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Effect of Methylation Factors on Sisomicin Fermentation
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Abstract: It was found that the supplementation with some comporents in medium was significant to sisomicin
production. Sisomicin biosynthests was stimulated by 2. 0 ~ 3.0 g/L methionine or 7.5 ~ 10. 0 mg/L cobaltous
chloride. The effect of different supplementation time and mode of methionine on sisomicin biosynthesis was obvi-
ous dissimilarity. The best supplementation time of methionine was in the former to middle stage (30 ~48 h) of
sisomicin biosynthesis. While 0. 656 g<L of initial methionine concentralion in the ferment broth, compared with
one-off supplementation of 1. 5 /L methionine in the former stage of sisomicin biosynthesis, the effect of supple-
menting 0.5 g/L. methionine each time in the former, middle and latter stage on sisomicin fermentation was bet-
ter, sisomicin concentration wonld reach 0. 70 g/L in 91 h.
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M ARIBRRHMIITONENER, dT 4" CEPRARERFEERKETTEYE
KREE X, (FIFF CMX,) FHAEE 204 WEELR, HiL, PR R N E%E
AU TREARKENFYENHRR. FTAEMEEMNRPTEEE FRESNEER
RIRWREET T T, L AL KA S RO EW, SRR ZBER
&1,

1 #8EE*

1.1 B

TRP AP ER/NRAIE (Micromonospora inyoensis} FOO3 g4 1 58 41 3R {6
FEFHEERSETREFNEN, ARXEASRENT Y RBRTIAELMEY
0% ., KB 115 hit, ZEREHRIEY B3 <500 U/mL, YLIskdril, REEWH
PREKEKRERS 038 ¢/L,
1.2 EFESEREY

FE, M. M LR AR 30 0’ TR BE R URS £
WRl4]. 2EEMSTIREAERE. 258, E48F (%0, ZalR
BELERY ) KEBRE, EXKE, EEINE:, BEMMEIe; BHEE pH 7.0 ~
7.2, BMEB15% ~20%, 32°C, 240 /min FEEHEEEE R4 ~90 h g 500 mL =R
ki 50 mL,
L3 SWAE

EAHRE (X) MBERE (S) MEERSETEM4]. HEXKE (P) AKX
BRUWERH HPLC ¥, SRR A 37 83550 BIS M5 47 (L i =Bk il 2
(ERERLAFEER RS0, RN, 2619 HEFRIEE (150 mm x2.6 mm,
8pm BifE), R 98C, M AT MR, Wi 0. 225 mL/min,

2 #REiie

2.1 SR ERKELRBARE

7€ BIOSTAT BS & A5 BHE [, (NHMERMAREFEF RN TAE, AW
A, W KR 96 h SRATIHABRENTYIRE (K1), F10E S5 T3
W, KA (FXRAM) . ARAR, FRFIERXELBAOTZWHE. H5hmai
BHBNT TS5 g/Lit, BHAAKEEEY TRRXENEGR, ABATHEKEH
et s, BARREAKEN MM, S MELSHEST 20.0 /LA, &
WHELEAME, REEG~72 h BKENREFE, SRERNHRXET YR,
HARK KB R OMC T GMC,, M LBl 5 16% LI |, SERpABIMBHTKABEC
5. B, ERAESFEPRAHRAERT5 oL HTEERT.

F1 SULSEARHEREELBRNHEN

Cobaltous chloride concentration (mg/L) 1] 5.0 1.5 10.0 15.0 20.0
Sisomicin concentration {g/L) 0. 41 0. 56 0. 60 0.60 0.53 0. 46
Biomass { /L) 10. 9 10.5 10.7 10.7 9.6 8.6
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22 HEAKESHRABIRERMNTHER

FIXOHEST, 300 T EF#LE, MARXENITERYR-HIEE 1204 8
RERATIEE, SHARNEABEPEEMARNEL, FREH, ERER]-
20A St ERETR, REMEMNELMRHEEEAERR. HikE KB, Met, Phe
A SERBAMERR. PYSHRNE, Mea (OEEEREKREK, HESLERE
H KB B TN FE SR HR 11 Phe I Arg AT A RE B R BTG . % T EEMAT RKEMH
Y- T20A ABEBRAEEERS, REEKAERBRARERIBHE
HRRACHBIE FRSRERY, RIMESLERBERETEES (Met) MEHRXK
ERBEHEW,

B 1 Fi7R 875 BIOSTAT BS M4 5 R RE L, ¥HGEEAREER0.656 /L M7
RABDHABIBNEYR B SR, AETL, #EEKNE, SERNIEE
818, HEBEMNIIEFERE Q. SHEK AR o, LS ST R QX
A HEHALRTLES, BN EERTRERENEAERN—HTEEER
BAMMERTCE, FRAEFEFPFRCEFHERER. FUSREY, BEMN
WESR, TRESHEASY A RMOELERESL, =He Rty B
RREISFERe, MARERMELNERE Q, SHEKENLARER 0, HEHFAM
e, BN EERTHRTESHIPIRAESSTHAZNEAYA R,
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E1 HKREEREER0.656 g/L WTHRAKE 5l & B B2 4 IR R
45, & X, &P, —+ Mel 0 px, = Qs, <> Qp, —o— Qmet

23 ¥RBERKENERKEZFOK M

HREBEREASINEERT, ZRETH, RREBTIHREEBREERO0.15 /L,
EUE L, FRENEEAN, WEBRARSERETREMNTEEE, XREIF
%, WE 9 h KEESTREN B EARENTYHRE, SREEAMIMKEMNERRELRE
B, AR2 oI, FEENGEERIEEAEM, RUEEREHLEL, EARESHK
HEYWREZR LT, F2.65-3.65 /L AR A 58 o/L, HAFIMERBETA 2
ff, LSS IERRRE, ARKEFYRERTHE TR, RAABEFETER
MO B, YRR EERRERGTARXEN IS,

:2 HEORBVRRENERAXEZROEE

Methionine concentration {g/L) 0.15 0. 65 1. 653 2.65 365 4. 65

Sisomicin concentration {g/L) 0.29 0. 3% 0.51 0. 58 0.58 0.352
Biomass (g/L) 10.3 10.6 10. 8 11.0 11. 1 11.0
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2.4 FEEBPHEMEYVINEREXELZBNRWN

WHDE2.2, KBRPGEEEREEN0. 15 /L, 745 THEFEF6h, 32h, 50h
F166 h Bt —KPHEMA 1.0 /L BER, HEEREFEMHRMLREAEAR (92h), ¥
TEPREMEERE, TEARABRENEMEERNARKETYE RN EN.
MEITR, RASMEINEEMRE, REBEESH 787K Bk B Ao ok BE 43 7 O 0. 26
g/LA11.7 g/l SREMBEEMEN B4, HEENEME S RS RNE
WEREAHBEN, BEFRESERS, HHMEX/MRERITIERTH > ™
AR > AR > Bk KB, S BAkE, AFWERPEY (32~

50 h) WINEER, SN0 g EEMFIEEFORETYEAX0.36 g LLE.
%3 EERENHNMNERXELARNEMR

Supplementation time (h) REEm [} 32 50 66
Sisomicin concentration (g/L} 0.26 0.42 0.62 0.63 0.42
Biomass (g/L) 11.7 11.7 11.8 11.9 12.1

2.5 EERNENARAWNARKELBANT

{E 78 2.2, & BIOSTAT BS Bl HEh AR, MIHEERIKE R 0.66 g/L, F
BEREMEER (AE 1), £BE3L hit—REEF 1.5 o/ L ZER (B 2a) . 25 F
£BE30h, 48 h HI65 h IFEMMA 0.5 g/L&ER (B 2b) %53 MEMIASTERAR
REEMER, AETR, SARMEERNO0.40 o/L MAFAREKEMLL, ALY
MAEXBNEER, HERBERBERKESYEMR. L5 oL BEERTTYS BRI
—WHR, RESHEATRETRKESYE L 4.5%, 1.5 /L REREETYE
BATE . PERGSBAR 3 KEm, BEAR THERKREN“YEN, KEL RN
RBEABRPHEKEREAT6. 3%
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(GMA) K4 4"C iR Eb4 B GMX, AR, hWiFfEZEBAMARET CMX, R4 6'C
PR RBEYRATE (VDM) MEKKREER C,. G CHASMEER, fERH4C
ffe'C i AMRNEIET, METRHETAMEEWARKEELY S N ERME
Bk GMA &4 4" C (i BAL, 1 H i U@ E b o'C L B4k, 4 mEl
YK EE C A4y (EEHR GMC, M CMC, %), X LEMARKEMN S RBE,

, — WEHBE — HmA

t }

D-WHE — 2HASEUS — 2BEFEWME ——2D0s— LR

6 C-{H;fé BRELk B N-GhLt
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t »— 66408 t NH 46 { it
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B3 FRAEARMLEDEHER
» Fori R f EAH TR

Lee %V HRI R ARBH F ik, IRT CH,-L-Mat ER KEXBRAZEY S
BAKER, ANVEEREXKABEMARKENTIER, ARKELYRIMLEK
GMC,, ML RBIFZKE 6'-N (W R4, STIMERERE, EERA LM
ARFRIABPOLASZBRAMTSPEREEX:. % WS ERAMKE
H/NARIEE DM-S9 TR RAKBEAY SR EREENR T EB, EEMEEH 2EH
BEREEMEE, BAEMRER0 1%, B HEENESEAEE S EEHHT
WM IM401 EH (F7=80 GMC, M GMC,,) HBFFRS, INASKKEER
BEHIF, 7TERREEPRI Co™ BE{ ik OMC, A &, E—EKRERRAN, %
B BAE Co MBI Lo, HEARM Co™ B Co™ B RMMBER TREE S
HIE SR>, # JIM-401 EdkR CM-SISO A& BB h1E 6'-C-B by B A £ M
BRAYREREEAERR, Co™" BLIE T 47-C-H b, HFXHMBRLH CMC,,

R PR AT FAS MU RKEEBNE LR EER, BN
KETRMER M. inyoensis FOO3 B[ fE4 GM-SISO 4: 414 B 2 7E 6'-C-F EALM B R4
PR R, EENEETHET 4-C-PRIENE, F2HEEEH CMX,H
ERKE, NEEREME B ERKESROEWEER, TP RN EREE K
BB, BEEMTHEAEMamEN-MHERXRHENEER, BAEEEIPRAEEFH
WEER. EEYSRVMBMPY, HERNTYE RN, EROFBRERARK
BEHEHAEDETY, KNBEERTERMENERBEES S TREEZNED SR,
IET CMX, B4 RER ., S RENENEERNRRAEE, ES5HENFY
& A IS PRI 5.
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4 Hig

REEE R AT RAMHEE 7.5 ~10.0 pg/mL HBI TRRKEN SR, 2BE
REFPRKERERFTIEO0. 60 o/L, REBPEEMBMGHE KN 0.15 ¢/L B, %
YRR 1.0 o/ L NEEREHSEERRKENSR, R STERMRMREK
REXEANTRARVEREG R, SRBATEERTEEER0.66 gL, 5FE
MERBRML, EFYEEMEN LS /L MEERENSEATREENTE R
SHFYE BT KERMALL, E98 R, PG5S R 3 WIR s

HMEER, ZB91 hERE, RERFPHRKERETAX0.70 o/L,
B % W
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