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Netilmicin o i R il F§ 55

REMKX-BEEL - A-ANET-BHEE
NBEB-EBEBR-N LR BEHEER - /NKRER
¥E T-ERE--SHAH-EEXB-FN LR
BHEZ-ER E-JHILE-DNREH
BARIRERFEIE SRR E I LU D BREH

1 Bk 34, REEBISE24HNC Netilmicin 285 L, H4HE5.2% L RV & 720

2) REBEYIE COMBEFIPRTE E. coli,

Klebsiella 734~ Tk L T /2, Pseudomonas

aeruginosa, Pseudomonas [&, Proteus mirabilis TI3EELA LD HERL, ZTOMIIIHEISL Tz,
Serratia marcescens, Enterobacter 34 4 1¥T DO THAHH, WTNbiEk L Tb, Pseudo-
monas &l 7 7 LEMEICH DR % Netilmicin 238> TWHEEXL LN S

3) Netilmicin %204\ L7245, BB, HEV, KB ENDRERRALN h»T. BRE
ENEHEL GOT, GPT D LEEMN1HIITHSN, BUN OBEN LAN 2ACLLNIZA, ME 7 Vv
7F = DERRALNI 5 e T ENLBHBEREL R Lz 3B L E .

F C &I

Netilmicin I3KEy = V ¥ 7#HTCHEEIAZFLN 7 I/
B A RPIER TH - T, Sisomicin D 1AID7 I/ EE T F
MELTEL NI EARATH B, 7 I/ HEERAEAIZC
h ¥ CEERRE, HESENL S ORWEANA N, MEL X
hT&iz,

4@, & shic Netilmicin 27y b, v¥¥, 22
Lo T h b OBIWEAMGentamicin (GM) ITH~<TAH I
WEIhTWBY ., —F, FEIOWENCOWT, E.cli T
i GM Ii2ZRIEETH 353, Klebsiella sp. Tix GM-
resistant DOBEIC b xIDH B E SN T W 5, Pseudomonas
sp. 2WT#H GM, Amikacin (AMK) & i2iZRABEDHE
HeHET 5, GM-resistant K FHTHBE IN T35,
Proteus sp. izix GM, AMK tABEOHEH%2AL,
Serratia sp. iZ AMK WKHSRTHEHVANE Sh T
%0 77 NEBYER TiX Staphylococcus aureus \txf LT, GM,
AMK ¢t RABECHENEZHE L TNAE2:3, D EDT E»s Y
7 ANEHRBEB LUV 7 ABEME © Tk, Staphylococcus
aureus T Netilmicin ZBFHTH 5 & I TV 5,

BE D IIPRARRRE, REEAESREFIC Netilmicin 24
AT 22 BIOTHRET 5.

1. B&BELUHE
MNREMI290 Th - 7205, BRELDORE»S 2 %
Bisk & U720 %2 C Netilmicin DyREIEITIZ27H %
XML L, RERBRICEB2ME R L Lz,
SRABZ AR BB 34, AMBEHA S

B, @ikiEp 144, SUEBIER 40, BHEBEER
1B TCoh 720 EDIZ26THH82F ETT, HHIZAEIL
B, Z16HTdh - 720

Netilmicin {3 1 [H :75 mg~100 mg (5#H DAL 100
mg, i3 75 mg) EHEL .

RO 1 A#ZKRE 1H 2EER L. BEBKI
5~11HTC, REBIMETIIS~7 AEERLIZLOHM
0o Tee BBRAZIRAIZEIZA « RERDKEREIC
LS, B, BYHLHEL, REBBRIE OHE R
UTI EMeD 1T L 5 72, KEEZEAISYRE Netilmicin 85
A DR DR LHRIE L 72,

I. B bR A %

KERDFEE %L Table 1 1TRL 72, 4 DIEFNTD
WCOKRETIZ AR T 5, BRAZIRIE Table 2 (TRT
X ORER I, BB, BH4BITHY, FHUELE
PEME LU TESDELHETHL85.2% Th- 12, 4
DRBEIOWTAS L, RUERR TIERD 26, &3
1T - 1. J|BPRTLIF D BT THTHIEICRES
Nk bh, BAmBkEkiZ 7,300, KR 1K 66 mm,
CRP 3+ T, BHEERS, <4377 X< CF #ifk
(3 ERTH TR Toh - 720 REIRYS BT71Z Ampicillin
4g/H% 6 BEFEBLZABRZ L, D% Netilmicin
ZLLARMGER L REOKE L, REBOIEHL
HbLIEh 512,

SRR R 5 TR 38, B 1MW, ®|YLHAT
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Table 1 List of cases treated with Netilmicin (1)
Daily dose e )
No Name Diagnosis (mg) Oreanisms Sensitivity | (jinjcal | Side
’ Age-Sex-wEf);K! (Underlying disease) Duration g NTL | 6M effect |effect
' (day)
1 62H.FT. 53 acute pneumonia 100; 1 Acinetobacter # | excellent| —
K. O. : 100 % 2 Neisseria _
2% 34 M 56 | acute pneumonia 7 a-streptococcus excellent
K. K bronchopneumonia 75% 2
3* 71 M 39.5 (cerebral thrombosis) 1 Serratia H poor —
Y| \diabetes mellitus
K. M. chronic cystitis 75%2 . _
4 1 720 F 60 | (cardiac insufficiency) 5 E. cols 1 good
K. I. chronic cystitis 75%2 . _
5 | 70 F 59 | (cardiac insufficiency) 8 Klebsiella #t | excellent
acute cystitis
6 670.MY. 48 (cerebral apoplexy ) 75; 2 E. coli + good —
r. partial paralysis
7 N.T. acute cystitis 75%2 P.mirabilis + oor _
82 F (pulmonary tuberculosis) 7 P.morganii H p
S.S. acute cystitis 75 X2 R _
8* 79 F 40 |(pulmonary tuberculosis) 7 E. coli H# | excellent
9 70T'FW' g7 | acute cystitis 755X 2 S. marcescens H | excellent| —
T.K. chronic cystitis 75%2 . B
10 4 F (olivopontocerebellar) 5 E. coli H good
K. K chronic cystitis 75% 2 E.coli H
11 70 M 39.5 (cerebral thrombosis) 7 Pseudomonas H good —
. diabetes mellitus Staphylococcus H
chronic cystitis .
H.K 75%2 E. coli H H
12 renal calculus . good —
78 F (senile dementia) 7 P.mirabilis + H
13 M. F. chronic cystitis 75%2 P.aeruginosa H H# oor .
46 M (olivoponto cerebellar) 10 P.mirabilis H H P
chronic cystitis E. coli +H
14 M. N (diabetes mellitus) 552 | P.putida # | good | —
7 F hypertension Candida 4
chronic cystitis P.aeruginosa H
15* K. M. acute disseminated) 755XZ S. epidermidis Ht good —
26 F 43 (encephalomyelitis Corynebacterium H
T.O. chronic cystitis 100x 2 .
16 68 M 60 | (neurogenic bladder) 5 E. coli #H good —
K.K. chronic cystitis 75%X2 .
17 | 79" F 64 | (diabetes mellitus) 7 E. coli + good —
K.G chronic cystitis 75%2 .
18 | 6 F (diabetes mellitus) 7 K. pneumoniae + good —
M. H acute pyelonephritis 75%2 .
19 1 6 F (cerebral apoplexy) 10 P.aeruginosa H good —

* Amples were prepared by Sankyo
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Table 1 List of cases treated with Netilmicin (2)
Daily dose . .
No Name Diagnosis (mg) Organisms Sensitivity Clinical | Side
| AgesSex+ B%9¥ | (Underlying disease) Duration g effect |effect
ge X Weight ying (day) NTL| GM
I1.K. acute pyelonephritis 100 x2 :
20 | 55 M 53 | (hemiplegia) 6.5 | E-coli # | excellent| —
N.T. " 100x 2 .
21 32 F 46 acute pyelonephritis 10 E. coli #t | excellent| —
acute pyelonephritis
22 57C.FI 50 (chronic ) 7?(;2 E. coli # | excellent| —
glomerulonephritis
chronic pyelonephritis
23 79K'MT‘ 40 (chronic ) 755X 2 Proteus H good —
cardiac insufficiency,
T.S. chronic cystitis 75%X2 :
24 | 55 M 45 | (shy-Drager syndrome) 7 P. aeruginosa + | good | —
acute cystitis
25 51K'MN' /hemorrhage of ) 755X2 P.aeruginosa # | excellent| —
brain stem site,
Y.T. chronic cystitis 75%2 .
26 70 F 38 | (cardiac insufficiency) 9 E.coli good —
chronic cystitis
K.T. P : 75%2
27 injury of cervical Pseudomonas H 00r —
49 M 50 (region of spinal cord) 7 P

NTL : Netilmicin

Table 2 Clinical response to Netilmicin

total

excellent

good poor

pneumonia 3 2 1
acute cystitis 5 3 1 1
chronic cystitis 14 1 11 2
acute pyelitis 4 3 1 0
chronic pyelitis 1 0 1 0
total 27 9 14 4

Hotze MHOMIT Netilmicin  #E5/7Z  Proteus aeruginosa » Proteus mirabilis 5% 2.0x108/ml #

mirabilis, Proteus morganii, Enterobacter 5> 4X
107/ml K& Nrehs, 54 BB T E.coli % 4.6x%
108/ml, #5.ep kb Proteus morganii 3 5x107/ml
BHEh, RUEBFRLREZETEORLE K H Tl
D, BENRALNIL)H - TERATH 5. BB 1451
TIIER 1H, BRI, W 2B ThH - 720 BRHAD
b 2Hlign 7 — 7 vEBRITH- 720 MxhH No. 13
{3 OPCA (Shy-Driger fF &) THB» 7 — 7 V21T

5 TWAEERT, Netilmicin #5RHT  Pseudomonas

H & 72h3, 85 Er$C  Pseudomonas aeruginosa
A3 1.5x104/ml BN, MERICEL TUIRETH
- 72 RILETRIRPHEI N, R (37.7C) IRE
BT TS, BRANIZEN TH - 2P TH b,
fbDHERIB No. 27 (ISHSHBHEAIT, BroBitir sz
L, B Tdh » 72, Netilmicin 85 FHTFEH (39°C)
RICECAMmMPREKR, KB EimEREK 9,000 7KL 65
mm, CRP 7(+), [RH b Pseudomonas BpHS 108/ml
Bt h, #5 3 BENS Pseudomonas BHN4k L,
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Table 3 Bacteriological effects in each disorder of urinary tract infection

disorder disappeared decreased persisted
acute cystitis 4 1
chronic cystitis 12(2)* 2
acute pyelitis 4(D*
chronic pyelitis 1
20(3)* 3 1

* changed into another pathogen

Table 4 Bacteriological effects of Netilmicin in urinary tract infection

by causative organisms

causative organisms ' disappeared diminished persisted h
E.coli 13
Pseudomonas aeruginasa 4 3
Pseudomonas sp. 2 1
Klebsiella 3
Proteus mirabillis 3 1
Proteus morganii 1
Serratia marcescens 1
Acinetobacter (1)*
Candida L*
Genus corynebacterium (D*
Enterobacter 1

Total 27 s | 1

Acinetobacter H> 108/ml #HIh, ERREZIZL
120 BEMR, BRALELEELALNIL -T2, Bl
BEERII4ATEDIH, BEHLIHATHY, BHEEL
BRIZLAT, ZDL1HIENTH- 7
RS RS DB BRI Netilmicin DRBEZEHISIRT
Table 3 (ZiRL72o AMERERER 5 Aliz 4 BILSBEATER
L, 1HIHBRETHY, BHEBEMR TI20 L& D H
&, 2FBENORPERBD TS, BEFILKIT 2 AT
BRAEBD TN D, 2MHBEBRAATI4AELE
DWHREBHIH, BEFIERC 1 ARRRE Lz B
HWBEBR 1P TIEDRIMBAHLNT,
R YRRIE CRA BT Netilmicin DEHRE & 72
(Table 4), E.coli DEFI13PNTH L7273, Netil-
micin BEHEIZE T MK L T\ 72, Pseudomonas

aeruginosa DRIUI TR HLN, 4 WRE, 3 HIR
U, Pseudomonas [FTi2 2 Ik, 1HMIMA, Kleb-
siella {3 3 BINg%k, Proteus mirabilis |3 3AIMWE, 1
WEkS, Serratia marcescens 1 4|5, Enterobacter
1AME L7z MBEDSAE Th- 7203 Proteus mor-
ganii. NHTH- 1z, Netilmicin #5525
HUERICERREBZ L B3 Acinetobacter, Can-
dida, Corynebacterium T3k 12,

Netilmicin #5731, , #iIZ#kmkik, Hb, Ht, &
mERE, BMmRSE, MR B LT GOT,
GPT, Al-pase, LDH, vyrv ., B+ LT
BUN, m&sv7+=>, mE®EMHE, CRP, 1mt,
RERELT2, Netilmicin H5HICRM, M/IVRRA
LEILIERR AL » 720
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P CIIEMI21 TRRIBR 5 #IC GOT 74, GPT 75
L ERBRLNI. ZOEARBICEBER LS, B
REEDEARES 7, &RElizkn GOT, GPT ALH
LicbDEEZL LN

BRI OV BUN 2334 (FE#I No. 9, No.
14, No.18) T ESHITEEIZ LR L T i, EH No.
9 CIREMKEN{, BUN R#&55i0D 21 mg/dl />
LM 28 mg/dl LEBENZ LR LA, MmiE7 v
7 # = v 30 1.1 mg/dl, ®5% 1.1mg/dl &R
[E3 b s o 720 fEH No 14 (3HERE L LTHE
Ris, BhEEXL - T Y, BUN @#&5a00 17
mg/dl, #5%H 25 mg/dl LBE LR L TCens, T
ORLME 2 v 7 F = v ZESEO 0.9 mg/dl, RE
# 1.1 mg/dl L3 LA ERMDBALN TN, TEF
No. 18 |3EMER L LT HERRUEELZD > TWaHL
£z bhAERT, BUN p 581 21 mg/dl, ®5#
27 mg/dl L@E LR LI, ME7 v7 F=vRBES
35S 0.9 mg/dl, A 0.9 mg/dl TREFMHE TR
IERRBD B NI - 120 AE TIIERKBSEHH T &
5, BUN LR EAHENBRIIARHATHD. B, X
s EDRWERRZRBD b Lh - 2.

0. ERELCHED

EROFSBEERY bO7 2/ BEERRAERNIE
#Hik, BEHEMEY L T5HAS, Netilmicin D7
3 EEARRIERIC R TIN L DEBENRP LN EE
hTnspuL2,

A@ZEE LI, Bk 3H, REBIE2APNC Netil-
micin ¥ #EL, BHESS.2% L BOBEEE. R
R COMBN DR T E.coli, Klebsiella 7333
Tk LT\ ieo Pseudomonas aeruginosa, Pseudo-
monas |8, Proteus mirabilis TI3HELL EHHERL,
ZF DML U T\ 12o Serratia marcescens, Entero-
bacter 3% 4 1T OTHAHM, WThbHEERLTW
%, Pseudomonas % &1z 7 7 sEHRICRNCEE
Y% Netilmicin 23> T ALE2xb N 5, E 72
Netilmicin (3 GM fitiE> Pseudomonas 75 ¥\l HH%)
ThAHEINTWHNRLY, EELDRRLUIERALL
K X iz Pseudomonas i3 GM D & DAZRD L
Ngh - 72

Netilmicin 2206zl 72205 HR, »HIEL», K
Bis K DEWERBRD LN 72 REMB DO R H
GOT, GPT D LAN 1HIICHLN, BUN DRE LS
N2PNTHBNA, MBr V7 F=>DERE3AEDLN
Tehvo 72 Z bk, Netilmicin 2B H#EREY 7L
7oL i3 E 2 B, Netilmicin (355260 A A 25tk
LHAAXPBLTHEY > #2 v LR ETHN, £
BT £ DIEER TT6RINDIER D RERI NI, XD
SHLTHWRL 3 (0.4%), HEW1H (0.1%), KE
44 (0.5%) Thoreb L Tb, BRKRE BEREIZ
TRIBRECI A0S 2 B/67841 (0.3%), /MRS H3 3 B
/64841 (0.6%), GOT k& 521 #/6578H1 (2.2%),
GPT _LH12141/648% (3.2%), Al-pase LHH36 4l
/64581 (0.9%), BUN _EAH 4 41/64341 (0.6%), i
Brv7s=> A2 3H/588% (0.5%) T, RIEA
BN E IN TN 5,

Netilmicin @ 2" 5 sf&HEICN T HMEHIE GM &
ZIERELEBbLNDSL, GM I~ RBIERRS 7
{, 3frDO7 3 7 FD acetylation 35 LU 27 fLDKER
Eo adenylation (T X A2 REUIT L TEREZ RTZ
b, Z5 L REILEERIC L A5 GM itttk S8
LT B2BALTFRIZN, 4% Pseudomonas % &¥72
77 nBHEICBWER DD e BN B D2 0L
LT EREILTHLDERbND,

X R

1) xFnv<wAvy FH26E BARCERETSH BARZER
&FHEY v RI Y & 1979 BT

2) MiiLer, G. H.; G. ArcierL, M. J. WEISTEIN &
J. A. Waitz: Biological Activity of Netilmicin, a

Semisynthetic ~ Aminoglycoside

Antibiotic. Antimicr. Agents & Chemoth. 10: 827

~836, 1976

3) Braveny, I.; J. Voeckr & K. MacHkaA: Antimicr—

Broad-Spectrum

obial Activity of Netilmicin in comparison with
Gentamicin, Sisomicin, Tobramycin and Amikacin
and their Resistance Patterns. Drug. Res. 30: 491
~495, 1980

4) UTI oy sae, Chemotherapy 28: 321~341,
1980
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Table 5 List of laboratory findings of patients
Peripheral blood (/mm3) Lever and kidney
N RBC (x109 | WBC (x103) | Platelet (x109) | (OQ%y, | GPT(K.A.U)| KBTS
B M A B M A B M A B/ M|A|B | M A B M
1 400 375 410/15,000| 5,400| 4,400| 18.4| 24.8/ 31.2| 19 14| 12| 12| 13| 16| 47 37
2 448/ 512 490/11,010| 7,800) 8,000 29.4| 32.8 26.4] 23 28 27 32| 5.9
3 311 302 319 7,300[ 6,900| 5,400 16.4| 14.4| 19.2| 13| 12| 13| 3.3 2 71 9.2 13.8
4 464 470, 487 8,200 5,400| 6,600, 25.4) 31.5 29.0| 32| 33 24/ 25 32 23 84 107
5 401 396| 407 5,600 5,600 4,800, 15.2| 14.2( 16.3 18 22| 23| 15 16 19 42 37
6 434| 416 424(15,400f 7,300 7,100, 18.4| 24.3] 20 95| 37| 48] 91| 45 46| 2231 247
7 273 262| 5,500/ 5,200 4,500{ 19.9 16.0 17, 14] 13 12| 7.5
392 369| 7,000/ 6,100[ 5,700, 16.1 16 17| 14 14/ 6.3
381 410| 7,200] 4,600| 5,200, 30.6 4.2 21 21 5.2
10 408, 426| 6,600 7,200 18.4 16 36| 12 8 8.8
11 359 349 350| 7,900 9,200/ 6,700 15.2| 18.2) 19 19| 2| 11| 20| 2| 12.4) 12.2
12 365 436 387| 5,700 7,500] 6,300 20 18.3] 15 18 13| 13 4
13 437 442/12,900( 9,300{10,200; 21.3 37.6; 11| 14| 15| 12| 17 17 4.0 4.5
14 471 464(12,400 6,500/ 17.6 26.6| 26 20| 19 21 8.2
15 385 397| 6,300 7,300 90 162| 52 106/ 162
16 401 421} 5,000 6,000 52 33| 64 41 10.4
17 424 432| 5,400 7,400/ 18.4 18.1] 17| 17) 21 19| 6.0
18 393 419 417 8,700 4,500 5,100 11.1] 23.3] 33.2| 55 29 34 26/ 8.6
19 435 420(22,500 17,700 22.6) 41 15/ 64 11| 107
20 435 416| 461| 7,000 5,700 6,100, 19.2| 42.7| 40.4] 22| 34{ 33 27| 47 41 47 49
21 406| 357| 368(12,300| 4,300 4,500, 12.1) 11.5 29.8 28 32| 74| 21| 29 75 58 77
22 477| 466 393| 3,300 3,600/ 3,600, 10.8 18.8 24.8 32| 36/ 24| 22| 32 22| 3.0 3.9
23 414 433 4,400 4,300 3 2l 2 2l 8.0
24 536/ 552/ 553 5,100( 6,400/ 5,800 15| 14| 13 16, 15 18/ 5.4/ 5.7
25 319 310( 7,100 7,600 125 99| 208 125 135
26 366 386/ 8,400 7,000 13 5| 3 2 8.7
27 378 378] 9,000 10,800, 31.7 34.5 23 22| 27 25|

B: before the treatment

M : during the treatment

A : after the treatment
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treated with Netilmicin
functions Urinalysis
BUN (mg/dl) Creatinine (mg/dl) Protein Sugar WBC in sediment
A B M A B M A M A|B|M|A B M A
36| 15 10 12 1.00 0.7] 0.8 + - - = -1~ 1~2 1~2 1~2
5.6 17 20 20 0.9 0.9 0.9 - - | - - 0—1 0—1
15.00 7.0, 9.0, 9.0, 0.8 0.5 0.7 - - | H| -] 5—17 12—14 [neumerous
94| 12.0{ 27.2| 19.0| 0.87| 1.0, 1.0 = - l— - =1 - 18—20 many 8—10
sl 10.1 14.3 14.8 0.9 1.0 1.0 - | £ |- [-|-|-] 810 1-2 | 1—2
26 3.8 285 131 31 15 1o 10 || -|-| -] 100/ | 810/ | 10/
6.6/ 17.5 18 1.0 1.3 + + || -|-1- many many many
6.4 15 14 0.8 1.0 — - - =1 —-1- 20—30 0—1 0—2
21 28 1.1 1.1 - - =1-|- many 0—1 1—2
8.0 14 15 0.5 0.5 + - - many 25—30 6—8
11.8] 12 13 12 0.8 0.8 0.7 - + i B many 12—15 12—15
4 9.5 18.5| 0.8 0.9 # |+ | - | £ | — | numerous many
55 168 18 | 10 | 09 1o 1.3 + [ £ |x|-|=|=|"" S rather) Orather
many
8.4/ 17 8 25 0.9 0.9 1.1 +#4 + e 18—20 3—5 1—2
271 7 7 0.6 0.6 + + - = - 0 23 35 15
10.5/ 10 12 0.8 0.9 =+ - | -|-1|- 14 2.1 1.4
6.0 20 37 | 0.8 0.8 - - |- | 34 12
9.6 21 15 27 0.9) 0.7, 0.9 +#t o H | HE | H 7~10 0~1 2~3
112 4.9 7.5 0.5 0.7m&/d! Z%% - ~ | 100~130 10~20
580 14.9 12.2] 20.0 0.9 099 1.0 - | - || -|-|-] many 8~10 0
7| 13.1] 6.8 131 1.0 08 09 + | - | -|-|-|-] 2~3 8~9 1~2
3.3 15.0{ 15.0{ 12.0, 1.2 1.2 1.2 + + -] -1- 7~8 3~4 5~6
6.3 21 23 0.8 0.8 - - - === 30~35 5~6 2~3
5.3 9 9 9 1.0 0.8 0.9 - - -1 =-1-=-1- 14.3 14.1 3.0
112| 5.7 6.3 0.6 0.5 - | = - 40~50 0~1
7.7 17 6 0.5 0.4 - o e many many many
10 1.3 + = B I many many many
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CLINICAL STUDIES ON NETILMICIN

KAzuo TAKEBE, YOSHIHIRO KUMASAKA, HISASHI NAKAHATA
KENICHI IMAMURA, TUNEHARU BABA, ToMio ONUMA
KaTsuMIi ENDO, SEIICHI MURAKAMI, MASABUMI KITAOKA,
MasasHI KOBAYASHI, GEN INOOKA, AIICHIRO KURIHARA,
SHUICHIRO YOSHIDA, MITSUO MASUDA, MITSUO NAKAMURA,
MaASAYUKI BaBA, TADASHI MIYAZAWA, HIROYASU KAWABE
and SHIRO KOSAKA
The Third Department of Internal Medicine, School of
Medicine, Hirosaki University and Related Hospitals.

To evaluate the clinical efficacy of netilmicin, the treatment was conducted with the drug in 3 patients
with acute pneumonia, 5 with acute cystitis, 14 with chronic cystitis, 4 with acute pyelitis and 1 with
chronic pyelitis. Responses were excellent in 9 patients, good in 14 patients and poor in 4 patients.
Bacteriological effects of netilmicin in urinary tract infection by causative organisms were excellent.

Side effects were noticed as GOT and GPT elevations in 1 patient and BUN elevation in 2 patients.



