL, 557 AHEERR
51t BERIEMIZ—IEL T Table 4, 5, 6 iLRT, B
iz UTI BresRApmERED i - TTV, B
Yl BARRCT o BMERuX Group 1 (JREEH
F—FARETHLD, FERA1~8), Group 2 (L
IR EES, fEBI7 L), Group 3 (LIRRER B HRIE,
FEBI 9 ~12), X U° Group 4 (THREBYME, EH
13, 14) 431, BARYUL Group 5 (RECH T —
FARETHLD, FEFILS) & Group 6 (FoOflo L,
THRFRBERIGE, EML6, 17) AT, /s, IS
ARG, EMNISHEIRAKTH D, EF0TAH
BEFRPE MRS () THHBEESE L, BIfERO
&%‘f@&ﬁ'o oo

Bk R o¥E: UTI SERERME B2 i - THT
Vv, %), BR, ERE Ui, BB TIR4BIFE
%36, BRI, EHEATHEHRIIL.9XTH-»
1o BEREBITIE 3 AITRER I BRI 16, EH2H
THh, BERRHELT, BMBRAICHERANS
Zbhi: (Table7), ¥, REH T —FAEFTHD
DDZH (Groupl X V5) #&x5E, IFIF2HEL
T, BARYRS L RARCHEDHRIZE, HK, A7 -7
A DICER T 8 Bl 3 BIAERY, BRE26IBY,
HRHRILO0BLAEE LD,

wic, BiTE 1 BIRBR 196D\ TR B BER%)
Ba i (Table 8), RlIBHus X CSMEIBALIIER
Bk X ORFIF AN OFR, ML HE Lico EFR
—BHRCTRTML, WTRA AL OERERBYHE T
DEEERBEBISETH D, SHEREL6 AITIIED
141, %26, &34, BHEBRELATLED
160, B%2 6, &% 36T, BHRIISBTH 5, %
BEERES S Bl CREH 1 AT, MO4BIEHTH
foo BURRHD 1AL, BHEEIEALD 1HIEHT
Dol

Sisomicin DOMEEAIZIEIL Table 9 /RTH< T,
BEHORP L bR LIEBR2IR TH 5o 21EkF
Pseudomonas »\fEb %< 98k, W\T E. coli 6 ¥,
Proteus sp. ¥ X 0% Klebsiella (34 % 2 ¥k, Serratia,
E. cloaca (3%« 1¥Th %, ThbOEEDOHRE R
%L, E. coli 6Bk 4BRMNEEL, 2HRMFERML TV
%o Pseudomonas 9 HETIXIEL 3BRD AT 6 BRIE
$|LT\ B, Pseudomonas D5k 3 Bkrp 2 BRIz Er 544
BERRL L, RPAMRLERL, BRDHFELED

ThHo o

Prtoeus sp 2 ¥, E. cloaca 1TV ThdEEL,
Klebsiella 2 #irh 1 BRASEE LTV 5, BEHRHBIE T
129 Bk 4 #kHY Pseudomonas ThY, Serratia % 2
Babh, BXRBEKOTEREBEEEL DI,

V.Bl % R

Sisomicin ## L Lic20BlicoWVTHh B &, EHW
&, RB, Vay2kkEDTVAF~EREBDIHUIL
Ve Efe, AFBEACE, B8, BEEL CHVER
MEROBEEYBLTER DI, BRRER
M4 (Table 10), fF - BHsgetE (Table 11) &2
WTBR Lic, MR TRAFRECIDEELLRS
BEMELELcd Ok, RBC, Ht, Hb, CEHEYR
THLORBEEMALEMTHY, ERERLECIDE
mpi-bL#Ex bhb, Btz (BUN, Creatinine)
THRHICRY I, B BUN M &L LIER 5
(26 mg/dD), FEAI20 (22 mg/dl) i3\ T HAFH 5K
iz rhFh 18mg/dl 3 X0 23 mg/dl TTREERD
BVIRIARETH - oo FHERE (GOT, GPT, Al P-
ase) TN EHRBRBE~DO LAY Z D13 3 6 GESI
3, 8, 19) THB, IS 8 TixAHHEEH% GOT,
GPT 0 LA TWBH, ThEh =8HE], 1087
FHEZF T\ B, EH 3 Tii#5H GOT 20u, GPT
25u. 2 & GOT 52u, GPT 62u. 755 T\ 523,
9 H#iiz GOT 1lu, GPT 10u. *EFERELTW
%o A8 T 5ET GOT 20u, GPT 16u. TH 7
yon, #EH GOT 76u, GPT 80u. & LR, 13A#
T3 GOT 20u., GPT 37u. L E# Ll TWB, B
DML EER3, 8 LHFHEDOEMTHY, Sisomicin
OHEEIMETE L\ ERAIITIRE LR Al P-ase
21 B. L. u 254 61 B.L.u. LERL, 5RA%
it 44 B. L. u, 1384 2.7 B. L. u. LIz CIEH
Lo Tb, ZDOFITIX GOP, GPT 3 't LE
FERDH b, Sisomicin Lk 5D TRV LHES
R, F0fl, BEHIZ GOT, GPT, Al P-ase DE{H
AL b 036 GEGI0, 16, 20) H5BH, WTh
LEEHH O T CEBEELRLTE D, FFloRE X
50 TRAEVEEL D,

VI. # =

FLW7 I 2 EGERHAERTHS Sisomicin #W
REMEROBRECHEA LU ToRR LRI,

1) Sisomicin DHEHEKRINTH L, 77 »RHR
B, 75 +BURECThiCbBRVCHRE YR L, ¥
& Pseudomonas Ti¥ 100 pg/ml LI DR % RTH
1375 {, peak (% 6.25 pg/ml & BEFIBESKTH - 1o
Gentamicin * QDRZSH Y 425 &, E. coli, Pseudo-



JULY 1978

CHEMOTHERAPY

274

- 0IX2 | _ 01 ado-3sod 1owin} 1appe
-> Jualjeoxg ot 9x00L | () SIS | # o radanopodd st | W o
- - - 01< Iouin) 1appe
= yusnEoxy =) §x001 (H#) spucwopnasg # mu_._maccc?»avhs_mw MM 6
vomo wstuesiQ O8M | wona Aams wsiweSi0  |ogm £
103p9 apig Mo_ % .% wwmmww -u3g ]NO AommOmmmWowMLuovﬂDv Wwow ‘oN
[EI0 juduneas; I13jje sisA[eulrn) ¥ a JUdUNEII} 310J9q SIsA[eULI() - 'a A4
(I "L 'n 1m0 :dno1d Wiy pue 7 L ') 1add() :dnoid pig) sased [edrm) G dqeL
LdD ® 10D jo O | — 1) e[nIsy [eUISeA-00ISIA )
uoneAld IY3Ig tood spuowopnasg + 9x00L (# 3&05@%&%& # 1 w%ﬁﬁ? omnokwo %m 8
—_ 01 0T ado-3sod 1ourny 1appe
= 100d svuowopnasg H §x00L S ‘ds snajosg H ¢ snuydauoa4d uWMLMmmW NM L
— 0T )4 euIodIes onejsord
) food spuowopnasg H 9x00L (= wﬂﬁeEe\w.wuN H mﬁm.maao:o_u%a umao.:ﬁw Nm 9
—_ 01 <01 ado-3sod
) 1ood D1DLLIS H 9x00L = spuowopnasg # mﬂﬁ—%vuo_oﬁ_ WmMomzw NM g
— 0T 01 ado-1sod
(= 1004 svuowopnasg H §Xx 00T € D) nuneﬁeﬁxwu,k 1 mwiam@ao_omm w.w%omdw WM 4
01T (ado-3sod
1dD ® 109 jo 1004 uaweanu . H 9x001 H 01 H iowrn} 19333In7) lown} 13ppe n
— 0T 0T BUIOOIBS OTJBISOI
) PooH 3:95:‘:%@& - §x 001 G 2700 M + wﬁmmaaono_uha omaOu%nw NM (4
0IX8
_ ) 01 (rownmy 13ppelg) | N
= poeo wmﬁmﬁuuﬁwww“wﬁm # 900t G o2 n.ﬂ * snrrqdouoa4d aIndy | 62 r
£yants
1095 9p1 10352 TR0 OHM | wommostg | -wsgn | TIUPAI0  [OIM (eseastp BuiA[ropun) xog| .
B2 9pIS [edrut[) jo 33esoq sisouselq 3y °N

juduNEdI} Id)Je sIsAjeuri()

juduIedI} 910J9q SIsA[euLI)

(193930 Sur[[ompu] : dnoid 3s[) sIsed [edUN) § 3[qeL



275

CHEMOTHERAPY

VOL. 26 S-3

- oL | _ . 1< (ado-1sod rowny 13ppe
= ino-doiq ds 3&%&& §x00L Mﬁw s MMMME.% - snuygdauoaAd om%ou_.ww WM 0z
ase-d * o
woneasps 1uBg | *°°d §x00t ooy snrwkpipido amoy | W | 61
D) pood G §x00L = 3:@5@%@% UONOIJUI PUNOA WM 81
1< 0T
D) 100, vyvLIdg | F Lx (rowm ferapin) |
d a&».cd&% N ot MH.W SNMMM&.W + snnsAd owoIy) | 6§ ia
20T YOI X9 d .
- 00 DPUDLLD _ % _ (3do-sod 1pnojed [e1sjaIn 2p BUAI I)) | W
N pooo 8§§§aw 900t M¢W Qaeﬁwﬂgﬂ% + snirgdeuopaAd omwory) | zz | o
O1< (€D 2 oS ( 3 )
- — 2700 e[n)sy [eurdeA-od1sd
R moerssd | 7 TGS | ] " e i) | & |
Ayans
oo opig | SSuodsax wetuesI0 oam uposts | -uas WO WSesio  |odM (oseastp Suikjzapun) xo5| o
o Jusuneen) sope sisAfeunny | °d | yuoumesn srojeq sisAfeunin sisouselq P3Y
(s13y310 pue ‘1ajeyied Suiemput oN :dnoi3 {ig ‘raeyied SurjpPmpu] :dnoid yig) sased [ednur) w dIqe],
— <01 _ _ 0T 9do-}sod 1owrn} 1appe
S 100d spuowopnasg §x001 = spuowopnasg H ¢ snns£o ow%o.mm—mw MM Vi
- — - | 1< adosod rowny 1appe
() FUS[[IIXHY D) 9% 001 G 3:0:8%:&.& H ¢ snnso ow.m:_.mﬁ_nw %@ et
_ 0IX2 | _ 01 ado-3sod 1ourn} 13ppe
= food L/CEC § §%001 (# 2700 5 + ( snuydauofaAd ow%o.—_%nw WM 4
- o1 | _ 01 ado-}sod sISOUd}s [era}dIN 11
=) Peed munaﬁeﬁxm@k §x00L () n@uﬁeﬁ..ﬂ + ¢ m“.:u&mv:rvza v«:u«W ozw 4




276 CHEMOTHERAPY

JULY 1978

Table 7 Overall clinical efficacy classified by type of infection

Group Iég.s :sf Effiicacy l(‘)ﬁl\tr:ta1'?1916)effectiveness
Excellent Good Poor
§ %Iifd%vré‘lliﬁg catheter) 8 2 6 25.0
72 :Elrlipgerroﬁ T. 1) 4 1 1 75.0
é %&éﬁ%&nL) 2 1 50.0
@ Sub total 14 3 8 2.9
.§ ?Itl?dwre(iﬁng catheter) 1 1 0
E% ((;I&}A %x:?i%vellmg catheter) 2 1 1 50.0
= Sub total 3 1 2 33.3
Total ‘ 17 4 10 4.2

Table 8 Clinical efficacy

Efficacy
Diagnosis Total
El:l};iet- Good Poor

Acute pyelonephritis 1 2 3 6
Chronic pyelonephritis 1 2 3 6
Chronic cystitis 1 4 5
Others 1 1 2

Total 3 5 11 19

monas g X CiY Sisomicin DHA 1~ 2 BIRBERT
LB TH - 1o

2) fREEEA 14k Sisomicin 50 mg % 1 EFHEL,
5k 6 Rl CoMPREOHEE, RbivBiL

Too MAMEED peak (XIS 1RIBEIRD D 12.0 pg
/ml Thotc, HEHHHE6 RME CORPERIT 409
mg [EUREIL81.8% TH - 7o

3) WRHBFERORIIE206)IC Sisomicin ## &
Lo UTI ERFRMERICR - CTHKRGREYHET S
&, 1TRIRER 3B, BR4H, EHI06, HRHLL.2
K Tholco TOMD 3% %25 & ARG 1 FUizHZD,
SEERIEALE 1 i), BEBETLO 1A% T
BB MEEHZRTIE E. coli 6 #Bh4#k, Pseudo-
monas 9 Bk 3 BRI W TIERE R,

4) BIfFACRAHFRE L AEHEE 7Lras
—, HRic L OENEROREE T L I3RBDIh o,
HBIRRE T MK S, BTRERE CREEYBDich,
oo FFH4EEMRE TI220415 2 Blic GOT, GPT o L&,
14lic Al P-ase D ER%#@Bbd7cd, WFhifbsg]
~2AMTERMEE It oo

Table 9 Bacteriological response

Response No. of strains

Isolates No. of strains Eradic a?;g) Percisted :Fepaet?:;:stafter
E. coli 6 4 (66.7) 2
Pseudomonas 9 3 (33.3) 6 4
Proteus sp. 2 2 (100.0)
Klebsiella 2 1 (50.0) 1
Serratia 1 1
E. cloaca 1 1 (100.0) 2
Staph. epider. 1
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Table 10 Laboratory findings (I)
No. of RBC (x10) WBC Hb. (g/dl)  Ht. (%)
case before after before after before after before after
1 37 394 6,400 9,400 11.4 11.6 33.8 36.0
2 412 410 3,700 4,800 10.5 10.4 32.9 32.9
3 388 416 11,500 10,300 11.1 12.0 35.7 38.3
4 367 395 11,600 10,500 11.2 12.2 33.0 34.8
5 450 458 15,000 8,300 14.4 14.4 42.3 42.4
6 358 392 4,100 6,000 8.4 9.1 26.4 28.6
7 407 399 6,100 6,400 13.0 12.6 39.8 38.6
8 392 424 7,600 6,200 12.1 13.1 35.9 38.4
9 304 365 21,500 5,100 10.3 11.7
10 355 368 8,500 7,700 11.5 12.4 33.9 34.6
12 354 331 6,700 7,200 10.9 10.5 33.6 32.3
13 341 352 4,300 3,700 10.6 11.1 31.8 33.4
14 474 477 8,200 8,000 15.2 15.2 44.1 - 45.2
15 322 356 5,200 5,000 9.8 11.0 28.8 32.1
16 508 493 9,700 9,100 15.2 14.7 45.1 43.5
17 430 440 5,100 6,400 12.4 12.6 35.6 37.5
18 274 273 4,200 7,600 9.7 9.2 27.5 26.7
19 360 402 24,000 18,000 10.7 11.8 33.4 36.7
20 361 386 7,400 8,300 11.9 12.5 35.2 36.9
Table 11 Laboratory findings (II)
No.of| BUN (me/dD Creatinine by GOT (u.) GPT (u) & Lo
€as€¢ | pefore after before after before after before after before after
1 13 16 0.75 0.73 55 15 38 17 2.3 2.4
2 12 12 27 10 32 13 2.5 2.1
3 17 16 0.92 1.21 20 52 25 62 2.0 2.1
4 19 21 1.36 1.44 12 17 7 16 2.2 2.3
5 26 18 1.17 1.23 24 19 34 25 2.0 2.0
6 19 18 1.62 1.37 13 21 4 4 1.2 1.3
7 10 10 0.74 0.65 46 43 63 35 3.8 3.6
8 11 10 0.76 0.90 20 76 16 80 1.6 1.5
9 12 14 1.02 0.94 23 28 27 30 2.2 2.4
10 11 10 1.05 1.21 41 107 43 97 3.5 4.8
11 16 16 34 20 27 21
12 12 18 1.02 1.34 26 35 38 37 1.3 2.9
13 16 16 0.80 0.85 12 23 7 15 3.4 3.7
14 10 11 0.98 1.02 12 16 8 15 1.4 1.8
15 12 14 0.72 0.71 10 10 5 4 1.6 1.8
16 16 13 1.02 0.98 34 7 48 127 3.0 2.9
17 8 8 0.50 0.58 15 15 9 10 2.0 2.0
18 12 13 0.95 1.17 29 30 4 4 2.0 2.1
19 19 16 18 40 5 34 2.1 6.1
20 22 23 1.13 1.26 89 238 213 250 13.5 18.2
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X [y 2) UTI EEhIPMXRE (F—hR), FBRI524E6 A9 H
1) Sisomicin DOHFE, =, 7 R BEERLSH, <4 3) 2B AFLEREFELRSE FE VAUV AN
= VRS Sisomicin. 1977 (k&)

CLINICAL AND EXPERIMENTAL STUDIES WITH SISOMICIN
IN COMPLICATED URINARY TRACT INFECTIONS

MANABU HIRANO, KATsUYOSHI KONDO, TOHRU ARAKI,
HitosH1 TAKAMOTO, HIDEO KAMATA and TADAO NIIJIMA*
Department of Urology, Okayama University Medical School, Okayama, Japan

1. Minimum inhibitory concentration of Sisomicin was determined on 111 strains isolated from urinary
tract infections by plate dilution method.

In 10® inoculum density, all strains of E. coli were inhibited at 6.25 ug/ml or less and most strains of
Pseudomonas aeruginosa at 12.5 pg/ml or less. Eleven out of 19 strains of Serratia were resistant to
100 #g/ml of Sisomicin. Antibacterial activity of Sisomicin against clinical isolates is equal to or stronger
than that of Gentamicin.

2. In one patient with normal renal function, a peak blood level of 12.0 zg/ml was obtained one hour
after intramuscular administration of 50 mg. Urinary recovery rate was 81.8% within 6 hours.

3. Twenty cases with complicated urinary tract infections were treated with 100 mg/day. “Excellent”
and “good” results were achieved in 8 out of 19 patients. One patient did not complete trial.

4. Slight elevations of GOT and GPT in 2 and of Al P-ase in 1 patient were observed.

* Recent Address: Department of Urology, Faculty of Medicine, The University of Tokyo.



