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Guflt:Spe.b-n: Joan Abbott, Oavid Brooks, Jeff Wolf 

Expert Advhors on~ Jae~ Mandel, 1t1n,-Ot.v Adami, Phil Colt, Ottnltrios Trichopoulos 

Health Sdtnce-Tum: LL Smllh, (8 B,cc.ltcnrldge, MF Wilks, PA Botham. NC Sturgtss. KZ Trivis, AR Cook. J McFarlud, DJ Berry, K Mcwe\ 

Extended HulthScknce Team; Health Science Team plus CL Seny. Pl Nicotera. 0 01 Monte. (Campbell. J Tomcnson 

Syncenla Lepf Tnm -A Nadel, J Wolff (Fulbf(£ht & Jaworski) ,J c.umv,n (JS on 21 A.prll onlvt 

0uMn Partkl~nll: 0 Kim. 0 Mlnn-ema. M Tisdel. M Butlt, C Umpbell 

MONOA.Y AGENOAITFM flartfc/1),tnlS 

20Apria 
Meeting IOl'm&I and Objectives Exttndtd K.alth S<:ienu & ltc~ Teams 

&load Bram Bllrriff - Prof Joen Abbott Extended He.11th Science & tcga!Tc.Jms 

Pto/t5-SO' of Ntvrosdtncr • all invited attendeei 

Blood-8'ain ~rr~, Group 
Phumacautial Stience Researd\ DMilon 
SchOol of Blomedical & He.11th Scie:nc.u 
ICi"!'S College london 

PETtm•clne- Prnf o Rtooh, bnended H~alth ~encl! 8 tegdl Teams 
• a.II ln11ite-d attend en 

PO study update1 Extended Health Science & L•gal Tums 

Mechanl.tfks.tudles Extended He&hh Seiente Rr Leg•ITeam~ 

TolerabiHtvstudv Wolf 

Nwrochemlstr'\I 01111 In rartlcloanu 
St---·-· 

Minutt/N.linm I 
To,~ tht (Ufrenl and nistina scientific information;JVailabtt and to consider what fut1Kt stud~ ~'I be requited. I 

I 
(()mmenU Arising from pre.u~ntatlon: I 

There are multiple transpo,ler systems In mice, and the1.eare l!lcely to be simi~r .K.rouspecin. It Is probfblt that on-ly 5°" of potentlal tnnsporte:r systems h;ave been ldantlfl9d lo date. I . ll\llotl" ,\ ,i, nl"l"li ,,, wt,.,..~lfy it l"ff111w .:iintf infl1n nf rnffl("'lt1'"1\ llll"l'n\\ hArtll"r\ ,\dfflilllllt In rntil"nh.AM tu1m.llM 

Abbott may be wllllnJ to :>artldpJte in tollabortllve P10j.ctswith SV1"18tnu. 

R-,untH PDF of praMntatlon 
Commentsarisins from J)l'nmtt1)cm; 

Oinlcal si3n.1, in humans ara only evident once there Is a ~ lou of dopanM,...,,ik neurones. . Anlivtstlbular dn.ies C1nti-gJddlness) pills ta/\ le.td to PO-type clinical sign'!. . . MPl'P iMuct:d ro .\how.\ 11 diff.,rent MKI oa.ttern c-omoarel'I rn idlonAlhlr: PD . 
Pauern of PfT Image, ob~d t,v, 8.arlietl et al In montev bf~I~ (k)S.ttl wtth MPTJ" would depend on dose.11nd duration. [.g. • itl'lall. lo\"'18 term Insult by totiM will l!tely lead 10 a loss of later.11 Cl!lls. . PQdose ustd in the Michgan f>Q monkey studvwas low (pmsl!:>ly due to systemic to,kityl • . Agre~ we do not nud to pursue furth•r collal>oration with Prof 8roots ,t this.sta1e . 

i 
SH~ not ;11vatl,1blt:. I 
Comments from Prof OiMonte: 

In mice, PQ e.,iposures show lS"- rNfuction in dopamlnergk neurones and up regul;111on of a•.svnudein. It is believed the up regulatfon ha response to tht insult. •nd Is not necess.rily 11ssoc:i,te.d with I 
' the cfvlna neuron1n. 

PrellmlMry results from ~ufrrel monkey; studies I 
" monl(eys 8-11 weeb. old. n:4 

0 J-6mg/kgMPTP resultslnreduced1111 wee:Jo: 11rtd 1 month ■her dosing. I 
" 

At Sm,/ka s/c PO. monkeys~ due to lun1 to>Clciry after 2,_/ 3'• dose. At l.Sm,/kg. anlm■ls t*raited the dose for 6 weekiylnJectlons at which time they were Ycrtfloed. NO cllnlc,I s.!gns 

of toxicity. No difh.•rence In numbeo or dop1mlne11ic niruronaw;n o~nd •• .. ln PQ treated animals thltfe WH up regulalion of a-svnudeln . 
,, Don ,~hne of 6 wHldy lnje-etlon of 2.Smg/kg PQ. rour wttb l111er ,nonkeysgh1en MPTP. Prior dosing with PQ appured to p+'Otec-t lhe brain neuron•s from MPTP. 

" 
PrclimlniJry assessment ofrC:sults- primate'!. are: more .«>nsllJvc to lhC! systemic torlc effects of PQ(luf18 to•icity) and It m.1y not be po!iSlb!c to glvc;, larg<' cnoush do$c for PQto have an 

etftd in t'1• b<~n. 

" 
DOM would bewltliRK to W,e ,lri•ti•I rrwle1l•lwith Syngenl• for PQconcentt1lion ,nalV"Si:5, 

ACTION• KZT 10 estil'nete qt.t,ntitv of tiuue requirl!d for •Mtvsb. . ACTION • DOM 10 conduct s1ertofot.V on monkey bfaln, . . ACTION - ODM IO.sl!nd 10 Syngenla lhf' lune p,,1lnnlo&v IHJIOO.'IY r!!pnrt, . ACTION - con.sld11 itdoptll'\f ,;ame protoeol In mice with lower PQ dos.es . 

ACTION- OM 10 rnohr~ with analvstswhlch neurochftrnkaf metnods to use. (CD or MS. l,resoe<:tlve ol whldt method B stltcted. the imoottanct Is to IOOk ,11 relative chan;.es with different e•oosurt realme.s. 
DOM suuestd that oxtdat\on of sample~ can be orevtnted lf samples ~re piked In .cld/lc:e. 
ACTION- MB to consider u,-,n11 USn.as,eJ + 1\JNEl • NiWstalnltw to confirm •POP~· Cell death usiullv occun l davsahe, MPTP dosing. 

Botham, Philip 
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21_, 
K>n«ttaupdate tictenclad Ht■llh Sc.,entt& 

Sin1Jf fp cto,1,.. U11liHfM C.omnwnu •ris.ina from Ptts~tation: 

In vt'l'CI mkro 1m1g1na upd1te wotr toUowmg dosing of ,nec-1 with Mt'n•. most of the Mt-'t'• prtsent ,n tht br11n W1II etth.111 within ts hours. lhe ,etL"l'\ttOn ol .,U•n 

Objectives and study outlfnt fo, 28 mou~ brain ap~.irs to be lonatr than wllh MPP,.. 

111-y klntllcs '1Udy M1uo1m111n1 wori:.al l.h,ll~ Htver 11,-•nel) ""111 CO!ol Sl!tO,UUU. 

ACTION - KZT to c:onsldtt the nttd for furtM< ift\l'tnl11llon. 

F'utut'e studies bft>nded Hull!\ kitncr I ltgeJ 

't•ms l.Dtnments •rwn1 from preu"t.llOf\: 

Wolf . KO mit.e ~ludy: lNfn, R1 (H P.1 ICO~ • .,11 inltrftron 6KO. 

LPS study- nHd rnulb lrom otllfr studit\ belolt the DfOIO<ol c•n bot llnallw-d. M1y not bfo requirfli, dto.ndingon rtsults 

''°"' lht TNro inYHtCH.ion,. 
Ss,«l•s/ stra1n - studits not lo st.rl u"'HI we h.lw full!M-r infounalion lrom other stud:fl : nolr, OMM hH not Stl'n wi~ 

Yar,.atlOM ,n dlff-.rtnt mo,me wairu with MPTP. howtwr, PLN h1s uen b11ge diff Prenu1 with PQ in 1n vitro system,. Svrcenta 

ha.J ~ta 1howin1 tttal mou~ is morl! sens1t1vl! truin nit to t'Uer.posu,e 

ACTION - tonskler publlsh·"1 ~per fo, poster) - but we reqOire lu,11\f.r k.lnelic d1ita 1n thl! rat to iUDP0'f hypolhe~s. 

ACTION- Kzr to ol•n in, .. , lrintti:s WOfk. 

Nttd to lfWHhpte PCttnt•tl rnttNnist.c dlfftttnc:n belwun mlCl' •net p,'Nnltt~ •nd. lo, U.Btnpl£. "CO'ftDOUnds sucn H ~ 

o&.v • di!rinlng rot!! in the ei.:prtuJOl\of tffet'ts. 

Uthl't areai 101 J)Otr.nrfl'll lnV1l,tlgatk'ln: 

~ Other factcws w\lch have bc!en reterred to In e-,:ernal s1udlu as POll'ntially lnfluent"ing effect, fe-1. rMntb) 

~ FM:tors IMI m.y dKtH~ H Wl!U as ,ntrH~ us.-

ACnON-cOMldcr lt and when we Vlouldconduct ~nctk.s studies in non•homan Ptlmates. 

ACTION -c.onslder putt1n1 PQ t!vouah Abbou's neutral omino ocid tr1nsporl SV5tl'm (utllisins 111•1/ ncu,on;,I :ell mixed cultures) 

(pidMMOloev ,tudlts Etoert Advnors on Mo,ullty Sl\Nty at Wldn•1: 

Widnes E;,fdemloloev. Extended Health Our hpertAd'liJCH's on Epkfem:olo1V (CA(! 111'1d Pfof Cogan to re-tiew :wotocol, to be preo-are-d by J Tomenson and agreed to 

1usk factors :HPt>" Science &-lrtalTc•ms oy iyn,ent•. Cot.e•n hn .. rttd to be thant.ed tn •ny subsequen1 publlc.uon for h•s •ctvtce and coruu1t1uon. It wu •&l't!td 

Y'Seconoo study we w..,u1d "°' sttlr furthtt ,uthorsh•o from" 3• 1Nrly. 

l\lu tt al, 2009; Cone!lo tt ••• ZOO, T'hf: study wlll bt 1mpternen11d., ■n updtlt ol the Paddle l)■t,er, IOokU\C It 111 c11uses or death u pe, Paddle. p1u1 PO. 

ACTION-.Suppo,1 to be souaht to proceed with the study on this basis. JS 10 brief Arulfo. PAO to brief Ooe. 

SUrvtvM cohort at Wldtwj: .. ACTION -Jl 10 pr.p,rl! • docum.-nt ktirntifvinc lim'lattons ,n conduct•nc • wrv'Yof si'udy. A~ to sathe, c.o,nrneMs 

from our EAE °" the me,1ts of conduc1iftf: a IUNivof' coh«t itucty n W,cfnH. AN/JS to M'/ist how 10 p•oceed. 

follow,ng coruuU■tlO"I W11.h ll~ Ind MFW. tw• ""'' 11rt'&dy dtltll'l'\lntd tntt rt WOUid Ol' 1n•pproor111t 10 uworve 

Coggan as this m•y treate II conOlc.t with l\ls other orofeWOn1I M:tlvltln,I. 

Midi: ,.a.c:to, P•Pff: 

The EA( have •&reed to oroerl!.u this and htve idffltified a oost-Oochom tile Klf~l•u~a IMhtutewho wtn ereotrt IHI• for 

'""· . ACTION-Ma'ldelto dlscuu pntctictliheswith AN fand toiisult with C08J 

case Control Study: 

Synstnl• u:et\ to optimi.lt! it, ■bilityto st•r1 a uudy loUow•~ cuttome from lhe A& Htallh 5-UIVl!'f'. 

[A£ hu commfflted ltMl Uus stuctvw•" M dlfr,cutt 10 itut1at•. compllc:ated to .-neut• end unfill.ety to •dd v■lue to OUf 

und~-"indlng of the probletn c-omp,ar.cl 10 a us1H:on1rot stut.ly ■he-.tdy being pursued a, tMII of the Agheallh '""""..,· II may 

bt ditficult to flnd a suitable study lnv~1igll0t beome ol lh•se mcumstll'KH and conuqut!ntly ttw beMfit of• lurth•r study 

lll)pellrs exffemely dubious. Whe.n a11 tl\e wmmenh lrom u,e- tAt. twvr been ,ubl'l'\llfttl lhe det.lSlOl"I on w~u,er tnconctuct • 

htrthet study wm be made 

. CCKtelloPaper; 

ACllON - Mandf'1 lo l)fovide "'" objtctlve 1wu•~srncnt from t~ tf'llm by 1 t/ilv 2009. Svna;rn1a Ma!ed lhat we woukt u~e their 

rev1ewtn ,11;,port our pn\llitw11w1lhOUI dlre,<;I r1>1Prl!nc:I' to Ille •r1e"1 l\(,1l1on at !he contributor,. 

111lr P,11pe,: 

~ EAE ne:f'd more time to co Mid er thrir rl"SPOOH' to this P,Pt'f. 

Ac Hnlth Study: 
ACTION-C88/MFW to •rraftge I meeting to consider the stten&ths J~ wuknes.s.s ol coMtuurna tne-ntHed control study 

within the cohort. 

Orc:ulation: 
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