4124

REFERENCES

1 Randall MJ, Parry MJ, Hawkeswood E, Cross
‘PE, Dickinson RP. UK-37248, a novel, selec-
tive thromboxane synthetase inhibitor with
platelet anti-aggregatory and anti-thrombotic
activity. Thromb Res 19813 23 : 145

2 Chen XS, Long K, Wan WQ. Effects of CI-
914 on platelet aggregation, thrombosis and
cAMP content in platelets. Chin J Pharmacol
Toolcol 1988, 2 @ 252

3 Chen XS, Long K, Yue TL, Wan WQ. Selec-
tive effects of CI-314 on the metabolites of
arachidonic acid via cyclooXygenase pathway.
Ibid 1989 3 : 85

4 Sills T, Heptinstall S. Effects of a throm-
boxane synthetase inhibitor and a cAMFP phos-
phodiesterase inhibitor, singly and in combi-
nation, on platelet behaviour. Thromb Hoemosts
1886, 55 - 305

5 Sheng ML, Chen 8B, Jin WF, et al. Endo-
thelial cells culture and distinguish. Acta Acad
Med Shangha: 1987y 14 ¢ 71

§ 8i YQ, Li ZJ, Ma KR, et . Radicimmuna-
assay for g-keto-PGF,;. Acta Acad Med Sin
1986, 8 ¢ 310

7 Zhang XY, Ren SQ, Xong J, Di H, Yang
BH. A sensitive method to determine cyclic

%k * *

adenosine monophosphate in platelets. Chin J
Cardiol 1p30, 8§ : 142

g Adler B, Gimbrone MA, Schafer AI, Handin
RI. Prostacyelin and P-adrenergic catechol-
amines inhibit arachidonate release and PGI,
synthesis by vasculer endothelinm. Blood
1981y 58 : 514

9 Hopkins NK, Gorman RR, Regulation of en-
dothelial cell eyclic nucleotide metabolism by
prostacyclin. J Clin Invest 19813 B7 © 540

10 Brotherton AFA, Macfarlane DE, Heak JC.
Prostacyctin biosynthesis in vascular endothe-
lipm is not inhibited by cyclic AMP. Studies
with 3-isobutyl-1-methylxanthine and for-
skolin. Thromb Res 1082y 28 : 637

11 Whorton AR, Collawn JB, Montgomery ME,
Young SL, Kent RS. Arachidonic acid metab-
olism in cultured saortic endotheligl cells,
Effect of cAMP and 3-isobuiyl-1-methyixan-
thine. Biochem Pharmacol 1985, 34 © 119

12 Martin TJ, Smith IL, Molan RD, Dusting
GJ. Prostancids in platelet-vascular inter-
actions. Am J Cardiol 1983, 52 : 22A

13 Sills T, Cowley AJ, Heptinstall §. Aspirin
and dazoxiben as inhibitors of platelet beha-
vipur; modification of their effects by agents
that alter cAMP production. Throm Res
19863 42 : 91

%* * *

+H PR Acia Pharmacologica Sinica 1989 Seps 10 (5) :© 424-42%

EBERSYSIRERBRBER VAWML

VB, R, £ (REHREHRREMR, LE 100050, HE)

Immediate type anaphylaxis of streptomycin allergy

elicited by streptomycin polymers!
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ABSTRACTE It has been known that strep-
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tomycin (SM) can cause some jmmediate
type anaphylaxis even anaphylactic shock
in clinical thetapy. The characteristic of
the substance that elicits the allergic re-
action has not been reported. Using gel fil-
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tration and high performance gel permeation
chromatography (HPGPC), we have found
that some impurities of high molecular
weights (HMW ) were formed by heating
acidic SM solution. The HMW jmputities
had a colour reaction with citric acid-
acetic anhydride reagent and elicited passive
cutaneous anaphylaxis (PCA} on guinea
pigs sensitized with rabbit anti-SM-BSA
setum and gencral anaphylaxis in guinea
pigs immunized by SM-BSA, 1t is suggested
that the impurities, SM polymers (poly—
SM) related to some reactions on amino
groups of SM. are the allergens of SM

allergy.

KEY WORDS streptomycin: allergens:
anaphylaxis: polymers: gel chromatography

ME FHERIBREZHPGPC HHK, FTHHEEER
(SMIEBREEERAGTRE TEAS B RARTY
(poly-SM), Poly-SM LI 5| % SM i mn il B a0 BK
Wi oh 7 bk b (PCA) TR Rl i SM-BSA 80 BX
Bl 4 Fi 3 EE, WA poly-SM R5( % SM & &M
o A apug A0

XWE HEBR TR QBERE Y EER AN

Wes B o 41 F 5 % 3 (streptomyein, - SM)#
Bl R R I, B3R R R M R
FkA. BENHRES, SMEEAAEER
BEERFES R SMASRTRRE fd&
BRU®, 3% LSk BB gk 4R R — 2 el
TR L EFE 320 nm FESBIE T %
RUSRERED, PitE PR B2 ma
S HRER—KHTFRIEEBRBRERKD
WS HE SRR, HESSM by
REUEARFREARLAREEERD. B
2 ERIE SN SM B A IRE, FFTSM i
B BB 2 AR, A CH SM T
&, SME S (poly-SMYBEES I BM £ &N
TR B A B AT

MATERIALS AND METHODS
BRERIWL B SMEMRE, HH
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789 U/mg, AZTRFEG.

BR{RIRAbEE, # SM gl /K iF % 8 pH
F2EAH, SSTAEFREBEFHNE, HpHY
s, SHETR.

SM 7 B £k P o 22 90 3% R g B Sephadex G-
15 (Pharmecia 7= §) & (1.5x 40cm), B
Apeh, WRK.,.=0.3~0.6 2 (3% & 9 W
- 2000 BdsE) POBCIE B, BT RE #SM,

RBEPESTFERARALER

1wRARE 200mgHE FiE T 2ml &
Brkrh, Bl B 8 8 B Sephadex G-15 &
(1.6x40cm), F{FEAKpcld, R E.,.=-0.1
~0.1 &L rOFR ¥ Lu 8 R S e i,

2hHEAFTE A S  (HPGPC) 32 R H
Waters 510 B A ERE, SIL-1 A #H#iE, S8
SPD-1 %) uv ¥ M 58, CTO-—2A HBER, R-
772 BCFRAY, i (4 mmx30cm) B 3
NWG £ LR (R ERA— .

Wehid pH 6.4 RERSr: 3 0.02 mol /L,

F K 0.8 ml/min; W & 220 nm,
¥ 0.08 AuFS, ## 25°C, i?R&E 5mm/
ming £ 5HEE 100 mg/ml, HEE 10ul,

BAR-ZRFER® £/MIE B BRA
SHBESRES, hA—#TER-Z % &
i, HA, soChk, EHFLECEANM
PR, hESM nBRERDMERNES T
RETREFER-ZRE .

ANENERNOWE

1A AHKRSM-BSA B4 & SMf4gm
BEFERBSA)E 10: 1(wt; wi)iE T pHI 48R
B rig 0.5mol/Lch, 37CH®E 12h G,
F 4CEFRR LT RS SM, 25TR.

28 FOAZGsH(EHTIB I HE
BHimlRat), 2.5+5D 0.2kg, AN EEAE
10mg, 1wkSHfE, ERMiEEHK, SAH—
&, BREBERZHDLEDES 0.2 ml 5 500 ug
PRNBRESEN. EMeE 2wk 5 DR
B, SRES 1ml & 500w il N BRF
TEERNTFROMA ., HEREEBRTE A,

W
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RE-—R&. mim2-3 %k, fEdEsdmaik
W, 4B, miE T - 20CHEE. RiEEm
BE LW SM Bk AL 4.

TRANEERNIHME DOP &4 R A
e R BRI R A KT RE .

|V EFAHMEmTH(PCAIEREY 16 K
JFR 2484188, ¥ 8 0.1ml SMiRm ¥, 16-
20h fFiv 0.5ml 1% Evan blue #, 15min
ERE NSRS REINF R Kav @8 & &
AEERR, BEFENERE Z2SM K Gk
%3 PR S Y R 7 i A .

2HEALFIHARE 15 RIK R 220£31
g FASM-BSARGHER. Fl1XKZFipd
1mg SM-BSA, 37x10°0 H o & B a9 Al
(OH) (2 mg/mDEEHE 1mly 2, 3K &
FHERBY ASEEARTEH. SEARE 1K,
¥ 3IFAIEEGd2l, iv 1% Ewvans blue
E#H 0.5ml, 15 min FEE X & K.
HBEFFEE, & 1omin PHBIME, % .
SRS SEERERE, B, 8, BER%
b IR = gk, JoRH B R,

RESULTS

BREXNCHEERT NS TFRENLE

1 RETRE BRREN., EHSM, &
BEEERS%, Ko=-0.1~0.1 %888
uv WIHOR B SRR Fig 1. TILERRRE
fH, SMymESFREPHSEEM, HMinpy
B4y F 2R 7 320 nm [ 5E A % SN0 I i,

2 HPGPC ;3 HPGPC 4}4F SMER, %
E Ko B AAEERFREHE, ZELEER
BREREZERES FREE RN SM &4
& 34 HPGPC Jrifly, K. 8A4bs 4R
MR HRAMEMBEARRE 5 T 3 BB
¥, £BH{EEHSMBER, %K S IHE,
HEERE ST RAERSENIN(Fig 2).

BREEMMG S TRESEENHMNZ

1HRFPCA g2 SMERISM4 R,
ZBRIRG, 7o 2N R Sephadex G-15 |
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Fig 1, UY spectra of V, Iraction of streptomycin
separated by gel filration on Sephadex G-15. &)
Streptomycin, b) Streptomycin {xeated at pH 7 and
55°C for 4 h,
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———— T T
) e NN

K,, increase

Fig 2. HPGPC chromafograms of the strepto—
mycin by diflerent treatments, a) MNon-treated, h;
Free from impurities of high molecular weighis by
gel filration, c) Treated at pH 2 and 55°C for
1h, d; Treated at pH 2 and 557 for 2 h,
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Tab 1.
fractions on gel filtration,
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Passive cutaneous anaphylaxis reaciion on guinem plgs elicited by some streptomysin (SM)

SM fraction on Volume Hemagg titer of Digmeter of blue spot
Samnple Sephadex G-15 challenged anti-SM serum Dilution in PCA reaction (mm}
(K. (ml) (n=4>
SM* -0.1-90.1 0.2 1:512 no Vast stertch
1/2 Vast stretch
1/4 Vast stretch
1:18 no Negative
87 ug anti-SM Ab purified 15 16 18 %17
- by affimity chromatagraphy 15 1% 16 = 18
SMt 0.1-0.3 1 1:512 no Negative
Pure Shit -0.1-0.3 1 1:512 no Negative
-0.1-0.1 0.5 1:512 no 40 X 60 40 % 50
. 35 X 50 40 x40
1:18 no Megative

* SM treated at pH 2 and 55°C for 4 h, t Mon-treated SM, 1 Pure SM treated at pH 2 and 55°C for 3 h,

Tab 2. General anaphylaxis eliclted by im-
purities of high molecular weights ftom SM in
Kuinea pigs immunized by SM-BSA (bovine serum
albumin) (n=3),

Challenger* Reaction

Immunized guinea pigs
No impurities of high molecular -
weights
o.5ml ¥V, fraction from nontreated SM
0.1ml ¥V, fraction from SM treat- +
ed at pH2 and 55°C for 3 h
6.5 ml V¥, fracticn from pure SM +
treated at pH 2 and 55°C for 3 h

MNormal guinea pigs
0.5 ml V, fractipn from SM treat— - -
ed at pH 2 and 55C for 4 h

* Each challenger contained Evans blue and
¥, fraction was on sephadex G-15,

the

K., =0 MiEpHs BRAEBRN S R PCARRKE
BIBE 7y T K. 7E 0.1~0.3 5k g 44y, PCA
KRR kLEHEIRAN SM 4, AHRE
#E 7 Sephadex G-15 + K., =0 fflifpv4d 4
FEESIERFE R (Tab 1), HEGERRAERPEMK
* B TRFETLIS| K PCA RN,

2HA LS AL SMEE I s SM 4
SLEMRIRE, AW REE ¥ Sephadex G-15
I K. = 0 Him ¥ e 5y F 3B 2 i B SM-
BSA 475 (EKR, 272 min MBS, B,
MER SR L e, WA ¥ & A Evans
blue MM AR, FHi. WHSIELN, THHE
AFBE LB LREN (Tab 2), ZHBRER

RmES FRATSIREIIREE,

BREANNN RS FHRRIOERR-Z B
FRNARE FER-Z BRI WS
WHESREEY. BRREFBINSESST2E
M RR-ZREATZMAER K, TSM#
2R, RAES FRAMN™ERM SM B
TEAHX,

DISCUSSION

ERESEHET, SMESFHEN 45T
AR R % SM HiE BT 8RS, 3
R SM EEME SR EE, SREEHE
ApL L SMRE B 8, SMITER 2 EREL
B SM 4 FRERERNY: BTRBRNE
4 %0 & poly-5M,

Fi HPLC 4347 SM =B R IR T 5% 5 4>
F2®R, RIER SM IS & # 170848 50
3RS R SM R RS R R, Si%
wubIR, EMEERRAES R SMGRE X
0., #—SERABRBRIBRESS TR
R poly-SM, H TP IBEMNE 4 T2K
A 3IQASEET R SM AR BT SRR, H
PR MR BERY Sephadex G-2543&RBt, 4 F &
BANALGESHEE,=0.3 HECGREED
£, %7 SM 7EF AR B & #£F 52 Y poly -
SMpRAEEFE. BETEEgSEm2-sBik
LS| R BN B RF R I RR N, B

Sae L, AR - P T
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RIRP R 3 4 poly-SM 4 ) % B SM
B ILR R, HFRA.

BB ATMB L SM BRI & ¥ wOaR
H, HSM 5 FHAERE, XHHE, £hkiE
EH#T, BEMEERSREFBENNER,
Aronson 2 th £ A 5y SM ZEE HE R TT LALL KRS
EMN-FEBEGEE LNHIEE T FAH
&, #FSM rRETEETNEEREGR
T RER . X RPRIE SRR - R I
WX EEEMSM 57 ki & BHX, Poly-
SM B tIREYE K MEFRNEY, FiHw

%

A SM b SEIINEER &8 2H
“BHF 177 320 nm [5E B B S % B g,
poly-SM ¥£ 320 nm HtircthH E SR Bk, 8
HA SM AT ENT RSN, E=-RAEE
EREhHEAREHEAMBERAERR LB
pH3 &A%, HEAESETOC, ¥ H&HT,
SM R ER M2 ZER, Poly-SM — B
Bk, BEMEESHNFEE IRk
B (kK EE, EHitdreai2h =4 poly-
SM H- B & SM 2 SE2w BN,

TRHEALFIR
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Influence of total parenteral nufrition on amikacin pharmacokinetics

CAl Wei-Min, YU Guang-Hua, CHEN Gang

{General Hospital of Nanjing Armed Forces, Namjing 21ppp2, China)}

ABSTRACT Six patients under total paren-
teral nuirivion (TPN) and eight comrol

Reveived 1988 Sep 3 Acepted 1589 Mar 24
! Graduate student of China Pharmaceutical Uni-
versity, Nanjing 210009, China

patients received 200 mg of amikacin by iv
infusion in 0.5 h. Amikacin concentrarions
of serum and urine were determined by
fluorescence polarization immunoassay. At
¢ h after the beginning of administration.
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