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lnfanrix-cont. 

IJU~loblo ~mlkide. After tnsertlon or the needle, a.sp.rltte l.o 
enAuNI that. lht:i needle ba6 not Eonten!C:I 31 blood ve&.!el 
Do not Q:dlnmister th1s prodod sobcu.taru"ously. 
Pnmnry ltrtmlmhtt.tion 
11uJ prlmnry i.mmunu.otion eourBc for children 1Ct48 \hon 7 
yeAl"' llfllge i& throo do!ieS or0.5 mL~ glv(l_n intrnmu.tteulort.r, 
nt. 4~ t.o S.Wcek intervals (prefernbly 8 wt.'fjks). 'rhlt cul'it.lJm· 
ary age for th_, O.r.;t doese is 2 montht or ngt~:, but iL mny bo 
giveo 8btrtmg at. 6 wK.ks of age and up Lo the gc;venth hinh· 
tl~y. lL 1!' n.'CC>rnmonded that ln(anri.% be riven for t'H lhretl 
~saan~ no lti.terchangeability d.a.u on a.cellu.lur IYM' vrtc--
nncs eJtlSl for the pnmary seri~. ln{o.nn% mny be uHd t.o 
Mmpltot4! the pnmAry se~ in infnnhl wbo ha\'• tl"fttVtd 
one or two clo8eJt of whoJe.a.U DTP vacrinlf Howevtr. lhe 
safety and efficacy of l n{anrix. m 5UC:h tn!a.nte han not. bern 
ev•lualA!d. 
~~~r lmmu,.ualiiJII 
When ln{tlnru 1• gwen for- the pnJ'IUU')' .!tMlel. a fourth doM 
i5 rt'«<mmet~dc>d nl 15 to 20 months of ago. on,., U>U.rvol be-
twcon th•llurd ond fourth dose • hould bo otleMt 6 nwnlha. 

~( ~v~~:l~,~~~~ futl~~:~e:Jhto d=:~~~~~~t~~u:~f. 
drtlf'l WhO hrtve previDU6ly teeei~ four dDSfl Of / tr(fl11fU. 
Jf ft. ch ild h!ta received whole-cell DTP VJ).r.dne for one or 
more d~. /nfararix mey be given to complete the tlv&odAAe 
aerie&. A fourth d~ i~ ret:omme.nd!!d &t 15 to 20 nuu\th.8 of 
6gO. The int.orvnl botween. the third and fourth dOBe ~Jhould 
00 llt. lorUtt 6 month&. Children 4 to 6 yean uf nge (11p to the 
~vcnth birthday) wbo received aU four dotte.oe by the fourth 
birthday, intludln.g one or more doses ofwhol&<lt-11 OTT" tJllC· 
cine. 1thould roreive a gingJe dose of lnfonn% before t11tcring 
k.indftr"gert.en or e len::utot.ltry school Thi.t dose is not ocedad 
if the fOurth dOM W M given OD 0!' aJler the fouJ1h btrtbd•y. 
AdduU>ft.Q/ Do.lll/l /nfomu>li<m 
If an.y recommended dOI!e of ~rlu.sa:is va«intt t:nnoot be 
gwtm, JYr t f"or POOi:aO"'C Use) should be given as n~ed to 
comp~t.e Lbe toenes. 
ln10rrupuoo of the .....,nunended odlod~l• with a d•l.t.Y b. 
lween d01ta 1hould not interfere Wlth the finll tmmunity 
achieved waUl lnfomU. There is no need to ~~otnrt lhe ~rict 
over 8pJn. regardl~.ee of tbt! tim~ ela.~ betwten dOM!tl 
The Uf.!@ of n>duet..-.d volume {froc.t'iona.l d08es) i1 not retolD· 
m<lndcd. 'M\o tlfl't"a of a;~ueh prac.tices on t.he frequency or ... 
riou11 {advcnm evenllf and (In protection ognin!Jt. dftWniJ.O hu1 
not boon dat.urmined. 11 

Prcterm Infanta !hoold be vaccinated Het:orditiiJ t.a t.b(Hr 
ch.ronologicoJ age from bi.nh.11 

For pt!r&OM 7 yeara of ag6 or oJder. Tetanua and f>iphth.erill 
Tox.old_• iTd) for adoh use Mould be gi?en for routine 
boolst.er ammunization agamst tetaoWI and diphtheria. 
SimlllltJ.n«<u• Vacc:ine AdminisJroJion 
In ttinicat Lriab. ln{atull v.-u routinely adm,ni.Jtercd. en 
,...~nllil Sitos. oonromitanUy ""th one or 100«! of the follow· 
inl •attu~""' poliovuus vocci"" live tm~l !OI'Vl. bepouU. 8 
vcam.ne. and HOLmopfuhu influ•nzLJAt type b •a.cc:tne ( U1M 
t ... CUNICAL PHARMACOLOGY). 
No d,>'.a an .. ai!obn on the ti=rl""'- odm!n;odnlttD01 
of meMit!IJ, ruwnpi' and rubeUa 'i'IK'cine tMMRI, Yttnt:~ilo 
vaccine or Inactivated polio virus (]PV) with l1ifonru. 
When conc:omhant administration of other vnocinea t. ,._ 
quire<!, they .should be given witb different syringtt~ pnd a t 
ditTerent inj~tion ait.l!s. 
The ACif-' encoumges routine simtdtaneous administrtldon 
or accllul<tr DTP, OPV (or IPV!, !lib, MM tl und hep~~till• B 
vaccine for children who are at the- recommended n~c to ro· 
~ive tho&Q vaccines and for whom no s pecific contnlndica· 
ticaru erJtt nt \he time of the vil$it. u.nles~:, i_n the judgmaru: of 
the prov1der. complete vaccination of the cbJld w11l not be 
comprom•.sed by a.d.ministering vaa:inea at ditre.rant vit1t&. 
Simult-a.neou• ad.m.in.istntion i_fil particuta:rl, impGrtant if 
Lhe ctuld m.ght oot retum for subsequent vncdnations.. _., 
STORAGE 
Store /nfa.nriz betwNn 2"and a•c (36•and 4fi:'P). Oo not 
ITHu. DiocaJ<I if ~ vaccine has been fr<nen. Do n<>t """ 
Q;lteJ' e..-pirotion date shown on the label. 

JlOW SUPPUED 
tnra.nrix tDiphtheria and Tetanus Toxoid& 11nd AcellulAr 
Portu~ai.8 Vactioe Ads.orbed) is sup-plied !\ll a turbid wtul8 
6U.!Sp60lUOn in vials containing a 0.5 mL singled~. 1n Pft¢k· 
ngea of 10 vial&. 
NDC r.aJG0-840·11 tpackage of 101 
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Dose VIAl, 10'•, 8505-01-442-6262. 
IN:L3 

Shown. m Produ~t ldttnttficataon Guuk, pog~ 331 

KYTRILe 
lkr ' ·trill 
graniMtron 
hydrochloride 
Injection 

DESCRIPTION 

I~ 

Kyt.ril (graniletron hydrochloride) Injection is an anti· 
nauseant 3.nd a.nti~matic agenL Chem.ically it is ~ndo-N-(9-

m•thyl-9-azabicyelo 13 3.11 noo-3-~1~1-melhyi-IH-indazole· 
3<arbox:amide hJ'drochtoride with 3 molecular weight or 
348.9 !312.4 free bBi<H. Ito empirical formula •• 
c .. H,,N,O·HCI whue Ito chemical stru<tun! is: 

03""~•-rn, 
I · HCI 
CH3 
itfanisetron hydrochloride 

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


PRODUCT INFORMATION 

Gro.oilkrtro» hydnxh.lc>ndo 11'1 a. whu . .t to ofJ~wb.it.e 10hd t.hua. 
is rtadily •uhlbll, In watt'l' g_nd tlu.tallll &&lbu.: n' 20'C. l(vtraJ., 
J.Uecuoo t.a a clur. colorleu. »t.enlt.. D01lPlT'Otftuc. equcous 
~ludo• 5:w intm'-'l!'no0'\J3 -.dmipi.t:n.bon~ 
Nyrnl it nvailtable in t ml.. JJi.ugk--tkJI!IU tsnd • ntL mult.i-do8e 
vials. 
Si:ngtH)O<M Vieh; e.d:t I m_L ol pntM'rTAU""~ OQUOC.U$ 

8<1lutilJII con\.ain11 l.l2 m&: ( nniMe'Cnlfl hydroc:hlcridt: t!ltWY• 
alent tD ~rrruuaetrou. 1.0 "'" aod sodium chloride. 11.0 mr. 
'I'M MJutioo'• pH roogf!l' fioom .f.7 W 1.3. 
Mutt.J.OoM Vi.t~ Et.tc.h I mL C~R~Lnn~ l. Jt me (!1Lllll11Cttul 

hydrochluncm ilctUJvalenL to gr.amst tron, l 0 mg\ aodmm 
cblandl,, 9 mg: titric acid, 2 nllf. ben1.yl altdhol, I 0 JJIJt, 105 A 
~tive.'lhe oolution't pH tao~ from <1 0 t4 G.O 

CUNICAL l'llAitMAOOI,OGY 
Onnl.sotron. &sa ~lt:oetivt 6-.hyd:roJytrn)(amine,(li-11'1', ) •• 
¢pt.or 511~ wstb l1t.1Je, or o.o Aftinit}' for other MrOt..-
ru.n nocepLOrS, mduding !HIT1; 5-tlT1"; 6-lf11M:; S.-irf2 ; !or 
a1phA1·, ~a lphn,.· l\r OOta·ndrentm~ptors: for dopamin&O): 
or for hi.5tamin6-l\ 1; boru~odiflU\pw~: picrot.o-d.111., or ~ptold 

"""""'"'· Semtflnln reooptM\l o(tilo 6-liT1 lype a.relcJCOt.d periph.,.• 
a.Hy on vt'gul 1-u,.-ve- tci'Ti\lnol.ll .lll\d t.entrolly ~n t 'tto chonu~-
1"91.'\!pWr trigg:tr r..coe 1Jf llte a.re.a poRtren\3, 'During cheo»-
lhfnPY·IIld~«d YlliDitiJit ........... entemduomallin cells 
I'C!I~Allfl _.rotoni-n, wh it:h Jo:ti.mol:tte. S~JM'~ f"(li!l!ptONI .. "nUs 
evolut\ vago.J otferent. d.iiChura;o, induc.u\g vomitit13'. A!Un-..l 
•M"'' d<mo,.tntc tlu~ In blndlnc to 5·11T, """'P"'"'· 
(rtJ)lMtl'tJt'l blockJ S(>ro{t)nin sbnulltt.ioo and ~tJt;w,quent 
Y<fM.it.iog n&t- urn.,t,og~mlc fltim\IJi &utb M ti3pl.atio. 1-n tho 
tent\. a.niru~ l model. a 11i.ngle gm.al.setnm injection pre· 
ore11ud vomitina: du• to Juch-dose eHplatill or anest.od ''Om· 
ttiag within 5 I.e) 30 s«ouda. 
to n)()llt. bu.rnan ~1.\ldit.:~ . grtu:Wsci.run bou had HILle ttT~ ou 
bi<JOd pmsure, heart rate or ECO. No evidence or sn d'«t 
~tn plaama prola.ttin or akbrternrv tOnc::r.tltratiOM has ~ 
bund ill otJ)eY •tudie~J. 

Kytrll I rti1..''4::UoD e.JdJ.ibited rw eO'ect (lf\ oro~>Col tr a.mo)\ ume-
m norma) volunteen ci\'t!a • sin.gl" inba\'~MU.! in{u.lioo ol 
50 mctc/kg or- 200 m<:s/k« Single ancl muJii pie t~nJ d-.. 
111awed oolanic trumsit. i.n normal ''u1unteers. 
Pharmacokinetlca 
In adult ca.ootr pdienta uod\":-rco'ng c:h~mc.c..he-mp)' eod in 
•oluntcen~ infuJJOD of a amgle 'lO roqlkg m. o( l(ytnJ lo-
je(titHl pNJ<iuced th•~ following mc11n J)harrna(nk:inetic data: 
[See !Able 1 .....,..., 
There was bi&h tottr aad mtraub.Ject- vanabibq llOC4.lCI in 
th~lile kt.udjes. N:o difference in m.l)0n AUC was found be-
twoon ma.lee (j.lld f01-mol~t. a lthougb rn&lo$ bad a h ig lu;r C111n 
gen•rally. 
Gmni&etron melabolit:m tovoh·es N-demet.hylaboQ a.nd oJo-
Rll)t~ ring mtidabon fnll(IWt:d by eonju.;:.tian, An.im:tl ~rtud~ 
iM !Ug_geaL thuL JOt:ne o( the tOtllabolit.d fllay al:iJ.o hUV(! 
> H1"3 rta-IXOr antaeonlll activit-y 
C'lcn.r-a.nce U pedotninARtly by he-psl i.e: metAbohsm. In nor· 
nl.al "'"lnll~tm:J, 11pproxi ru.ateJs 12';1f, of "he 6d.ro:ioiat.ere.d 
d:Off' 11 e-llroutattd u~ett 1.1'1 t~ u.nt1t •H 4-3 to-.-n. Thi'! 
~t~tndttr ol lb. no- i• excNted lll.t matahoh~ 49'1. tn the 
urine 61\d 3t~ to lhe rcc:6t. 
In uiuo tlve-r mjtr<JS(IIM.) rtud:iea 11how lh.!n granistt.roo's 
~ I"CCUteol met.llbolism U: inhihll/.!d by kctDconamle, l\lft-
&cttllvo of ruetaboll~ medit~Ud by the cyt.Oehttt'me P-41)0 3A 
~vb(tunil y. 
Pll.ltitTU• pi"C)tein hinding it appro'dmateJy 65~ and 2J'IU\iS· 
ctroD d i.atril>uta f'n.~oGJy betw C!!C!n plftltna and rod bJoocl «ill.&. 
fkHifY: Tbe ranges of t.he pb.armecokinellc perarnetera in 
elderly voluntet-n (meal\ ttae 11 yenr!U. givtn n smrla 4-0 
~ intnve:nou doae of .Kytril J.ajc.dion, were ge_rl(!rally 
~iwilor to t.bol4t io JU"'J'I« b<t:n.khy V'Cihtn~Hn; ~an values 
wert ln .. -er for cletlrance e11d. Ionatr fer h.aJf~life in the e-1· 
derly c ... Thble ll. 
Pedl•tr*; P•t~ttt•-: t\ phtfm4'!COki~etic etudy i.n pedi~atri~: 
cancer pattenta i Z. to US ye-an of ate), Cf'ltn a single 40 
mc!Vkg intniVOROlli dnse nr l(ytril Injection. l hOWed that 
volu.n"~a o£ diatribuEion ond total clP..t.ra.llOe increased with 
age. No relatiollllhi.p wllh "!:• w .. obseNed r ... peeJc pi08DJ3 
coooootratlon or lermuul phase p1osma half .. llfe. When 1I01· 
\1Jn4! of di~fr--ibutior~ ~and t.obl elo•riU~fl an 111djttatcd !oT 
body weight. the pbormawk.ioctiee of gro.oi1tttron a.-e aimi· 
lar 111 pediatr!c Mel adult""""" pauen ... 
R•IUJ F•iur• P•d•,ts: 'Thtal c:iearuw::e cl grani-.etron was 
not ,-, rrected in patie JJ t.t ..-ith ~""ltr~ Tenlll fail\1.re who 'N)· 

ct:ived a single 40 &;'K'g/k( intnvero-us dt~Be •f' Kytn't lnjE<;· 
tion. 
H•p.atbllylm,.w.J P41M~ A pbumAc:okinctic:atvdy ill 
p•tiC<l!• with hepatieimpoirment dut to nooplustlc liver In• 
,-.olveiN:nt showod that total cletr.tnoe waa AJlproxim•U!l_y 
hdv-od cornpcaJ"fd to pAd•nte -'thout ~de inapalmu:n.t. 
Given the wida v(lriabiHty i.tl pha.nu~:h."'kin~c.ic peuo•ttttrt 
noted on parienlJI OJtd rlle (tOOd wleronce ofdo.es well <above 
the ........,.nded 10 tnqll1cg d-. o-.p oc!Ju..,.ont i• pa. 
l.i.~nta wHb poaeibl~ hcpet;ie funttioaa.l impa.lnne:ftl ._ 1101 

OtCtSSIIfY. 

CUNICAL TIIIALB 
Kytrillnj("dion hu been. Jhown to prevent I)AW'ea. and vom· 
iting 'usochHtJd wit h 11i n~h:~day and re·J*ut. cycht CIJ.OC~r 
themotherapy. 
Sint t ... o.., Ch.-no1henpy 
Clsplllin-&JUd ~t•eropy: In a doublet-blind, plucebo-
controlled study m 28 d1n.cer pAti(!ntJ;, KytnJ Injection. ad· 
minl«orcxl M a aingl.e Uttmvonou. i.J\1\uion of JO n.:gh.g. 

SMITHKLINE BEECHAM/3105 

To~Mo t. Ph ltfmMOJdn.-tic Pa_f'am•t M'II In A~ C.ncer P•fitflh Uftdwgoing Ch.erno•hM-vt •Ad tn \fok.lltt""- FoUowing 
• Singkt h'ttravonou• «» nl(t/kg Oos• o' Kyt.rll {tJ!aniMtf'on hydtochh>fl.d.J f" Jtction 

PM~ Pl••ma T..-min.t Ph•N Toul VoJutne of 
Concetrt.-• llon PJ.nme H.tf.Ue a. •• ,.. Ois-trlbttt:ion 

(ng/mll I hi !lfhll<ol {ljkgl 
~ ... P•d 41ftte 

M..,.,. 638" 8.96" oas• 3.07 " 
RanKe 18.~"' 176 0.00"' 31.1 C.l< to I :;4 OJS5 oo 10.< 

Volun1etn 
21 to 42 .)'f,at'8 

Mtom 64.3 ' 4 91 ' 0.79 ' 3.1)4' 
Range II.~ to 182 0 88tol52 O.l!ll to 2.56 163ooSIJ 
6-.~ t () 81 y••(lrfj 
M..,o S?.O' 7.oor o-w' a .971 

Rang.~ 14.610 I~ 2.66 "' 17.7 0.17 to l.06 1 .7~oo70l 

• f. .minut4! mfu!iion. 
1 3 m.iaut.e in(wnon. 

Pte ... •ntiOn ot ChemotMr-.pyo4nd"ctd NauM• tnd vomlting--$11\gi• •Oey H1ih.OOS. ClepNt1n Therepy ' 
Kytrif tnJKtion PNelu.. 

N\1.11.100, of 11utie.nbt 
1\dpo""' O.er :14 Hc>IUO 

C<>mpl•u ResllO ... ' 
No Vomiting 
No Mor. 'ntAI) Mild Nau~ 

2 
62 

(mcg/19) ( VS. z m<g/•gl 
w ~ w ~ 
62 53 

• 0.002 
< 0.001 
NS 

< 0.001 
..- o.oot 

0.007 

1. Cisphltln ad.miraiatration bt:lolaO withio t O nlinuc.e of l<ytril 11'\)ection infi.Js:io.i' 11nd oontinued fo t 2.6 hounJ (incan} Moo n 
cuplatin doMe *"" 96 to 90 mglmt. 

2. No vurmtmg a..nd nG n:n.derate or u .ver-e anuatL 

Tobie 4. PrevMtion of C!Mmothonopy•l""'ced N.., ... •nd Vomltln!>-SinoiHJoy Hloh-Do•o """' lDw-OoM C lopl•tin 
n-.py' 

Kytrfllnjeetlofl P·V•h•• 
(oncg/kgl lvs. 5 meg /kg} 

5 10 20 40 10 20 40 

~:!~:r~;fi%::: <10 {9 <18 47 
~Ovor MIIoun 
Comploi.o Res110"-""' 1811> U 'i> ~ 47~ 0.018 0.0'15 U.004 
No '\hl\littng 2Rit 47~ .U'llo 53' NS NS 1),0 16 
No NauJea 1511. S&<JI. 3~ 43~ o.oaa 0.019 0.()()6 

l..ot6·1Joa,e C~~lm 
NUmber (If be.nU 42 41 40 46 
kcEifXll\11.0 Over 2.4 l-lou re 

Comptcte Rttipon*'' 29% riG% ~8'1> 4 1'.b 0.012 0.009 NS 
N(l VotutJD.R 36 .. 63\1. 65% 43% 0.012 0.008 NS 
No N~u~• ;!9'1- &6')1. 38'J. 33'1. 0.012 NS NS 

1. Cispbtin actmintJtration bega.D Wlt.hin 10 munues cr K:ttlil lnjf(Qoo inrusaon and eonlinued f(lr 2 hours •Jntan) Mtan 
<:i~!p lttin dOHfH were. 64 ond 98 rt1W'rt12 for low 1t..nd. high str9ta. 

2.. No voom11-.tng ati.U ntt 11ee tt( ~ a •.•l,o:'l6ot<ttC.. 

wu eign.Jflcaatly n'ICltt' effedlv .. than placebo in pre.,-ot.lnc 
n!lUstP and vl)mittng in1IUOt:d by ci t~platin chemotherapy. 
Soo'l'ablt 2. 
To~ 2. Prevomion of Clltm-.n-lnducN NaUHe 
and Vomlti"g-Slngt•Otv Chphrtin ih•r11f)V 1 

Number or Pa.tiefl.l• 
llcP.poMO (}ter 24 f-f l)\Jl"S 

Complete Rospon..,• 
No Vomitinr 
N'o lthr~ Than 

tv1i ld Nuu~i 

Kytrll 
ln!e<tio" Pla<obo P·lla luo 

u 14 

93,. 
9~ 

93~ 

<0.001 
<0.001 

<0 .001 

l. Cispladn admini•tntion b.,gan wlthia tO minutu of 
K~:ril lnjeetion 'nfueiol) o.nd cxmtin ucd fo'f 1..5- to 3.0 
hours. Mean cifpl~tin d ... was 1!6 Olg/m1 in t he /f.V!riJ 
Wo<lion group and llO mldm' in i.lwJ ploo:<'b6 i"JUP· 

~. No YBntiti"g and: oo modem too,. 8C..~TO tUlUMm. 

K)1ni 11'\.k!('boo wu also fVIIh.t.atEd in a randomized dO!e re-
tt~\1111 ttudy n( cu•ctr patie.nta rtle»i.U., O.pbtin ~75 f'fl.ft 
C¥~2 . J\dditiona( ch()motheropeuti(. fllgenta included : anthra· 
cyclin~ll. eart»plntin.. C}'WSI.atic antibiotics, (olic acid derivn. 
tivfs. ntelhylhydruint. J\itrog!'n n'IUS"mrd a.aalop. 
pldophyJiotoxic clprivati•ot , pyrimidine a.nalop nnd vin-ea 
ullro.loillo. K.Wil lqjec\.ioQ, ~ .... or 10 and 40 mc~'l<g were 
supericr to 2 meg/kg in preventing: dlipllltin-indu~d namea 
and "'0-miti:ng. but 40 mcgl'kg w:u not tigni6t:antly euperi« 
to 10 meg/kg. See Table 3. 
!See table 3 abovel 

li7tril 'p..U..o:n1n bydn>chloridcl lnj«1io.. ,. .. aJ.o e•cd ... 
at.ed ttl p doub!~·bliml, ranc.lt~m.i.K'Cl d~ T{l!SfM!Nt! !)1udy a( 
353 1>3WFnts strotifiod for high (>:SCI ID 120 111111\n' l or low 
(50 to 79 ntWm2) a.plutin cloM. Re•-pomc ralo(!l of p<'li0111..ta 
r ... r bolh deplatin " uta a-nt (iven in Table 4. 
l~oe oabl• • above! 
Fnr both the low tt'.d high Ot'Platin arrau, the I 0, 20 and 40 
~ doMtt were- more ~fft:cti~ tt:t.n &be & ~ daae iJt 
prcvtndng nl!usea and qomitU!g wiltun 24 boun of c.bt.m&--
therapynrlmlnifli trJJtion. -roo tO mrglks: dose w!\sa.~ le.aAtu 
eff«:1ive a_, t.he higher doa«4. 

_ ... ,r rm .. ogon~c a-.. ... -.,., "'"'J 1~. 
40 1ncWkt, wu c.·ornp:nc<l with the eombinau.icta or chlorproo 
mruinet50w200 m!V'24. hourol and "'""'""thasone (12 mal 
in patient. l::n!at«i with ~nodentely •metogerllc chemother~ 
apy, intludtn& frimari1y urbopl•tin >300 rtJI!Jm', a.,pl#tin 
20 to 50 mtllm and tJclophosphamllle >60Q m~m' Kyrrll 
trUectitm \t9t sol)4;r ior to the chlo-rprom:u:ine regime-n in 
preveofulg oaua<eA 4114 vo-mit:ltl., See 1\\ble 5. 

T•bf• 5. Pnvention of Chemoth.,•py4 1nduced Nllu .. • .,.d 
Vomiti09-Singlo-Doy ModO<ttety £motovemc CIIH!o· 
n-.,.,. 

Kytrll Ch.lo'l)r~ 
tnj~ mum. ' I'·Votve 

Nwnber of Patients 133 133 
Re•ponse Over 24 Hour" 
Co1aplete ~~~~at 6$'l 47% <O.OOL 
No Vom.itina 
NoMoreTI\o.a 

73~ :13\t. ..:o.oot 
Mild N'tus.w. 7"l~\ 59'.t c O.OOt 

I. Palients also rea<oved dexomethasooe. 12 mg 
2. No vomiting 11nd no mod~rste o r se\'om n•usea. 

lo 0\ber <tlldleo ofiJIOderotely tme<otreOJC <htmoU"'rat>Y. no 
sipi&cant diffen:nce in tfficaey .,qs faund h«YHn l(y.nJ 
dooos of •o meg/kg ond 160 m<wkg do•••· 
R_.-cyclo Chemothtropy 
In •• UO<OGtroiW tnal, 512 eoncer pa....,l.l ....,.;,eel ~ 
fnj~c:t: ion, 40 rncg/ka. prophylaetic:ally, ft.r two C)'daa of 
chtmothentpy. 22• poOent. n:.'1.lcived h for •t. leu.st fou r 
eydtt and 108 paueno.. ....,.,vel! il for at lea.•t six ,,ytlet. 

loformdion on lhe SmitltiOint IIM<hlm Phorm~uticals 
ptoducts •P9••int h..,. ;. b•Md on th• t.bdng fn effect on 
Jun• 15. 2000. Further lnfo.-mttion on these enct oth.r 
PfodiJdS moy bt o~ned from 1M Modieal Dooartment. 
SmithkJiae a..dum Ph.a.rmac1tl\it._ Ont Ftal'llditl Pbu. 
PtiJodelplll•. PA 19101. 

Exh. 1016 
f 
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3106/SMITHKUNE BEECHAM 

Kytrll Injection-cont. 

l(pnJ ln._JOd.JIOo •tnt.ey r-'•&a....! ,.YtJ•t-11 ~taAt 0".,. 
1tw G.rtt ._. npt-M r~~ .-,m COO'pltt• ,.....ponM n.l.ft me l 
uur.a.ttnt tnd 00 .,..Jfntt H ~~"' nAtb«'a 1n 'll hrurtl d 
t,;.I)C\. &o (;9l1. \lo pllt~aU N.,.. 41odJ«< f~r n'.OI. tlU~tO 1$ .,.,.... I Ptdlatrlc: Stu<IIH 
j\ nrdon'"A-1J*d .mhl.-..bhr.d -.ttWy f'!tahuuf'd tho-- '!-~·MUT ~ 
• pooae: o(30 pedulnf Cit leU pabHU t_,. 2 Lt 16 ytc.rs ~ 
J<,cnJ In~ to. m or 40 COCWkc P•t"--"11• ,.,,., th1itM 
..,u. orp1.a1ut -oo ...... <>unotv"' ~3 111oa' ~ 
pUm.dp > l r/•1 01 .u,....n nat..Utd • 4; tn.efM1 ~ ,...._ .. 
B 
T.tft a. r..-.. .mlon Gf tt..mo·u....,.tndructld ,... .... .nc~ 
Vomiting In P_,.11rie Pat•enta 

!"umber .r r.~o'-
Modwl !lumbtr of 

VGmlbniJ EpaJOdM 
Complete A.e.tiOtiM 
Over 14 Ho~.ara1 

lytnllnjK11oo DoN lm<Q/klll 
10 :!0 40 
Z9 A] 2.$ 

2 

'l l"" Jl·~ 

A ~od pOOiatnc: •tuff)' compnr'f'd J(yt,.,l hutnion 20 
caql\8 to <bWrprutPM.Ul'll J!IW. th:auncth....ooe Ul 88 pa• 
t1eots lreoted "'"" 1f01famodoe Z:J rJm'ldA1for two cr """"' 
days._l(yt.rtl J~t"'t'l WA!t •dminiJitJlof"@d !)n fl3th day or i(M-
fan:lide t.reatcrwut. A~ ~4 houn~ 2~ cA K,tnl lnj.cti.an pa~ 
tlenu Kbi~vec-J c;ontplut~ re~;ponae hW 'YOUll,i.rl• a nd oo nMKI-
•'r ttte or !u~vere ru'u,.eo In Z4 hou~r'l) COrl'IIHU'ed witt. J 0% nn 
Lbe chlorprornum• ,..«innn. Tht m..:t l~tl\ ntulbctr' o! vomit~ 
•a« rpucxJ~ with Kytr'1l h~'ion wa. I 5, w1lh chM-prom"· 
.ane n was 70 
ll'iDICA110NSAliD USAGJ> 
K,<nl l--hy.Uo<blondol ~ ... - .. oocl>a!Ad r •• 
d:'W f.RVr:&lhOO of llauM:a .and YQCnll&I\C u.ocut«Jw-il.h tN-
u.al and n-Pf'at ClClUrMI of tmeW«eo.Jc cancer 1benpy. ut· 
d~ hifh d,_ ciaplnhn 
COli'TRAINDICATIONS 
K)'tnl lnj«\IIUD \8 c.ut.n-'ad.Qle\1 "' p.lWDU waLh kr.w--n 
b),............l'O'IIJ 14 lbe dn« ot 10 IUl)l 0( Ill COOil:j)0001! ... 

PJIE(;AvnOS!I 
llnlelottncliona 
Cra:aUet.r.D doe. eot .... _.. 4f' 1alnh1t tM tytothn-.. 
P""'-M dluJ-aKs.at»lwna tu,yn• ay.wca 1b..r" Uve bew 
co dofuub•o dtuz-drur IDilra<t>oo 011uchet tAl , .. mae pilar· 
atac.k.ioebe ~ p'-.,.accd,.na.mk in lf'f'K'IHin wtth other 
4rotp, bul ,. humou. KflnJ loj«tlOft bM hoe• woely •~· 
-,lf\in:ned wnb ~ R'PI'H'1"'"'1 ..,...mMaup~ rteu .. 
ro~;>tico liM or.IJ ubor .....,._,,......, ......,....,.1, p-.ibod I 
W'l.t.b aruierotue t:te•taM ..... ~nl 1~ aiM doM""' 
appoe.r lA> ""''"''' whll .--..-cbo.-Jo.ropia. !!cause JO"'JUIOtrOft ,. mt14bo1Jm 1>1 htp~uc .,.....,_.,.. 
IJ .. 451) dru, • .,...uboll1•nc mtymM, it\dUCH"to or tn.httnton n( 
Wee cnaJlD"• Mf.Y ch&nre \.he clt~it.roact and, hcDco. t.ho 
bslf.lif• or gran baron. 
Cor<in09onooio. MutooOMiio. IMoo!rmt nt of F--. 
In a 24-0iiOOlh C-ll"tiaO(CenKit)' atudy, roau W9,. lnJal.d 
Grall)' w 1th p-ani.wt.roo I, G or 60 ••JIIWd•1 (I, 30 or 300 
mrJm"tdaJI. ~ ro l1liCikaidl1 dOle,..., roducod 10 :Ill mrJ 
kJifday !l50 ""'"''1<101l dunnr ,.. ... k. 59 du• IA>Im;ociry For 
• 60k( pet"'IInorev.nfCI' kacht( 146m1 todyn.Ntctlll"N). 
theee do&ee "'pr .. tnL 16~ 8l and -40A limo d1e m:om· 
o1endl!d <linlcal doi!O 10.37 m[l/m'. o.v.l on • bo<ly aurfot<> 
llr'OQ b:t.ti8. 'f hc>ro w o,• o •tu.lh:t ic•llly -'Aulfttl)nt iftCr<13.fll& in 
the judde 1u.:e fJ f l~t~pal.occlluktJ etJrcin.M\fUi ntld 1\dtuonu~ itl 
maJto tteatt<l wlth 0 mwlu!/day (30 mc/01°/doy. 81 time• the 
recommt-ndfd hum&n daM bft!tl'd on body •urfn«J Aret ) a nd 
a~oo-... """ in r ...... lot ..... toe! ... u. '.15 m~' 1160 ""' 
m'ldaJ. 40lS t1mee the l"tCllllm('l)<led h\IJMn dow ba.std eo 
body surface lift). No lDn"t"aM u~ b\'flr 'umon wu ._ 
-.rved. at • c&o..all mii\.IJd,ay(5 ••afm"ldll.)l. t6UmH tM 
t«<m.m.tndcd. humrm doee b&:acd on '*fy . u.rl'aa a.re-a) in 
malto 3lld ~ mWl<;Vduy (30 mclm'ld"7· 8 1 umet the rero11· 
mendfld human doM bnaed on body •url'ac;e areA) in rP.D'\t!u .. 
In o 1.2 month ln'al lttxierty rtudy, t ,.llltntnt Wllh gnm1 ... 
t\rOO 100 !Df/\lp'doy HIOO rufllln'ldar. 102% um .. tht recoil· 
~nd<d hamill d- """"" oo bod! 1Wf1101 ona pro!attd 
....,_...,.llulal WM,... m rull at>d ltU. nu wblt 110 
Wllo:b tlliUIWO ••n fo•.ad •• the CWltR-1 nu A 24-...-..nth 
......., aon:o..,..niCIIY <tud7 t( ~""' did 110t ,.._ a 
-utt<ncally JJPJka_rll tncrtl\~ 111 tuiMI' -~ b.n the 
'-&Qdy W38 "'-" ("ff'd ..... ~ 
Benm-P W Lht tu11o0r l'hut•"i•l• ra\ •lud~e•, K,rl.ril trrr:.n.s-
dtOO h<drorhlondel ln,.,.uon '!hould he P"f<nbod only al 
the dc:JM and for tM 1adlfttoon I'W'('()nlrntndtd ,,... INOK".\.-
110115 AND U.'IAGE. and DOSIICE AI'ID III)MINISJRA 
TJONl. 
Craru.C(l'trwl ...,. n.ac. muL~.c: • lA t tlf'O AIM!J ten 11rw! 
IDINM ~pt.a .... c.U ,. ,.. ........ t.abM ... ,. Mod ,. t/1Uo8 

rnouM: m.Knnud~\u &eM Uld ut urro ttrM u uoo r.-t bepa· 
OOC)U l:f.S OUJI}'S It, ho .... er. pro<iuted • IIClllficlU\1 tn· 
l'rt"'$• al\ tJOS '" llelo1 tw11Ja Hl ''''"' and • ••rruktnt i.n-
t rt4;1fJed UlCitkl\«'1 Q( 41"11~ Wlth polypl~-4)' Ul -.n Ill CIUt'O hu 
man lymP>oc~ ""'""""""'"' •b<rntJon -. 

(l r-llt\•Mlroc• at s..:.bc:uta.nec~w <I~ up to(} mJ;/kc/dby 100 
111jm'A!oy. 97 t.imts t.llc ...,.mraendf!d human - I>M«< 
an btwtr Attf&nt- a.n:aJ wat bund tah3ve anP'Sf'(t on Wruhty 
.,.. ~i'r$ pe:tf.onaaAc. of caal. aad C.U..Ica nt6. , _....., r.,.,.,._ Effa<ts. ......,.._ t«0190"' 1. Rl>!lnldurt""' 
lilud ... he-.• b:ootn Pfrfon.ed ~n. ~· ra\1. at 10tt1W .. 
nov.~ up l:h 9l'l'lCik&/dny 16-4: aw'rtt.:,d~, t.a6 h etu t.he 
rt'(l)mrnrndod humaa dose- on bc<l1 •urf•oe oti'II IOO 
(lt"f'fr:litWlt rnbbts: at- 1t~:lfaYfai)Ut dMeJ up to 3 m~•• 
f J6 4 mw'm1.td•y. 96 tmW!f lb.- rt.'('OID.11Mnded twna.n dow 
t.aJft .,. body£~ ~aJ ud ba\-e roo·~ no .,.tdcouo 
<llll'lpl11n'<l lrrtilitv or hanD 14 llw r.tu d.., 10 croruwt""'-
~,.. u.. ~. aoMtqc:awaad •el-f'C'JGVniM-d~ 
lA ptqMal W'I)Dtft lka~ .....,.a n-~~ •~ 
.-r. aOL itJWIJ!. predktrrt tf bo.mtn rupoOJe . llw dnJi: 
.!would bo u..-.:1 durir-t J>N'(M"'T only il ~any .....dtd 
t<lw.int Moihen 
h ,. nut. known wbt.i.lkr lf'I.O.i.M.tl'OD iS ea.cret<.od m human 
tulk lk.'<aoae!Dallydtupareowetedoo buman m~k. .,. • • 
11011 •'-It bo ""'....u..d '"""" ~tnJ lnj<dioo 11 :odmwo· 
tt"f't'd so 11 qu.naas woman 
Ptdlolric UM 
S.. OOSAGI! AND ADMINISTRATION for""' •• th>lc!,.n 
2 to 16 yeon of"~· S...fny ..wl c::B'mn·eoeee u1 etuldnn ,.,. .. 
dt~r 2 re.an of a.ge ba\""e ncx. t;te,en H"tabhsbed. 
Gorlotrlc Uu 
Oul"ln.: d il))etil trio Ia, 713 Pl•\lMte G6 )'(l tlr't of ago tJr oltltr 
r..c:('Jved Kyt.ril (grllllt~Mtron HCil lnjedJcu1. f~ediver•et& 
llJ\d anf~)! were similar in patients of vano111 ftUM. 

ADVJ!RSE REAcnON5 
.,., following hav• """" ,.port«! d..,.;,g ""'"'>~ltd c!WW 
\:n~~l" or in the RJUtule maJWgfll)eDt of patimw.. '1'bt pe:r-
«lftiii!D ti(UftB ate baMod on cbo•cal mal ""''''""ItO only. 
TMie 7 1ivea the oompuatrve &e:1uenciet or tte ftvt molll 
cc~Mroonly rtpon.cd advene eveot.e ( ~3'X<) in. p.at.lont. hltth'· 
lnJ ICJ-trll ln.)e<tion, In tl• gle·day chcm01herop1 1roale. 
l'l\ele poll•ot• te<elVod dl<mothtrti>Y. Drimarily tlliPittin. 
lfld 11\ln!Y6ti.OUJI flmdJ clun.n.g t..hcl 2,( .. hour penod (•lloowt"" 
K)tnl lajf!dioo ~two~ Ennt.~~ wt":rtt poM:rall1 fl!" 

<Ord..S cwu -en chys """'Kytnllll- -lJU111MlD. "'"'"' .... ..,.or. P'-'- IIJ'6UP. ,..,,..;. _,.. .. tr .. "' 
how maay of t!Ma. ew:nte ~ lie attnbuwcl10 l(:rfnl, f'l· 
«<ll\ f<l' htada:lie. whldo .,.,. cltarly mon lnq-t Ulan on 
I.'Ompftn- rroupo. 

flibM J , Principal AdvetM Ewenta in Oinial Tti.ai.-
Si•,..Ooy co.-.-., 

IIMda<U .... u...u. 
&tnnol<""' o..rrt. .. 
C4>Nt.p.at.o. 

...._...,,.,._..;,..£.-
K ..... la;oction c.mp..o-' 

40 "'""llkll 
!1>•1.266) 

H<l 
&'l. 
4% 
<OJI 
n 

I MoiOdtpranrideldou!Ulhruooo •nd pbe-"launt o/ ... --. 
In oYtr 3,000 pat"'"~ ,.....VUII KJtnl llljtCtion 12 lA> 160 
on~) in oioglf!odl1 and 01ultipll'odll)' dio.i<t>l tn.ol.t wllh 
emclel(("~nic C4l"'CCT \horopie"- advneo eTcnts, uthar th• n 
LhOM in Table 7, were obsuved; attnbu!kn oflllU.ny of these 
~\'ftDU to Kt tril it untert.a1a.. 
H..pfrtlc: lo comparat.._ tnala. mtioly with dt,t.ti:• Nt'i· 
•uena. vle•ttti<tns ot A!ft aod: ALT b2 timet the uppe:r buut 
of normal) follolonng ndi!W))SIIOIOOO of Kytnl ll\)ectloo OC• 
<Um!d in 2 .8 •nd 3.lOJI cJ. potiml& "'.<p«tlvely ,.,. fN. 
qutrA<ic~t wert nat sipnfie1ntly djff'erft)t f.tum thOM 1c~:n 
wiLh roooparaw ... (AI!T: 2.1'!1>: liLT: 2.4.,;). 
Clfdlo•rm;ul": tlypert~noion (2%): byJ)OtllMo>n. lltl'bylb· 
min• tnlt!h Aa ainutill hred)'CJt.l'cllt.. t:.tri•l tihnll::ttaon, v•_rying 
df"8:rHa e~f A·V blvd, ven t.riclllu cctopy iGczludblC ocm· 
IW<taJo<d ta<hJ"CUolli. and ECV abnormaUtlfl h••• been 
obotm!d ,.,....ly 
CHttral ~ S)o«.-n: Agit.atwo, UlXl•'Y' C.'lS t&.ua\1· 
tuuoo ancl inaoiiO.Ili:a w-..-e tea~ ill I~ duo ,.._ ~ pMttnLt 
t:rtrapynmldal 5)'lldrame ocrum!d rarely aad onlY ia lht 
p1utena of o~r dn:Jit auoetatM wilh thir. sy11drome 
~..,._itlllity: R.nn au:.e~ o( hype:r&er~.attivuy rtot:\!0111, 
s-cmetloes seven (e.g .. anaphyla.xi.s. sho~l8 of brtluh, 
hypot~-ruaioo. urtiaril} hav• bft.D rtporud 
Orh-. r ... , t3~\ ta<U 4iooonlar (N ). alruoo r""'- U~) 
lJa 111-.fliFw..daJ co:alpanW!Tt" ~ $cTer ~ DC."!n 

(-m.ly ..;u, l(yrnl ~ (8.6'41 thaa .. Ill> ........... 
u-."""" 13 4 '1., P < OOI•l. wtueh """""'' ""lodod o. .... 
meW...,.,. 
OVP.IlDOSAC£ 
Thon io no !Jl<cilic $nlidote for K.<trilluoni .. tnln 1\rdf'Oo 
t'hknd.t) lni~• owrdnr.agt. ln eaM of t,rUOrd.iuAit. tJft'IP--
lOI'Jlllttf' t.rata:w:m. s.uld be> .ci~ <henlatita;:~ o( up w 34...0 
qof~bydrockloncltm_IW_,~ 
W>l""'-at oym~ or Mly tho...,.._ a( a •!Wit hood ..... 
OOSAG£ AND ADMD<'lSTILlTION 
~ real!nlll<,nd«< dOSllp lOr liW?I [D)e<'tllltl • 10 01<!1>'<1 
AdnuJustered intnlYMt.tUJly w1lhtn 30 a.linu~a bt(ort 'lnJti. 
fthM o( c:hent()thtrapy, •nd Onl)' oo the dny1at ~hc>tn()lh('f'Ppj' 
it~. li.'lVtrL KyrrJ lll,Jettkm llUJv be ad.rtu.:tl!U'rtd intmvmoualy 
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~•U1n und1lut.MI uv.:r 3() ~ontltt. or d.al~ted with 0 94 ~ 
dlUJI Chklnde or l'l llelc'1nlfie and 1n1ln<ld ovm- 5 mrouu.o 
f«<io lri< Uw Tt• ,.,..,.<M..Jod dc!olo oo duldr<n 2 •• 16 
,...no •I ·~• ,. 10 ~ •- tl.INlCAI. TRlALSJ O.d 
d..., """"r : ~.,. o( age two. IIOl- llud"". 
V• In '"" £ldoffy. fWMI Filion l'oHnlt ., '*"-tluiV Into 
,.;.- ,.,..,.,,. '~• doNa- -.cl,utuntnl • ~~.d 
oS.,. ('UNICAL PIIARMACOIJ)(iY M""""""k>tttoot 
r.tutton ,.,.,.,etlon 
~Jnl l~•!)n. "4dmu•ittuHI u t\ 6-m null' ln(•i·M. 
t.ho\o.ld ~ d1l\ll~ t t'l 0()1( s.d•~ (. hlonde O.r £~ llexlm+e 
10 a uaal fOIIt.UJW ef20 co~ mt. 
s~ 
lntnw..._. •• , ..... • r K"'"' •~ u.ouw M ~ 
•lt~ttllW tl~ru.._~nuoo l..,....,er. Kw-tnl ll\,l«tKlD b.u 
~n """"' til b< Jtai:Jie for al IPMt 24 bouro •hon d!I•Lfd 
m094~tu••rh .. 1'1f'l#.flr!t4 Dtnl"aN!and ~at rtOm 
~lllP'C'r"ftluf'fl uochH· normal lif;'htin-y: ~nd,\icau.. 
A-d I cc•nral PIU:IU\Ion l(ytn( l.njecuon shtuld not be 
maced 10 oolullon ..,t.h odler drup. Parenter.>l dru« Jlf'(ld. 
utu ohould bo ID•IIO<Ild l1aually fOr ll"rticuh"" matt.<r • Ad 
d......-nuon bt-Rne a.Jralniill1tLKm •ltr.Oe,et !OIUUCIO "od 
tollt&.mff' prnrut 

IIOW' SUPPLIJro 
K.yt.nl Cp&ntMttoA hydf'CM':hlon.lo• ~t.().n. 1 mVmL cfne 
bnn), L• t' .. PSJhod In 1 ruLSI.n&, ... U86 Vial& and 4 m:L trhltl· 
O<;~e VIlli. 
NT>f1 ()(IJ!I.414SJ.OI (JI<lckagt of I ~lro~l•·llo"" vl• l> 
Nl)C ()(YJO <U2 0 1 IJI<l<k•g• or 1 Multi·D<>O<> v ;aJI 
St<ml •lnglo..- vl•l• aoo m•lll<l ... nail at 2/I'C (77"r r. 
U<lll"liOIU permitted to lh'JO'C l59-86'F) 
OK. lhe mu1u~ viall• pihitt'Ot«<~ he cantoaQ should 
boo .....S wo\bln 30 W.,.. 
Do DOl IIM:w. l'rotKI {)om lltbL Kr O'nly 
KY·LIIA 
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~ 
W ' trJI 
gr-Ofi ~V
r.-. 
OESCIUPTIOiol 
Kyml't\l~a.u coat~b rn . .U..ltcw\ hydrot-hloride, aa a..n.ti·· 
na\.II!K'Ma\ ftod antamtetJC:a•ul Cbtmk•llJ" i\ U ~nrlo-N~S. 
motllJI~bi<Y<Io iJ 3. 11 n<n·3yf)+ll.Uyi-IH·inda><D-,<.<..........,.,. h,.!nichkridt w1tl1 1 IIIIJI....,lu ..,.._, ol 
348.1t 1312:.4 r,.. b.•). .... e•p~nc:al r ..... u.a.. .. 
c,.H,.l'f,O•tiCI. whllo ru cbolal<fOI tlN<lJ;ft ii: 

0 NH~N-()1, 

N L....__) , 
I . HCI 
Cl13 

&r•ni8et.roft b)'drocb.loride 
Gron.,.tnon hydmd>lorido io • white 1.<> otf.whit" 801id that 
i• r .. dl17 Mlvb&e il'l wot.or and n.ormal uJU.. at !O"C. 
~,.,Or-.. -..nlnbtTI11on: tach wtut..e, lrltneul~tr, 
biCOOt\•o . nloa .... t..S J(yrnl Tablet coonllllnl l.L2 111 IT•n· ••tron h1dm:hlorido -.quival•nt •o .,._..u .. ftn. 1 ~~~;g, lnae> 
t've '118'1'wdlu\te llre.; hydroxypropyl m.~th,lc:eltu1oae, lartoee, 
nutgne•lum t Lenrate, microcrnt.~t lllae cellulose, polyethy· 
ll!ne rJyeo,, l)oJ.7MrbJ)te 80. ¥odiuru ,.t.orch ~jt:lyn)laU and ti. 
hin}um Aloddo 
CLINICAL PHARMACOLOOY 
c,.,.,,tMttn• .. • .elod-ive 5 h_ydroxy11ypt4.mlnc1 ts 1rr.,~ ro-
~ptor antiiC'lnltl With Ult.lo Of 00 ttJIIruly ri>t OlbOr .. I'OIA)o 
lllll,_l)(onl locl..tm. 5-Frf,:S..HT ,..;5-HT...,: 5-HT,: for 
alpl.., .. tiJN., . .. t.ot.-ac!rono.....,..,.. "''do....,.,..... I>,; 
u.r klr huUUl1114rl-f,. btoudwucplne, pLtr'W)xin, or opw'id 
...,.pt<lnl 
Semton\n mt't!ptnna: tl thl' 6.-lrf:. l)J-. ar"t b:::.ted penphu. 
oll)' on Ytl- •1 nt.r't'e termin«le and mnt.rally in th4 chem~ 
ctptor lniCllfr "'ne o(tbe ll1N jlOIItr•ma. Ov""' <lltll'Otht,. 
apy thaL iOOII<tl \'OrRilina. 11.-..1 .. llrt!ChroDOa!fin n1iJ 
"ltue .. ""'""' .. ~..ell ouclo!- $IIT1 ....,~.._ Tlut 
......,. •ll(&la&rfQt d-- Ulduan( '""'ltlDC- Anuul 
'IUI!rH domuutrate tlul&.. 10 Mado,.l4 >H'f, roapt.ora. 
fJ"U'Witi'Oft. \>l«b __.,..t#INI'l llttn\lbboft a_ad SU...,.lM'D.l 
"•••t•~~t•ft.er t~c •tn'mab •ucb u cuplaria.. In the 
ftn&t INI'Ial modfl I 41Dele (I'INHlton lnjecbon pre-
vt-nt.ed vamit nr due \0 htdl-4ou nlli-IA'in ~r ~ted vom-
ao.._ W\t.,'" ' co 20 -.cor.cb 
Ia lnftl t .ui\AO It~ Jrln~wuuo hM b.d.lillle t!'eu o. 
- .,_.,... ht111 nta tr ECG No ..-.detroco of u <if<CI 
o. plunu ~·or aldou.eteM~"''_nld:l6ft& "-: *-
r.....loAt<lo.tr.,odoa. 
f'~"'l "'oilo •~>~ mulllj)lo oraldoi!oL KwrJ sloved ... 
lQn;C lli'IMit n non:na.J volunttel"' flcwwn. Kvtn! bM M 
otftet. on oto«<N tr~tnf1t tnae •• AOI'ftDl votunteEn whe• 
,pvrn M 1 unJde lmm~\tnou• fJV\ mt'usiQH of SO mq/kiJ or 
200 m<l:fi.K. 

Exh. 1016 
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