[RE - BaK]
7 3 BRE A A O doripenem DMHIE D S DG KT

Wk WERY - e HEZY - B BREEY - TH B - Rk AR - i R
Y AR A A

Y R

U et

V] AR

CPHC19 42 8 3 10 HZ2Hh - PR 194 9 7 28 H 52 )

HINNRALRMHEEIL, -V AT YR L-Y A F Y2 &07 3/ BEK L o4 TH L < ifids
BFT2IEPMESNTND, —F, 73/ BEARBEAOMEL SPAH 25T 2,
IREELSHWOHLNRTVWAIZE 2 0b 5T, TOBICOWTHHL L 72#kEiE kv, €T, AL
L RPLH I TH 5 doripenem (DRPM) OFIEZWIGTART & LT, 73/ BEAFMBEEANOMHE
PR L, BRAFICRITTHEA MG Lz RELT200645 425 10 HETo 6 7 A
B3 % DRPM £ 561 (97 ) # L b0 AT F 4 TITHAEL, SV — MIBI 585 HEDENIC
XoT, 73 BEAMBEAOMED SRS LgmEE (LT, 73 V8B BXOT7 I BEAR
TORA L3PV — b TG U EE (DU, JE7 I VR WALz T VBEBIOET
I AT BXOB0IERITH o 70 HRIE (BB ([TRBEZ RITT I AT WFE2HE LR, 7
I BEAEA AN OMERS OB 54+ v X113 0249 (95% EHEIX [ : 0.088~0.708) TdH

D, TI/VBREEHOIR)AIEFTHSL I EHHHL 72,

251,

DRPM #5122 BT 5 s L O WBC O TFHIL, 73 7 BIETIIIET I /BRI

RN AR (p<0.05), DRPM 137 3/ B & A il BAI~ O MG\ X o THRDWES T %
CEWRBRENTZ, LIz o T, ANNANRALRIREEZ 7 I/ REAIERAOMNE D Six59 5
Bl 73 REA WA O — R OBV — b b OB 2 HERRT B,

Key words: doripenem, carbapenem, amino acid infusion, Y-site injection

Doripenem (DRPM) &, E4EBI%E & N7z RHEHEH A vy
RALARPHETDH Y, AMICAFVEBIOIMITAN
TrPEANT I AFVERED) YV FFRERZETH S
LT, EhENe MET e FuxTF 57— E-T1IIHT 2% E
B X UHERIREER 2 S OEN PG 2R L, BEH
EX R T 2L  HAITHBTRE T, SHIEGEO
JFERBE I L CRWEEELREZRT I EFMSRTw S,
Tbb, 77 LENE, 77 ABHE B X BRI L
THRAWIIH AR VAL, RIERISH L THIRWHE
NaRTIEs, BUNES % & & EiEKRGEIC S A HED
FWEAIE LTS Tw 5,

WIIED & 9 2B EEETICBIT 2EHIE, METo
WINEE IR T2 STV B 2 LRSI AV F -k
PRERZE»H D, —RICHLERIRSEEE (total parenteral
nutrition : TPN) THHT2 2 Lh% Vv, F72, EYYETI
FULTLHEIC L ) REBREIEMNMLTB Y, KMHEIRAKE (pe-
ripheral parenteral nutrition : PPN) I2BWTH 7 3 /HE#

FOHGIZEAERLOHM E LTRERTRTH 5. —7,
HISNRI L RPRIEIL, L-V XA 74 PN -V AF U &8
7 I BREK L ORA T RGO IMA32% T
KT 2H%, HFELLOEMETTS I EAREsnTs
DY 7 3 BRI 2 &t TPN Xid PPN i & OBLA %58
F B EWRNSCEICEREN TS, L2 LS, Thb
TPN X% PPN A OME 2 i A# 2 853 5 303,
REELSHGSNTBY, HVN~k LRI HE
NOEPBEINS, S, bbUIICT & LTlRAK
Wl L72B%, N~k A RIEEOSRBEFTOLEBR T & L
T, 73 WK % &t TPN id PPN i~ O M&E 512
HH L, Yk ClHEEDE D - 72 DRPM 12D W THRAN R
BT E L 72,
L &R E&EFE

1. NGEE

2006 £ 5 H2*5 10 H £ To 6 4 H I FEIHF T 9% b
2B W CEAYEE# H YT DRPM % #:5- 8 L7z &EH,

*JL L IR/ 5-4-1



2 H A& AL & %% & M

& JAN. 2008

=

Table 1. Background of infections

Amino acid group

Non amino acid group

Number of subjects 47 50

Diagnosis n (%) n (%) p value
Cholecystits 8 (17.0) 18 (36.0) 0.0602
Peritonitis 12 (25.5) 14 (28.0) 0.9641
Sepsis 8 (17.0) 4 (8.0) 0.2983
Pneumonia 10 (21.3) 3 (6.0) 0.0562
Urinary tract infection 9 (19.1) 3 (6.0) 0.0975
Others™ — 8 (16.0) —

J-test

*“Others” included appendicitis, diverticulosis, jaw abscess, pancreatitis and operative wound infection.
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Table 2. Patient profiles

Parameter Amino acid group Non amino acid group p value

Subjects 47 50
Gender (male/female) 29/18 29/21 0.8677
Age (years) 712*11.2 67.0+15.3 0.1249
Underlying disease; cancer 26 (55.3) 14 (28.0) 0.0115
Infection; sepsis 8 (17.0) 4 (8.0) 0.2968
Surgery case 7 (14.9) 6 (12.0) 0.9046
Daily dosing 2.47*0.75 2.56 £ 0.54 0.4875
Daily dose (g) 0.69+0.31 0.70+£0.14 0.8866
Administration period (day) 5.57%2.90 4.98 £2.40 0.2728
period until DRPM prescription from admission (day) 15.27+18.91 13.50 =23.81 0.6862
Total dose (g) 3.63 £2.03 3.65*2.75 0.9720
Total protein (g/dL) 6.33£0.82 6.20*0.75 0.4144
Albumin (g/dL) 3.19+0.66 3.21%0.61 0.8733
WBC count before dosing (/u L) 10,977 £5,119 11,547 £ 6,078 0.6199
Serum CRP level before dosing (mg/dL) 9.53£6.92 10.32£8.35 0.6114
Body temperature before dosing (C) 379+1.0 37.7%0.9 0.2445
Concomitant drugs 13 (27.6) 7 (14.0) 0.1583
Antibiotics™ 5 (10.6) 1 (20.0) 0.1791
Antifungal agents™* 4 (8.5) 2 (4.0) 0.6171
»-globulin 4(85) 4 (8.0) 0.7810

Each value represents the mean+S.D. and the number of subjects (%). (Unpaired Student’s ¢-test)

Parameter of gender, underlying disease; cancer, infection; sepsis, surgery case and concomitant drugs using y>-test.

*Including the cases in which tetracyclines or aminoglycosides were used.

% Concomitantly administered antifungal agents: fosfluconazole and micafungin.
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Table 3. Risk factors for the decline of fever (1)

0Odds ratio 95% Confidence interval p value
Amino acid group vs. Non amino acid group 0.267 0.115-0.618 0.0021
Male vs. Female 1.091 0.434—2.459 0.8341
Age (+1 year) 0.996 0.967—1.026 0.8011
Underlying disease; cancer vs. others 0.595 0.263 —1.345 0.2120
Infection; sepsis vs. others 0.064 0.008 - 0.516 0.0099
Daily dosing (+ Once) 1.613 0.853—3.048 0.1410
Daily dose (+1 g) 1.459 0.363 —5.864 0.5948
Administration period (+1 day) 0.789 0.660 —0.944 0.0097
Total dose (+1 g) 0.859 0.716 — 1.031 0.1019
WBC count before dosing (+ 1,000 x« L) 1.001 0.932-1.075 0.9762
Serum CRP level before dosing (+1 mg/dL) 1.003 0.952—1.057 0.9181

Simple logistic regression analysis (n=97)

Table 4. Risk factors for the decline of fever (2)

0dds ratio 95% Confidence interval p value
Amino acid group vs. Non amino acid group 0.249 0.088—0.708 0.0091
Male vs. Female 0.818 0.282—2.372 0.7109
Age (+1 year) 1.010 0.974 - 1.046 0.6030
Underlying disease; cancer vs. others 0.883 0.286—2.726 0.8293
Infection; sepsis vs. others 0.043 0.004 —0.462 0.0093
Daily dosing ( + Once) 1.854 0.610—5.683 0.2763
Daily dose (+1 g) 4.552 0.035—5.954 0.5422
Administration period (+1 day) 1.017 0.556 — 1.862 0.9577
Total dose (+1 g) 0.649 0.282—1.496 0.3102
WBC count before dosing (+ 1,000 u L) 1.014 0.926—1.110 0.7654
Serum CRP level before dosing (+1 mg/dL) 0.999 0.928-1.075 0.9705
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Table 5. Changes in the body temperature, WBC count and Serum CRP level after DRPM treatment

Parameter Amino acid group Non amino acid group p value
Body temperature (C) before 379+ 1.0 37.7£09
after 37.4£0.9 ¥% 36.8 0.7 HHOK < 0.001
WBC count (/u L) before 10,977 £5,119 11,540 = 6,078
after 9,504 % 4,407 * 7,646 £ 4,249 K < 0.05
Serum CRP level (mg/dL) before 9.53+6.92 10.32+8.35
after 6.70 £ 6.27 ¥ 5.34 + 6,58 HHX 0.30

Each value represents the mean = S.D. (Between groups: Unpaired Student’s t-test)
* p < 0.05; ¥, p < 0.01; F¥¥, p < 0.0001. (Within group: Paired Student's t-test)
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Effects of amino acid infusions on doripenem injection at the Y-site
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Tamaki Orita”, Kazuyo Shundo” and Masakatsu Watari"

Y Department of Pharmacy, Takarazuka City Hospital, 4-5-1, Kohama, Takarazuka, Hyogo, Japan
? Department of Respiratory Medicine, Takarazuka City Hospital

¥ Department of Clinical Laboratory, Takarazuka City Hospital

Y Department of Nursing, Takarazuka City Hospital

It has been reported that the blood levels of carbapenems decline markedly when they are administered in
combination with amino acid infusions, including those of L-cysteine and L-cystine. However, although anti-
biotic injections are widely administered through a Y-site with total parenteral nutrient (TPN) and periph-
eral parenteral nutrient (PPN) solutions containing amino acids in many clinical situations, there have been
no reports of the influence of such administration on the clinical efficacy of the drugs. We studied the influ-
ence of carbapenem injection at the Y-site on the clinical efficacy of the drugs, by injection of doripenem
(DRPM), which is a carbapenem drug, through the Y-site with TPN and PPN solutions containing amino ac-
ids, and determining if this method of injection increased the risk of decline in the blood levels of carbap-
enems. We enrolled 97 cases in which DRPM injections were given during the 6 months from May to Octo-
ber 2006. The patients were classified into a contact group (or Amino acid group), in which the DRPM injec-
tions were injected at the Y-site with amino acid infusions, and a non-contact group (or Non amino acid
group), in which DRPM injections were administered through a separate dedicated line. There were 47 cases
in the Amino acid group and 50 cases in the Non amino acid group. The study on the risk factors indicated
that the odds ratio of DRPM injection through the Y-site along with amino acid infusions for the decline of fe-
ver was 0.249 (95% confidence interval: 0.088—0.708), demonstrating that injection through the Y-site was an
obvious risk factor for drug level decline.

Furthermore, the rates of resolution of fever and decrease of the WBC counts after DRPM treatment in the
Amino acid group were significantly lower than those in Non amino acid group (p <0.05). Our results sug-
gested that TPN and PPN solutions containing amino acids decreased the clinical efficacy of DRPM.

In conclusion, carbapenems should be administered through a separate dedicated line or through a Y-site
after temporary discontinuation of TPN or PPN infusion.



