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A comparative analysis on the binding characteristics of various mammalian
albumins towards a multitherapeutic agent, pinostrobin .............ccccccvvveiiiiins 101-108

Shevin R. FEROZ, Rumana A. SUMI, Sri N.A. MALEK, and Saad TAYYAB

Biomolecular Research Group, Biochemistry Programme, Institute of Biological Sciences, Faculty of
Science, University of Malaya, 50603 Kuala Lumpur, Malaysia

The interaction of pinostrobin (PS), a multitherapeutic agent with serum albumins of various
mammalian species namely, goat, bovine, human, porcine, rabbit, sheep and dog was investigated
using fluorescence quench titration and competitive drug displacement experiments. Analysis of the
intrinsic fluorescence quenching data revealed values of the association constant, K, in the range of 1.49
—6.12 x 10 M™", with 1:1 binding stoichiometry. Based on the PS—albumin binding characteristics,
these albumins were grouped into two classes. Ligand displacement studies using warfarin as the site I
marker ligand correlated well with the binding data. Albumins from goat and bovine were found to be
closely similar to human albumin on the basis of PS binding characteristics.
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Chick embryo chorioallantoic membrane (CAM): an alternative predictive model
in acute toxicological studies for anti-cancer drugs .............cccoeeveviiiiiieieeie e 129-138

Chin Siang KUE"?), Kae Yi TAN?®, May Lynn LAM?, and Hong Boon LEE**

"Department of Pharmacology, Faculty of Medicine, University of Malaya, 50603 Kuala Lumpur,
Malaysia, ?Cancer Research Initiative Foundation (CARIF), Sime Darby Medical Centre, 47500
Subang Jaya, Selangor, Malaysia, ®Department of Molecular Medicine, Faculty of Medicine,
University of Malaya, 50603 Kuala Lumpur, Malaysia, ¥Department of Pharmacy, Faculty of
Medicine, University of Malaya, 50603 Kuala Lumpur, Malaysia

The chick embryo chorioallantoic membrane (CAM) is a preclinical model widely used for vascular
and anti-vascular effects of therapeutic agents in vivo. In this study, we examine the suitability of
CAM as a predictive model for acute toxicology studies of drugs by comparing it to conventional
mouse and rat models for 10 FDA-approved anticancer drugs (paclitaxel, carmustine, camptothecin,
cyclophosphamide, vincristine, cisplatin, aloin, mitomycin C, actinomycin-D, melphalan). Suitable
formulations for intravenous administration were determined before the average of median lethal
dose (LDs;) and median survival dose (SDs,) in the CAM were measured and calculated for these
drugs. The resultant ideal LDs, values were correlated to those reported in the literature using
Pearson’s correlation test for both intravenous and intraperitoneal routes of injection in rodents. Our
results showed moderate correlations (*=0.42 — 0.68, P<0.005-0.05) between the ideal LDj, values

obtained using the CAM model with LD, values from mice and rats models for both intravenous and
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intraperitoneal administrations, suggesting that the chick embryo may be a suitable alternative model
for acute drug toxicity screening before embarking on full toxicological investigations in rodents in
development of anticancer drugs.
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Comparative study of behavioural tests in the SOD1G93A mouse model of
amyotrophic lateral SCIErOSIS..........vuiuiiiiiiiccecee e 147-153

Sara OLIVAN, Ana Cristina CALVO, Amaya RANDO, Maria Jestis MUNOZ,
Pilar ZARAGOZA, and Rosario OSTA

LAGENBIO-I3A, Facultad de Veterinaria, Universidad de Zaragoza, Miguel Servet 177, 50013
Zaragoza, Spain

In preclinical trials, a sensitive functional test is required to detect changes in the motor behaviour
of the SOD1G93 A mouse model of amyotrophic lateral sclerosis (ALS). We evaluated changes in
body weight and motor impairment in behavioural tests, such as the rotarod, the hanging-wire test
and the treadmill, of transgenic and wild type mice. We found differences in detection of the onset
of symptoms and progression of the disease between the different tests assessed. Moreover, the data
showed significant gender differences in the motor behaviour of this mouse model. The rotarod and
the hanging-wire test were more sensitive to detect early motor impairment. Moreover, the results
suggested that the rotarod and hanging-wire became the most accurate tests rather than treadmill to
characterise the ALS disease phenotype.
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ENHNT EDPEFE SN TW2DS, Z O FRIZF LT IIAHATH 5 720 AW T4 1,
pink-eyed dilution FIHH 2 F4 25 NCT AR~ 7 A GEIRFH / HNE~ ™ A) ZFIH L T Oca2 i#
(BT D5 T HURF RN % 3 72 ARG DA, NCTIZH51F % pink-eyed dilution 231
B2 HE T 2 BIETIEL Oca2 £ HEE L TV D 2 EATRIBE NIz, NCT A5 D Oca AL
FDPCR 7 10— = 7 LIRRBEHIFNT OFER, BTL7 V) YT vt v AR EIRZE 5
EENT, TOF vt ASEFEIRAS BT Oca2 28 Bt 85T % 1% A NZW/NSle, SIL/J,
B L U129X1/SvIImsSle 2~ 7 212D R & 1t7z0 RT-PCRIHTDFEE, NCTDREIZB T
XD Oca fr B W D ADHEFR S 720 TIUTF ¥ 1 ¥ AZEBAMAF mRNA 7RI X D,
Oca VB FEM N 3R ST 572D TH A EEZ NI, UEOERLY, v~ 2041
)V pink-eyed dilution |Z Oca2 BIE T TDOF vt v AZEPFEKHTH S 2 EHRENT 5
12, NCTA~ Y ZEHAEETIVE LTI T% <, 2% oculocutaneous albinism €7 )L &
LCORAMRETH L LRSI,

R+ —EBEEZOIREIINOG ¥ Y X ICH 1T 2 BERRAKEEREEZD
e o~ . NSRS 181-190

BEHAEF " - tNEEZEE " - Yu Jau Chen? - REF—23 - AFERTY - $hAHE"

D eh Sl B SRR AES, 2Chugai Pharmabody Research, Pte. Ltd.,

®Pharmalogicals Research, Pte. Ltd., ¥ /A% B % A EERENH) T RFF 2R

&S5 0 BB R R (PDX) (ZBISED b T v AL — 2 a FVIFRICB W T EOEE M
#B41TWb, NOD.Cg-Prkdc ™ I12rg™'S*%/Jic (NOG) ~ 7 213 PDXVEHIC A H 72 B <
HDHZEDPMOENT WD, 22T, flixOHEEDSOPDXEHEOIEBENEL L TNOG~ Y
ARH Y N RO LB BT LR TV THRE 21T o 72, Vo) b4+ Y
FIVIEBID 73% 2575 L7z R—HfkEZ EE O~ AR L 725645 0B B~ T AR
TIFEALE—RL72Z 00, w7 AMOIREEIZEBFITZE L 2w EEZ DN, RIZ, EE
DEY R EE  E OB 7 L — FERHA T — VOB SMET Lz & 2 AES
& BIEMEDSER D B LTz BREARRR O FEA 2 A AR IR 2> S IS & & B IRBRE S LD ) ~
ISERDSEEBICHEE L TV D 2 DR ORI SNz, ) v/ SEROBHICBE ST 22 LT, i
JE~ T AMGER O M eGiE L e L7225, MEPIRESE W T ATEE LWV E ) H
FNIERD SN h o T2e WIEIS, THIED Y A 7, IZEEE & JRTEIZ D\ TR AERTHLEL O 3T
AT, JEAESEBICIEESS & L CEIEZR, & 5WIEINOH 5 RERISOERT FY 5
AR 5Tz LLE LY, NOG~Y 7 ANZBWTA Y ¥ F IVIEF O JEE O HEERE & THINE
DRI RGO E G BT L 2 RSN,
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WMEMEKDIRBED T v b D 5 DBREMNR S L U FEIRORE &,
MEEEFES L O BAREEE CE LT TRE s 191-197
B - JILKE" - Bi2ET?Y - EHFEXRY - MTEA?
VB RAREFEMPE, 2 ARMEEARRE DRI
AR E L COMBRMAKD, MIRFEBREGET v Mo OBRREB L OFHRIER, BLU0T Y
MK B3 % MG A2 S L ORGSO 2 L& iR & U CIGE L 720 FEBRIEG: T v
MIZ10 ppm F 7213 5 ppm OERIEK 2 SR K & L CTHEIE 7228, HETR3SHIZBWTHE
EIIARWERLET LI LI TEhnro7 — AT v MIIEKGET v b & [FJE S 10 ppm
DR Z BN S 72458, FE#%49 H T CIREGET v bOFRMAL O ARE ML ST, F
BE&hSRDHERE S 720 SRR 2 B E 72 T v N OIEAECFAE TIE A ) 7 2R DIKEK
BGHEE L TR R R L7228, Mo, BiEs & OBIEHERO ALl iZa > bo—)
BB CTENALN LN o720 E OIZEMMTEE CLlE, BHHEZ BT Erysipelotrichaceae
B LU Firmicutes DEVEH T > b u— VEEE KL TER L7z (P<0.05) 2%, BMIE# DK 26
B L0500 % % 5 5 Bacteroidales 13 & ¥ Lactobacillus DFFELLERICEIZA OGN o720 T
5 DOFERD O IRIEANTARIR RN 2 FRIRIRA RO N L 2 L, Ty F ORI LT
DN L B LU, Firmicutes | 3FERIE/KIEBEARLLRINC Z OEIE D Z LSS 2 E 7z,

ZAFRXI-RYIATHEANTONA T K=< DEELFIMBEEE
TILE & B e 199-205

FIRAL - BARYF - BE &
BAAZEME RRIZREE RRIER

AF AR INIEA RIEGSED 7D DEET IV E L THEL S WS T WA, &2 AH,
A MAA 2 EORIBAIREEIIN T THEB SN TRV, AFAXIPMzL v A I
71— (P3-X63-Ag8.653) DEIAEIZ L NS Nz228kDA~T HNA 7)) F—~< [DI(E6)C2B3 B
LUDIYES] 1FAFH X ICDIGmRNAZ SR L 720 2O Lnn, s offifaid THEA
TUNATY) =< THDHIEIRESINIZ, SHIZ, TNHIFAFT R XIIL6 [DIYE6)C2B3]
& TGFB [D9(E4) $ X UFD9(E6)C2B3] mRNA % J63 L 7o DI(E6)C2B3 D }: 3¢ I i#% (CM) 1&
AT A A 3 1gGlEAEBID2(C2))NT UNA 7)) K=< 2B PR EA & Cyl BLU Ce
IGHC mRNA S HEIIE L 720 L LAaATS, MiFRO CM 1d B11D2(C2) B D HEFE 12 B\
THRRIIBDOSN LD o7z TNODFERIE, BEZOLAFTHAAI6%EETHIEIZL o
TDYEGC)C2B3 NS D CMIZAT A X IANTONA T F—<DRE#RZYUHET LI L ERLT
Wb,

MEIC LR EBEGIIEN ISR B IHMFEL 7T Z1Va1—-2a>
RTRAETIVDRFE oo 207-220

Bl BBV - AZIUES?Y - AER—? - ATEF" - LEHEF"
VG EBRERERE G EARER B ECHHAARELEH, 2 BEBRPREREHEFRER
BT RIS RARELE, VBER | tERPREFDEHREFLFARE

~ 7 A TGAR EIZdH D Oca2” ™ (oculocutaneous albinism II; pink-eyed dilution castaneus)
&, X Y RS AT AT AR SN HRSEN BOZRERER T Th D, ZOHEE
FIZOWTRERMO~ Y A, @, Err7aROKAGKEEELEL, 2oRAMIAEZ
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L%\ TOaT % CSTBLGT TS RIE A L 72 iR AT AR % AR L T 28T, iz
LD R & SR L 20 < 7 B AT BARSHIE SR AR R 2 56 FL L 720 ARBFZETIE, &
DA=— 7 BRIEERTHE~Y T AET VR % L7 BIRBZEOME, Hueizfkor v
7R LKA B TIZAHES » HREE TIOR3 5 2 A L 72, G2t & & m il E
T-BEMERBIER OKEE, A EEOTH LIROIREIILEFOMAE LY FE L AT = aFKik
BRI TV 7z, IRV OFE R, Oca2Z” 1213515 16FEHOZ Y v a4l
kb DRI & - 723, Fray &l w AR CHRIRAT O 2R IT & A SN R o720 KRLFERD
MR, AREREED-OIL, ZOMBFIRERILEOBEARITHAMTIEI W LATRIE S
N7zo FADFER L 72 2 OF @ BIRBIEZSRZA T~ Z0L, IS X0 W I B2 i <
THEMORMDOBITD Y, IEZEALIZ L B AT = VESROTFHEZHS 2T 57200
VIEOEWET IV E 55,
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