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KETOCONAZOLE RESISTANCE MUTATION—A STUDY ON THE BREEDING OF
STEROIDS 11f-HYDROXYLATION STRAIN-CURVULARIA LUNATA

LU Wen-Yu, CHEN Pan-Cheng, GUO Ya-Wen, WANG Min, DU Lian-Xiang
( School of Food Science & Bicenginsering ., Tianjin University of Science & Technology , Tianjin 300222}

Abstract: A method of ketoconazole resistance screening was applied to improve the conversion rate of hydrocortisone by
Curudaria lunata (C-114} _ The protoplasts treated with UV light were regenerated on regenerated medium plates con-
taining 10pmol/L ketoconazole. 136 ketoconazole-resisiant mtants were oblained. The convetsion rate of hydrocottisone
of 14 mutahts were higher than the onginal sirain. The nutants with high conversion rate of hydrocattisone were screened
at a high frequency (10.3% ) . The best one (KA-91) which was 1.42 times higher than the original strain in conver-
sion rate of hydrocortisone was obtained .
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TEMMFEE, =8 TN LTENFE, Katazyma paraszkiewicz 3518 13753 1545 MO
ABHRBE™ Wk, HHiREM (Ketoconazle) BESIRE T 2.5, SUTHHR&=ER
BT 44455 AXEARBEE R TS SFEIEITR ik, BitERATihn
FAERNERTT, WESTERNATITH,

1 #REAE

1.1 ##

1.1.1 #Ef: HASHE (Cuwvdaria lunate) C-114, BN A E DR R ERE.
1.1.2 /. BFEMN Sigma A6 .

1.1.3 H59R0t. RLESEFAE. PDA HiaRak, REebiaat. WA 205, BEEHH 5, &N
i S, BEEH 10g, pHE.5, EFZE IL; FARKFEERE: (T2) WH8HE 10g, B
B8 4g, 308 15g, 0.6mol/LKCl, ( E2) Bilig 6g, HEFTZE, WEHLL 6°Bx EH T
EEZ 1L,

1.2 AE

1.2.1 FBREREHESELE . BEEREHSSEEESE 0 (6] FHidfr. BH&
HHEA FEET T35 % 6mol/LKCl A Na, HPO,-NalL, PO, (pll7.0) BB Erhik+, %
Z1.0x 10° N/mL,

1.2.2 BEME/NMEREHTE . B 0. 1mL B4 FIERER 5 S E A F B R
Maml FERAEFRERS, METTEEAEFETR L, 28CTHESF 5d. MEALF
YRR RMEAR R KRS, Rk B v T e B 0K 1 o B B O e e e XoF
HR B MDHERE

1.2.3 EMRFBTEENENEE  BUREHR 1.0x10° N/mL WEA B EER 10nL T
eI MIARAKFRMAN, T 15W FESMTF, BB 30em BET, BFE]5H29 15, 30, 45,
60. 75. 90, 105, 120, 150s, X 1mL3iE 4% B/GHE THASEFE L, 8CHEGER
2~3d, ITHEEEE. TTEREREEEE, FEE (%) = (BEERERKHFE
HEH) / (EEETRAEREEERELR) .

1.2.4 BRMEHEREHROIE.: SEBETLABENEALAREERELSHRE, R
0.ImL S ZFR/PIHIREFREMAY 4ml FEEAERERS, BHEETEEHAER
BV L, 28°CHEFE 5d, A K RFHIEED VR RMITHEET R,

1.2.5 BRARLE. #EEKRMEHHXEAKR N3 x10° /oL M FE#E, RIER
i, B lml #EF T AT 30ml RN 35 A0 250mL = A HEH, 289C . 180c/min TR
WS 24h, WY pH M 6.5, A 0.1%/9 RSA, FH4kEEHE3F 48h,

1.2.6 SHTHMELRNE. BERMAaE (HPLC) EH#TY,

2 #R5VHE
2.1 MNIEER/NAPERERRE #£1 SEERRNBRENTE
& | &5R0TH, RREREMXIETH 57 - WREEE 4 6 8§ 10 12 14 16 20

{ umol/L)

B C114 WBRR/MPHIHEE N 10pmol/L. BEAEKER  + + 2 - - -
+ REEKBW, + RRWMBEEK, - ftﬁ?‘
233
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2.2 EHNGREFRSHEEENXE
B 1 AT A, SRR BRI Rl S
FASHRE C14 ERNTFEREZ B FEHN
BRI RN X R, HEA BIEE M ER
FrERZE L. BREYTEERE 109%
~ 0% B A LARIS B R B R Y, A Y
0 15 30 45 60 75 90 105 120 135 150 Jﬂ% 755*“905ﬁmﬁ{§$%%uj9 . 2%
/s 7.2%, %E# 75 fERGEER A,
2.3 BEMRNRRTERER
M1 RMRAE R SRR A TR 4B
%2 MEREREMRTREBTBER Bebhiuthiitk, EdREEBE TR BB
Wbk RebE (%) RPkE HETTMAAREER, HbE 14 S

158 /%

s e 0 FAFEIL A T R BT, SRR 2 P,
KAG8 .00 138 E IR AT L, ) TR B e 1 5 A O e 2
k18 7 s REF R LREE, K% 10% KW #E
Ko Joge 2 M E R TR S Bk, BREFE
KA-3S 62.74 131 Ho il R 1.42 £, FHILERIEF] 68.05% ,
o ot o 2.4 BEBEMTE
KA-S7 58.90 123 hEEFEEWTTEEENERE S,
mﬁ; g‘;; gg PP K R 19 KA-91 BEERTE PDA 2 E %
KA-80 59.38 124 gEE s, REER—RGTHITERE
KAl 68.05 142 BE, 51 Bibki 3 NRITRE, EREIME 3B
e 2 o MNEFEGEES, BiH 4 RKETH
£3 WHBEREH WELETRAEE 1.5%, 555 {08

RS BIR FoR BIR BAR BSR OEETE 1AL 3. 1%, SRR
HAEF (%) 68.05 .03 680 67.07 659 AL ] BN PR
3 Wit

ENRBERTHAPRERNBEIRZ —, FLRFAAEME R Ek
FAERWHITHRELEE, WEDREBRERERTHE, REEALREREERIML
BT HBR, WAER T HETEKRNEEHE (10.3%), #E AR TE
BE, AEEREEEREE,

SR P AR TR 2 TR T A BN AR RN RERE (BIEES
). AR TFHASHERFHEZEREH LA EHEH, MAERTESMOCRESR
HRBMEHT WM BT, BWAERR. FASHERAERELE AR
-, A T A AT LA R R R,

TEH A TREH RSA PS4 SATHRERET, Y RSA BT HEAHMES, 7
VI3 RACRBRITERT T S0 8 g s ik, 4l Biar=Wa b T im. HEANIE & P4so
BSE 1R ALRG A OGRS, PaSOBEMITE M ss HiR M E M RMSELRE D . LR
IERAFTH SHEMEAE PASOBS B ST REREREMXHE (BXEE).
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B PASOBE S BHOCRME L B 345, BACRER T 4.448° , 1993 4F Kenzi suzuki 4
BRI FT A SME PASO BB R A WHEEA, SmmE ke wnm=gs, &
SR R R R R LU A SO R R TR E TR, Wy ER
ASHE R SEE k13 BB ZIAA — a9k M.

B T4IH (0 3 P450 B MAEARARAE S AL B (RS |, mTREBR E M HL PSR T B 8k P450
B R A BUES S ERBEE M AR (b, 3 A+ I B 1k A U X R R A P
SRR, XTH RN REINIEIEFREASET,
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