Effects of High Dose ACNU Chemotherapy with
Syngeneic Bone Marrow Transplantation on
Experimental Brain Tumors in Rats
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Zbu Y vLr 7EHEHS 3-[(4-amino-2-methyl-5-pyrimidinyl) methyl]-1-(2-chloroethyl)-1-
nitrosourea hydrochloride (ACNU) OHESRERZB/ESEIEKET 2D, ZOEKOEIEETH 2B
BIMHEC I D ESENHRIATHS . ZOFHENEH s EREFHERHECL > THRRL, JBHAERS
CEOVHEBHREEDE ZENTE L En% Fischer v MIBLTHRNLE. v FICKED
ACNU (20mg/kg, 25mg/kg, 30mg/kg, &FE10ME) 28EL, 2 HEIZ1.6—6.6X10°DELET Y b
BHEMART & 7ok R BRAE L Ao, BRERSAEEE L IER MM TR A MR O EE £ &L 2. FE
BB L B L TBHBEBE TR I ZPhoRERTI0, 45, 11IHB X WV EELAMRKEOEINBRED
bijc. REBABECST2TERIBEOBRINETHD, Thick 2UKBMBEFCIHT
Hole. Wiz, ACNU RBREMDOHBZIL Iy b7V F—< Ix10°) 2EMKERNICS v MK
WML, 7B#%IC ACNU 2mg/kg, 10mg/kg, 25mg/kg 2 &10ME 3B HS L, £EHMERIL
7. 25mg/kg B BOLTIX S S W BHBEN (10K) 2207 . £EWMPRE (median survival
time, MST) &, 2mg/kg, 10mg/kg, 25mg/kg DIERHERE, B X UF25mg/kg OBHERT, 2h Fh
15.6H, 20.7H, 75.1H, 92.68 T, REBEENEFNMOER 2RO 7. BHSER I EBER
WHEL THMBRBOBENESC»THo7. Bbiy, EREHBHEELMHA L BN RERE ST
2, BHMSIEENL, HEBDREEDL LM TEZ O LEFHENS.

Key words high dose chemotherapy, ACNU, autologous bone marrow
transplantation, gliomas
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R 2 O EFNRENTRbA TV 528,
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DOHBEFNCL T, BIFAZRML Tk 0 ED

Abbreviations: ACNU, 3-[ (4-amino-2-methyl-5-pyrimidinyl) methyl] -1-(2-chloroethyl)-1-

nitorosourea hydrochloride; BCNU,

1, 3-bis (2-chloroethyl)-1-nitorosourea ; BMT, bone

marrow transplantation; MST, median survival time; MTT, 3-(4,5-dimethylthyazol-2-yl)-2,
o-diphenyltetrazolium bromide ; WBC, white blood cell
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HREOEF*EECIHRZELI I LI I LSRET
H5. bbb, BEO LY BV SEEEKORR
L, IDREOEKEKET2HAEOREL VS 24
BELFETHL. FIEOFE LT, BRNEE,
LREFRENDH L. BEOBIE LT, HRO(ERE
DEROFBRAFTh - - BRIME 2 HREHBHEIC
o TERL, BEEZR 21 b2 BHELR
5T RELFRENDH TN B,

BV A~ 2 EREBHBEFRRERE
DERTIDHEL, 19800 Hildebrand® 512 X % &
DTHZY, FHOEKRT “RE” Ol 2ERAL
TEBEERTE > L Bbh 3 DI319814E D Hochb-
erg 5" @O 1,3-bis (2-chloroethyl)-1-nitorosourea
(BCNU) #FHALAHETH 2. Uk, W 200
RRED D 225, FMli, BEHREE, KREFREOEH
B L URITREOMEEND D, TOPRE—ELT
W W TS DERE TR BUER & LT BCNU,
% 7243 3-[(4-amino-2-methyl-5-pyrimidinyl) methyl]-
1. (2-chloroethyl) -1- nitrosourea  hydrochloride
(ACNU) sMER &N T W3 28, B2 DEFOHEHRIC
W 2RREDHEABZ IR TR Y, F, ZhET
BB 2 REBRRORCET 2RI R SR
Twizw., SEEZFR, FUEFHCHT2EBEORS
M, HEFAOEBHBAOIEE, TEHIAEEEL
EREBHEBHELOHBAK L3, BHNSOER, B&
CZhICL 2 HEBIROMEOTRERIZOVT T v
FERAVLTHREL.

HEs L UFE

1. RERENMD, & UHABEH

EEREYIZ, SEX RO Fischer 5 v v (HE T R
Iy, $RFATH), 10~1288s, AE154~172g 2
BLI.

PRI, HREBWTES S ) A —< DB
LAFIBEN T3 KRBEE= oY YL 7ROEHT
H5H ACNU (=3, ER) 2ERL:.

1. BEBHEODRNE

7 v bz ACNU o 1 BIB#IRNES £ 1T2\, 2
HAMOFEEERD. ACNU X1 EH7H O
EEH, 1F120.5~1.0ml &2 3 XS ICEEREKI
WL, bR LK. ACNU &% 58i1c8 1
% 2L RMOETEE, REDH D 24mg/kg, 25mg/
kg, 26mg/kg, 30mg/kg, 34mg/kg, 40mg/kg T#
hzEn 0, 10, 60, 70, 80, 100%ThH-7z. Zhod
FET-% % Probit Z#L , LDy=28.09mg/kg #&7-.

ZhicETw T, ACNU 20mg/kg 58, 25mg/

kg B5H, 30mg/kg REFHO IFERT, B,
B HEB A (bone marrow transplantation group,
BMT 2f), FEBAEE (non-BMT #) F£10E ¥ Dz 413
7z. ACNU #yEtk, 48RFfEitk i BEERME L T L -,
BNCHEGE L T WL %R Fischer 7 v b O RRE,
LB & 0 BRI E, BRI L D BRAAE 2 BB 1
H72D1.6—6.6X10" O-FEEHAIE & 72 13 IRME RN % B dg
Uiz, Bl 2 4 BRRBIBMmEREEHEL, &5
BIZBWT non-BMT FEL L.

ZOHMOETHC B L TIE, FBHRTRNICE],
B, AP, BR, B, HAE, O L OBEEREL
TREE#EE L, HE @2 THWIRER2REL
7.

. ACNU XEHS5OVNESVDRHE

1. BHEEES L URZEHER

BE7IAIWNTHAEELZ 9L, T9, C6 0 3%
D7y PBESVA—<E2UTORKRC CTRBZERR
Tk o7.

1) MTT # (3-(4,5-dimethylthyazol-2-y1)-2,5-
diphenyltetrazolium bromide assay)'®

96X A 7 1 7L — b B RO IR E &R 180
pul FOHEL, BABEDLISRBE CHARL 220
#l @ ACNU KB EMZ, 2001 & L7, EEH
I 1 RBD 1X100L k2 XD Liz. BE - B
BELBEEIZS ~6 BMERE L. IR T2RHEE
#®, V) UBERERCEREE: MTT (v 7/ <#, +
AR, KE) BREK (2mg/ml) 2541 2A 7.
IhEE537°C, dRMEERLELRRE T,
dimetylsulfoxide (DMSO) 2004 | #in#540nm 28
JEABRAERREL . FRECBILIBAEELD,
MR RINFIE 2 RO BEZHERET L 2.

2) BINE®

BEI~11EEHOBINOFRE it & 1X10°0E
BHfa =ML, B3 H% ACNU 2#RELom
BRCHEES L. ACNU 85813, 50u g/egg, 100
ug/egg, 2004 g/egg, FH FN10mg/kg, 20mg/
kg, 40mg/kg YT 3 IEBRK, SHE5BZOVT
8~10fHc L. s bW ARBCEBEEXHEL,
JEESZELEE (tumorigenicity) ZHIE L 72

9L VA —<id MTT HRicBW TN 1-ADZ
&< ACNU ¥E o SHUc R U TR R s Ry
ERLTEY, BIATLRLIB 0k IcBREREL
HEIL CHRENSEO LRSS 5h, ACNU 12k
ZUHEHDEHEL, BEBEEE L TBRIRL.

2. BHEER T 2 UEENROHE

S v N7 Y S—NTHEE, BRgeLET, &K




BR BB R O RS AR RS 767
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Fig.1. Effects of ACNU on rat 9L glioma cells
(A) Dose response curve for 9L glioma cells
of MTT asay: 180x1 of 9L glioma cells (10%/
2004 1) were inoculated into each well follo-
wed by addition of 2041 of 10X concentration
of ACNU and incubated for 72 hours. Values
are mean from a sigle experiment calculated
from quadruplicate ~ wells  subtracting
background. (B) Dose response curve for 9L
glioma cells of chick embryo assay: ACNU
was administred 3 days after tumor inocula-
tion (10°cells) and tumors were excised and
weigted after 4 days incubation. Values are
mean calculated from 8 to 10 tumor weight.

ACNU %5 L 7. ACNU 2mg/kg, 10mg/kg, 25
mg/kg ¥ 5% (non-BMT #), 25mg/kg 5 2 B%
WEMBEEHEITL 2B BMT &), 84U ACNU
HBREOHNBHROS HE2REL, KPIOECLLE. 2
o SHOEEERS L URBMA MREOH & Lk
METL 72,

3. EEN ACNU BEOE

RERSIZ X 0D EBN ACNU BESBEEERS &
DERL T 20En%E, EFERSHE (2mg/ky),
RKEREGE (25mg/kg) HI0CIZBLTEHE L. B
EBHEBIIHEDS v b & ACNU B#E%25081C
T— TV TRRERE, CLBEERIM L, 7272 % 1 WTEEREEE
LB L. BBRIEER TR IO HERE
FL, BCERBEER o NI 74 —EP LD EE
BHO ACNU BESHIZEL 2.

V. X512 & 2BIEA 0K

Bkt ACNU $5HiE EE L %, BEE
BEREZIZB T2 BMT #, non-BMT HOERERS
B L. FeflicsunT, i, B, B, 8,
HEE, O, B UBSESE L TRBRE R EY
L, "v=) »EEth HE #e L, HBFHREET
oz,

V. BEHENRE

HIERRE, AnfEE LNEY K TEIREL D
Z, TRTEHEOIBHUEHERMTHRL . ACNU
EBREEUCBYIAMBKE D BMT #8 & U
non-BMT BEOFHEOCEDRER, 2 TEESES
Hrotk, Student D t RE£TT2 7. ACNUBED
BHRERESE, KEESHEEBORELABICITR-
fz. ACNU KE#5% D BMT 2, non-BMT B[
DEHEHEECE HOEEEDLLE X Kaplan-Meier
BIZLDITRw, 60BLISOAERD B, Fisher
DEBERERFEBRICIDREL. MST BEHIER
HIC B> 2 4E7FHE % Probit FHL TRY |, # @ B
He#E Student O t REE W72, TT p<0.05%
HE:L:.

B #®

I. BEEBREODR

ACNU 20mg/kg 58 IcHB W T, BEHBELIOAE
&0 BMT #7T non-BMT BACELER L TRMIM A M
REDHEEICHEML 2. ACNU #5/i#EIcEE L 7
D1 BMT #8248, non-BMT BTI73HTH -7z
(B2-A).

26mg/kg BEH T, 2 TEREMHATIIB LT,
BMT %, non-BMT #0 2 B EEELHY, B



BEfsMER45HE, GSHBICHEEENTED SN, &1
23EE X » BMT 8% non-BMT #i 0V BEEZRT
Erasash (M2-B). 27 BROEEFEHE
non-BMT Bz T10/Ed 8 &, BMT TR0
T p=0.02L HEENED SN 7z, TR IFLFHMIE
ATHot:.

30mg/kg BEHISVLTIE, BHBEZLIIEE X
n BMT #5% non-BMT BuzHE L CEEIZHMEK
HoRmMERL, MBEIIZFIECEZEL (K
2-C)»%, non-BMT BETiz 2 » A TH ACNU S
BifEICIREE L o7, 60EMOEEKE, BMT
BEIZBTI0EH 105, non-BMT BT IEEHE
ERTH o7, FEIZ2 Mg/ kg B L RAKE
Bl MmERTH o7 .
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EEBAEEIC BV T ACNU 25me/kg 5T, &
ERAEEL, THE®K ACNU K585 2B%E
BTN % ME7T U 7o RASIN B MERECE BB & 538
BIBEN 2 ETRELY. 2 TEREBESESNT, Al
MiEEEnrRDoh, BHBHERI7TEHE, 3BHER
BMT BB\ CHBEIMAMERES non-BMT #iz
HLTCERBECLEELTWR (M2-D).

II. XBIREOHERWR

1. BEER T 2 EEMR

ACNU 058 2BMI 21T LT, &%
B#OEENTD 6Nt (K3-A). MST iZEH
12.8H Iz L T, BEERSH 2mg/kg) T15.6HT
BEEZ oot 10mg/kg BEHETIR20.7HTH
PBLEBLTHEELRD, EHICKERER (25
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Fig. 2. Recovery of peripheral blood WBC after administration of ACNU. The dose
of ACNU is (A) 20mg/kg per body weight (B) 25mg/kg, (C)30mg/kg in the groups
without tumor inoculation and (D) 25mg/kg in the groups with tumor inoculation.

®, with BMT; O,without BMT.

Values are mean and 95% confidence limit

n=10). *, p<0.05 by 2-way analysis of variance with Student’s t-test.
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Fig. 3. Survival rates of animals after administration of ACNU.
(A)Group without BMT. Doses of ACNU administered.
B, 25mg/kg per body weight; (1, 10mg/kg ; @, 2mg/kg; O, no ACNU.
(B)Group of high dose of ACNU (25mg/kg).
O, with BMT; @, without BMT. The numbers of animals is 10 in each
group.

Tablel. Number of surviving rats after administration of ACNU
(chronic stage)

dose of ACNU 20 mg/kg 25 mg/kg 30 mg/kg
months M 10M M 4iM 5M ™
BMT (—) 3 1+ 7 6+ 4 0
¥ i) ¥
BMT (+) ) 6 10 10- 9 J

The number of rats is 10 in each group
%, p<0.05 by Fisher's exact probability test
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mg/kg) TIRT5. 1AL ERLERERH . REKS
BT SICBHBEET R o BMT #2017k
#, MST iz BMT #92.68 T, non-BMT FD75.1
Bief L CEEZSRBED R » -7z (B 3-B). EEOME
Bk, 2REBERETHE I EEERLL.

2. EBPH ACNU EE D&

ACNU DEBHEEIEREERSH 2mg/kg) T
0.247+0.102 g/50mg = L TARER G5B (25mg/
kg) 133.911+0.586 . g/50mg TH O, p<0.01THE
WERELTW,

. XxERSEREGEBRECLS U £EFRS LU

BIfEA

20mg/kg BT ACNU #5%100 A ORFATB WL
T, £ non-BMT ET100Es 108, BMT ££10
Erh g ETHEZE.2ED . non-BMT BOEEH 1
ELEEOREFRLEELLEHLTEY, £14<
T 5 EEZ O NEBATHBFNRED L DER
L. 25mg/kg BB WTIX, 4 »AET BMT B
NEHEFL TWIeDWHL, non-BMT BTIHERF
WA Eb R THEEZERREY, 5V AB TR
BMT Bz 1T 2Rz, R L THEEED
& 5tz. non-BMT B4R 4 Vorh 3 75 1320mg/
kg BrEBAER 2 ELL, BEHLTWR. 30
mg/kg T, 76A LN IR T, non-BMT ##
TRI0ELF], BMT BT 100 9 FEMFET L 72
7THB® TR, BMT BETZ0 1IENEFL Twieh
non-BMT B EEER R, 2O 1R LEBEOHKE
WAoEELEBL, 242 ECTILTFHzAE
(®&1).

£FI BT B EBENFR T, BB L URT
EROb D, BHLEHcERSNTEY, PiKid
ERERHMEED2 0 LD 0, FERITEE O FEE
#HrEgzonl. RERSERETEREZADZLD
OTI, BHENGRIED o ko, MEEMAS
DMHROEERBELLZED TR 1AL SIE
hotz.

£ &=

EUEEORBEOBIERIC L 2 BHM4 2 AREH
BETHED Lv O 21319584, Kurnick 52 & 0 4]
HTHWEa N, o, BEAIC BV TREHRIRE
BOBHINE * BRBHBEC L > TRET I %
HATwa. 20BOKER, MERcs L THRE
R LEEEC & 2 BHAROENOD, 0
FESREASNLY, HETREHMREIBoLEL
72 2RERELTFEREC I > THBT o h %

@B R AR AR R O B E IR ST 15
ThHolZ b, 2BHER, S8, REOCHECY
B @8 b o2 b, AU ECHERNO
BEENTHATHh-oZ LosiEflidh Twa®, ¢
nooMES LB 2, BRAEAES BE IREE
DEHBIEZON, EHRAMKCB T 2MMFEH
BHEOEEE L WEERRC L REEINT, BUER
ESHXEBU TS,

BREBHESHE AL B RKEREL2 T2 O
OLBRELLTUTOLDBHTHNS.

1. BEHMERL LD 2T 30EH L TR2YE
EHLTWA.

2. BHOREESHRLEEKENTHS.

3. BKOEIERTH % BEENE» B R-BFHBHIC
roEmcEs.

4. HOEWFRIRNATETH S .

A, ERARMEELSL T, F/NERERE,
S, WEEMEE, EHEGE, WREESERE, &
AESOERG, /thELRENICHETEATL
358, ZohEEREFRECBRZNEE b DEESS
, EBEROEBRERITRD STy, &
BERFEFEL T2 HEL® &, 9EMI1734
256EIAEE R FEIT L T 358, BT, AET
67.9%, MiET50.0%, Thiex L CTK, EER
18.2% L KRBEMD BV DIRFTRTH D, HEH
KriaErOEBD, HHET2{ELOHUERICET
IREHBIBETCHL LS. SEADERIBWVT
LERBEE L LT ACNU WEZMEELD9L7Y
* - BN 72, X EOKERERES S IEL
DEBBITZBREHEICODVTRERERTLEL
2%, HEERRORE 2 BREMHBIER L T A4 S EEST2
HBEELLNE. IOERTRUBHECET S
HARGRS 3 B & EhimRE  MTT Bk, & 5I2%H
B b HE T E TRREERLEL 7 HE OB £
BLx.

RO EHEHFERAREZ CHVE I ETIK
EEEERLUTOREEEBIBVTVS. Tib
B, HHEENFEOEFINL TREESHELH
2, HE-RISHGRESCE &), BEnERC
LTRSS E shiE 213y, EROBEERE
Braxse EE, EAHECRESRORSELE
BRIz TENE, BEEOH2EE TR, NER
Flo@afsS» 2 U LoEBR b 26T 2L
DEBRBMCBLTHEREIN TR, KRRO
OLSw FMEREBECBLTY, MTT ¥, BIIET
BENLAE-RCEEBEsATWS . FLERE
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5y POEERIZE O TEB® ACNU #5805 1»
gy, BREOERRBEIN TV Z Lid, £HhKN
wBWTY MTT BB04EFATCOREBKREREE
BTEDIELERLTVLBEVWZS. &5 THELN
FRAEREROBRIEENTY BRECHEETRC
FHsh, REBICHHLTMST OEELTED S A
Fo. ZhicHL, REBOBM VA —<TRLFTL L
BEE - FUEBDREHEEL 2. EEHACERD
#HEM: (heterogeneity) 235 0, & DIEE TEH 1
T 2RRECERNR SN0, HhOoEFOEEN
AEB—FREZ LR VLS TH DY, EEREE I MR
ENTBY, FMERD LR L>TWE D, HEY
B—-REBNBERSLN, FALNBRCEERLR
MmANLARENHS. L, —HCEAESRT
EESEREENECHY, brEEEr I3 T
BEEERTREELDDRERE IV 2 s DME
WEDHD L BRIV TSN D2,
BERECNT 2 RBEI, RO LS icL5RE
BLMEFREC I D BB L 2EI 2 2 E0tH
BTk <, UBKIORERE L BHME KT 213
EOBRBEVIEMICZA SR, Lidt-> T
FE I EERA TR 2 7o B B HREEE S
MUTW2EREMRIEETE Y, BRBUBHETH 3
OTHRHEEE L1 b O BEHISEERSED RHEE D
RBSERL T2 22 THT2FBRL L.
BCNU o#EEOHEIBHNE 2 L Y BETEH
L3 €32, », RBMAMBKFERIIEFRSE
IO TRBEL - BRRMERE, rhonou=—FR
BECABRE T 3 2 Lo o BN BEHBENMRK TS
bR THE, FEEFIX 2. & 5 BRI T
RNBHEBRI BT L ERTHS. Ll
28 5 AREERIZ BV Tid20mg/kg, 25mg/kg, 30mg/
kg B, SELHNANKKOEREZRHRE ST D
TREVIBEIEHBHEOMBRLERTLOTHD, &
MBS BHBEOERANERB T80 TH S
ElEMBRE—EEE L2 b & F8MEIIC
BUBFRCFENNBEHMFTH Y, 0BG &
BETHEL BMT BC B ICEERE» 7. 2D 2
L& ACNU KE#HS5%1Z, —BEMBREHEIEL
Th, HEBSHRXBSWEBHEEL BE, BHY
BRATOEESETRICRMINDL LE2 515,
BMT #icB8WwWTd non-BMT Bz BT b, B4
BEEEEMM D 2 » A ORI LFIHIER T H -
e, ZRBIVMERA I L2 €2 6h 3. 2R,
E b TR /MR TRHLETRET H B . BRERE, &
REO7y bz Thbha & oz, HEBIHBE

EFHAL THEEBENH I RecERS LT, B0
BREOREHELEDLS YT, BHNGIMM s RL2BE
FHENTRLETCKER TS 288 2n. LoL,
INWRHBFIERECHBTE20THS. X5
KESECRAREOSIRHEE E LT, BHAko®
B, HMerEET > SEEMEAFD cDNA 07 o —
=¥ 7 ¥ &, recombinant granulocyte-macro-
phage colony-stimulating factor (fGM-CSF) % ¥ 0
FRRE COGALBEEEL % > T3,
BERBUWBHELOE L KELEEETE, BN
REDAE ST, BEMH 2 TR 22Kz 2 BIfEE
LEELMBE LR, = oY v v 7 RAESIOBIE
RelTid, MEE, FEE, BEE, BBESE, K
BEENHFoN20?, BLEELLORITEET
H5. ZOFEEZ BCNU Ti31.3~15%TH b, M
EMEMAEOMERUBERTH 29, kBS" ik
Sprague-Dawley 7 v F TKE ACNU %5 %%
MREZD T2, FERTEMEEIRD 2o -
fo. TOEHRELTL) HMERE LHFBELERD
RE 2RI Tl otz, 2) Fischer 7 v
DR E R AELIC VW, 3) ACNU 20 b D »if
WEZLZILIZ WL, 2EWEZ NI BMER TS
BV, Zy P TORBIBEEIGEE T, ACNU 28
WTHFEEOREOBASNTWE I LI VER
EURSLERDHL . EFERCLEETRET, B
RICEBFHCHLBDONT WS . HEER, Mok
DHBEBULOBRETOAHBEL TBY, OO
BANEREI D, BHNS 2R 2BE, 85
EIREY, FEECI-TCEHRen2 LEbn 3.
PED &S iz REBHROME S 028, BREHBHE
EHFHLIHUERIRER S, BT Y 2 —<DBE
ELTEHTH2ARENENH L. BV L —< i
1) T2MENTARETHE 2L, 2) PHERR
HANEBL 2w, BREREHE~OEBHAROR
ADEED RN &, 3) BR%E L OMESIND B
eV, REOBRCLIERIOEREEEBEAE S G
RALARBILERECEL-EETHL. I-T, B
FBIR R DRI & 2 ) U H S h s
WEBNE D 0 Ta <, FIEREEAIC BT b RIS
WIS, AEERER T Lk,
HERBEOWELIHFTE 2.

f&

BRIV -~ N LT, AREHBEEHEL
REAEBENNBEN»ED» %, Fischer 5 v Mz B
WTHR L7z, 7 v McKE ACNU 2&E5®ORBE

]
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MmEmEROEEZRHRT v M EIEBHEEE, JERRHEER
THEBEL, 85K IL7VA—BES v M
ACNU x5, MST 2k, B¥EREHL
HE U UT ofSR =87,

1. ACNU A&#%5%, BHBEH TS VLTHES
REEE I LB U OB B e BRAE  S IER o FE 282
o AN

2. EfFGBEECSY 2RI ERNETHD,
EEBERCBLT, ERCSHORMEEASRD
shiz.
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Abstract

The clinical dose of ACNU is limited because of its side effect of bone marrow
suppression.  This study was performed to clarify whether syngeneic bone marrow
transplantation (BMT) in combination with a high dose of ACNU could alleviate marrow
toxicity and achieve greater anti-tumor effects in Fischer rats. High doses of ACNU
(20mg/kg, 25mg/kg and 30mg/kg, 10 rats in each group) were administered intravenously
on day 1, followed by the injection of syngeneic bone marrow cells (1.6-6.6 X107, i.v.) on
day 3 (BMT group) and the patterns of recovery or the peripheral WBC counts were
compared between the BMT group and non-BMT group (with high dose ACNU alone).
There was a significant benefit to the rats in the BMT group in the recovery of their
peripheral WBC counts. The animals usually died due to bone marrow suppression over
the long term observation period, but more animals survived in the BMT group. In a
second study, 9L glioma (I1X10°) sensitive to ACNU was transplanted stereotaxically into
the right caudate nucleus of Fischer rats. Seven days later, the rats were divided into 3
groups, in which ACNU 2mg/kg, 10mg/kg and 25mg/kg was intravenously administered,
respectively. It was found that the larger the ACNU dose, the longer the survival time.
The median survival time was 15.6 days for 2mg/kg, 20.7 days for 10mg/kg, 75.1 days for
25mg/kg, without BMT and 92.6 days with BMT. In the group with ACNU 25mg/ kg,
BMT was effective in promoting WBC recovery. These find'ings suggest that high dose
ACNU chemotherapy with autologous bone marrow transplantation could achieve greater
anti-tumor effects with milder bone marrow suppression.



