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The p@tial ofthe t st nricle, tunggcnitE (WS2) to case init*ion followins iffiadfrual i$6ction in ratbits was evalualed

Gei m fu U$p, Ge6al Cti*.rlfer, eiobgimt Xrotivty Tegq In Vivo. The test article was olcEocted itr 0.S6 soditm

ohlqridc USp rolufim (SC),r"ri6B oit NF (SOi, dcohol in dttu (AS) and polycftylc'ne-elycot qEo, e Of ry! @.of $
,pprftrfi. r.rt urti.f. ir.tfr *rr iuieit"O ny fu int to"re"cro toue inro Aw seprate siEso tbright sidc of fie.F* {
sph oftrpo ryrtmats. Si6naiy, t" ilnryiAUg coffiol rras iqieucil on &o left side ofthe btck of each rnimrl. Observations

tr erythema and eOema rvere con*rctA ai e+, +S, aad ?2 houtx sfter hracutaacou hjectiou. A &res rnirnal rttast $'ag

condumed for ury extac't wi& cquivocal remlts.

Therc rras no cvidence ofsipificant init*im fioa fu SC, AS md PEG clftracts iqi€#d intrrcuaneou*y into rabbie' These

tsst srticle Gxrrarts mstfiRfisp roquir€mrsb. Upon retest'of&c $o crfiac! rbere was Eo sigltfu irihtim- TtrrCIfffE this

e(frct met &o USP rcquircmcns.
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'1. lntmduction

Pupo*
Thfi6"* of thb *udy was to defieruiE6 1l&r,rt€r lcacfuablas extac'ted ftom the micle wudd cargc local damal irria* efrwt

fotl,owing injmt'rm i*o ra.bblt ski&

Tesfiag Guidellnec
Tlis stdy was codurtcd bsed onfto United stsres Plmaco,p6iq Nalioo8t Formulary, G6€raI chops 48>, Biohgical

RnaCivity Testq In Vivo,

Ile&t
T6stAlticle REcei\rc*
TrcecntSffisd;
Obscnnlions Corc'hdod:
Reile$tTrcsmmtSffie&
Retest Obsavati,ms Comh'lrtcd:

2. iiatadab

May 17,2012
July 10" 2012
JuIy 13,2012
Itu/,y25,2012
JnIy 2E,2012

Thotststicle providdbyee ryosmwu idartified tndbgndl€d as folhrrys:

Test ArticlcNamo:

Idedificarion:

Phlnical Descrigionof
fteTcstAtticle:

Storagc Cmditione:

bontrdr/Ertracdon Yehi&:

fmsststriF{Ws2)

LoSZl02924!

SS@ mm povder graYtsh'blue

Room Temprature

0.9Yo sodium chhrida USP soMm (SC)

SasamooiL NF(SO)

Alcobol in saline l:20 sotutim (AS)

Po$ethyleno eb,sol a00 {FEG}

$c: p1gity: hile* 1tquiremcilt of usP sodium chlcide fu lajcrtim. and is c€trtified 8s

Uii, d,6. Coryosiilor 0.9% NaCl * 5.0p/o af hbet clain, bolclce h w*rq sodhxm

r,hlside CA"S #: if/tTt+Stviatsr CA$ #: 7732-l*-s

SO: hrtty: MEr{r t}e rquirummts sfHciouat Formuhry'

Composition CrlS #: S00&?+0

AS: Coaryositim: €&rsfil in salfuo 120; tthgftol cAs #: 64-17-5lsodfum thloride

CAS #: 764t-14-5fur;r CAS #: 7732-18'5

PEG: I&tity: M&has intartd ryffie of polvdhyleme Sty$ S-y$ awnge
noteculs waight of380 to 420; Compositim: NEsft CAs #: 25322{&3

Strag$,?uiry,
Compositio'n orOtbsr
Charact*rirtics;
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Edrettion Proacdurel

Condition of Extracts:

Thetast artich md lhe wnf.ol blank (enracdon vchick withos tb test ffiicle) rtEro

srbjmed to the extastion conditiss as dcscriH below. PEG tcct cndract 8d €outrol
.t * Otutca uift saline to yiold a 120 mg PEGImL conc€otation bebr.q dosing tbs miit'rl.

Vehicle Extraction Rtrio Article Amount Yolume ofVehicle Extractiou Ccndition

SC 4g:2AmI- 2-ae l0mL 121"C for I hour

SO 4 g:20 mL 2.0 g i0mL 121"C for I hour

AS 4g:20rlJ- 2.0 s l0mL l2l"C for I hour

PEG 4g:20mL 2.0 g l0mL 12loC for I hour

SO Retest 4 g:20r'L 3-o g 15 mL 121"C for I hour

Vehicle Treatm€nt Crroup Cotrdifu ofElcrast

SC Test Cler

Cont'ol Clear

so Test Clear wifir a black tint ard prticulates*

Control Clpar

AS Test Clear

Control Cle€r

PEG Test Clcar witr ablack tint and puticuldes

Control Clear

Diluted PEG Test Cloar

Control CIer

SO Rete.st Test Clear with particulates*

Control Clea

*Atr ali$Et fortc*iag xsndrarrn offtb @ usingareodle prioto dming.

T€rt$ysEE
Spocies:
ked:
Source:
Seu
Body SreightR*Ee:
AEs:
Acclirtrdion P€riod:
NrurbsofAnimals:
Iaterntific*imM€eo&

Rsbbit (O+'ctalagus cprictthttl
Nerr Zealend Iilhin
Rsbinson Serrries, Iac.
Fourrnlo' thEE female
No particular body wig}t reg$ was prtsuibed frr frisest
Yo&gadElt
Iilinimum5 drys
S€ffi
Frr tag

Jurdllcrfion of Tcst Sy*cm
flgbrfirgo€flrs i{ecAn tc* in ,abbib is rpecified iu &c snrwrt USP rnd has bccn usad historknty to evduco bimsGrhl

cJ$mcts.

1?t_39S15_01
12Ttffis5_oa
1ZLEon85-03
lUr_Eg69i_0{

i lzr_srag5_13



4. Animal

ttu*an*f

Food:

Slrtr:

Contiminsffs:

Hottsittg:

Envirouent

Accrediotion:

Persomel:

Veterinary Carc:

IACUc:

Selestiotr

5. k&od
prior to 6*ffil[ oseh &imal c6s slippad ffree of fr fiom fre busk md bo6 sidos oftbe spinal colum to yiclil a suffieisrd

i"i*Uoo-ag" Two oimb were predrhd pGr .ucrspt or pair of exfacs.. A 0.2 nL dose af6e rypupriat+ teat T69lE ?illac*
ffi hi.trdty te iarncutmcoru^nde h6 fivc saprrtieier gr ap ri$t riao ofss ba* of eE$ft aldn8l. similarly' the

".*d*diig-"*E"l 
*r i4i*"d ; the left side of6 U."f of sch ;ir"el. Iniectioae wurc spca ryproxtnxsly 2 o apart

The animls urerc rEarmed to 0Eirrxpective cagc* following tte pogcduro.

Obsgnnatiotr$ ftr erytberra aad edffia w€re cffidu#d *24,48, and7lhous afrEr miectisr. Reactims lry€flt sotlrEd otr a 0 m +

ili-. Any r*.fi*i t t" i":i*tcn 
"im 

o* atsr notEd- lto lcmfuis wore ewhffid according to tbc fouowiag st$isctive

rstingsmle:

Scse Erythema(ER) BkEa(ED)

0 No eryfterna No edema

t Very slight erythema (barely P€rcqrtible) Very slight edema (barely perc€p{ible}

2 Well-defined erythema
Stight cdems (cdges of area well definedby
definite raising)

3 Moderat€ to sevecre erythema Moderare ede,roa (raised approximstely t mtu)

4
Severc erythema (beet re&ess) to sliglt
eschar fmm*ion (injuric in dePe)

Sevse edema (raised nore than I rrm and

extending beyondthe rea of exposrrre)

NulY6er
11I-AS6S-01
12r_e9e05_e
12r-30615_{E
12r_30695_04
1r_38696*13

Cre til tJse of labaworY Antundls.'

A commercially availabte rat$it food, PROLAB l{i-Ftb€f Rrbbit - 5F25, *as providcd daily'

rmble wamrwaspmvi(H adlilinr,' &rough spcciEe woF{ds $f,ttr ooetahEs ondelivmeddroug!

an automatic urueing systcm-

ComminanB rcCImatiy cryectcd in fted or wBEr $*plies wcre not believodtohavc inlluencadthc

ffrtcoso oftltit tsl
Animale were indivtduq[y houssd iD stairlecs stEel c plastic cuependd-cages i(klttifid by a card

irdicatins thc hb nrmber, animal ntmber, es code' se4 End daE dosc&

Ths minret housing rcm tupcrmne d rclativo hunidity were- ry$rt{ daily. The 'eWcratrue fur

Ao ,oos, , ra" c8t to of -Tz;F *iA tm ,uUti* hunidity vae ia to 3&,7S,6' Tbere uEre no sigpificant

t"rry#; ; rckrive humilliry cxcr*iolls th* adverrly affagEd &c hltir ofthc animals"

Tbc light cyctc rrar mnholled usijg m allbnoatic tis!r{l2 houn liitq 12 borns da*}

NAMSA i$ailAAALAC Inernatiqral accrdiled&citityt[d isrcgisEedwifrtheUniedStter
i6*t;rrtofeeri*lu*. Additionally, NAffSA maintuins m $pmred Animal Wclftrc Asuram on

ffJ *iA tne fllatiood InstiA,rEs of Hcdt}, Offrc* for LaMry Animal Wel6rc'

A$oeiat€8 invol.iud in this sfidywere appmPdely qialified andtraiacd.

$UnOarO l@inay medicsl care trnas pr<rvided intris shdy'

Tm prmarro h6 bain rppmnad by the NAMSA hstitutiotril Animal Cere mdUse Cmoithe

0ACIJCI ed is rErigwad d lcas murnlly Wtre saoe cofitmiftse'

Halfty, prauiourly unused, thb*kirnad animals &oe of rcchaoical kriffihn sr trgtlils 6tt could

imrftrc wifr tb tpst w€re selefiEd.

coditioos confarmsd to NAMSA Standard operatins ProoG&II€s &Et srE b08ed on fre "{*l*for the
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All fimesmdtomperat[esrpporpdbcrcinaroryoxims and uewi&hrmgpl e$Eblidredby&e aruual ffidrds &s€ribed

io m n*&**ott setdon of this report and/or NAMSA sfrndard oryerding prroee&uts'

6. Evaluation and Statistical

The cumuldiw avcragc er5l6cmr md &oa score for ech tcst €tdrast ald co{r0$ondiEg-omrol uns cals{ft8d" Fsr 66Eh

;d,ust, a diffhrrnce t rffii 566re. (te$ mints csnml) of 1.0 or less vus corsiM u be ucccptable. A &;fuenoe of

0;; in hdto rrd & $lt*fi; rrr.e6i", ,*.risr" A Jiftrrem >1.0 nas considercd o be urmocptablc. Addithmlly, &o

,;:asur*roreagrdatcrtrat*arac*rot"nrcalcukEdf6erchiilprval. Anyadv-erscreetimmtEditrlhcte$Htmt
xascompcdtoffcconespodingcetol enyexr*tcoosieftd*havinsEqufuacalreults.'.asnrbjtcEdtoatbrecmimal
rste$t

nttcat
A ret st 11ps ggr61pbd using tbrrae crinral*. A *esfily pr€prcd 80 t*$t srffi ana ccrxpording coatrol wue €oc$ i4ic€ttd

ed o,b#rvdiol! o.rc cod[*t A as in thp origbal E;. fm rcq,.irurmou of &s USP tEst wffi Itrit if non6 of the rt*eet aliEals

showed a significarretimto ths c:.tract

All lsimels appcarod clinically normnt ihm4furs ttc stnrty. Resrltr of--scoru for idividual *'imals @tr h App€dix l'
itrt*t *rrltr'fu io*i*iarr -;ttEl. am shown in A#Petrdix 2' Thc findingr {€ glmmfiird belory:

7. Results

E)ffact Average Test (-) Averqge Coilrol = Difference = Assessment

SC 0.0 0.0 0.0 Passed

s0 1.3 0.0 1.3 Failed

AS 0.0 0.0 0.0 Passed

PEG 0.0 0.0 0.0 Passed

SORetest 0.4 o2 a.2 Passed

L Concluslon

g, Rrcotdt

All rarv daA portainiag to rtis cfidy and e corpry of the final prp666 515 rehid in dsigned NAM$A archivt fflcs.

Tbeditrcrtmceinaveragrrcmesforsc,AsdPBGwxconsidsrcdapc@t*p. Tlrcdiffsr€trc€b*weatheffiasdsot*rol
;;a$p*|o*rtor$uSb"rmae,*ceultU1.0. RstiftinBcmffmsdtb*thislrdlsstmsnotminihnt

the.r uas no evidr*oe ofsigniffcm initrtim Aom rhe sc, As and FE€ $frry{s injected intacuamously it*o $ttiu.- Thry1

test rticlc srfficE rrat fu fSp rsquirmts. upffi igtfst'affte So aFtroat, thsrt wts to sipifieaat initrtim. Thsefore, $ris

adrut wt &E USP re$drerate.

Rt$ulb aad conclusio,ns srFly mly to th€ ffi rticb tcstcd. Any ercryoluion of thsrE dEtato or&er rticlcr is lhe spmsodo

rcopmsibility.

All pmceitures rrm ce#ified to ISO 13485:2003.

Numbor
121_396&t-01
12T_3965-&
lZr_306t5-B
lzr_30€s6-04
lgr_306s5-13

TrJ013-800, rufi3_806
Roport
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'lt. Refercnce$

co& of Fe&aI n*uhios (cr$, Title 9, Prts 14, Animal ve}ftrc Act.

rmcnational organizdim fs sturdadiaion (ISo) 13485, Medical &vis - Qrntity Umagf0mcd systems 'sryliremcm fm

rcgdatrry prposes (2003).

Nafional Bsscanft Council, Gui&for tlw Cse md llsc 6 Labfid*? At il"sts,Wafiiaglon, DC; N*imal Acedemy hccs'

2011.

orffi*ofloboraroryAntunal wolfrm (oI"Aw). ftrblicllcdrh scrvicehlicyonHnnmc cnc udusc oflaboraory Animals'

unied st*es phmmpeir 35, Naiond Fsfmrlrry 30 (usP), coniml c@ffi 4E>, Biolo$cal Reactivity To6ts, In YiYo

Qa12).

12T_3S605_01
TU013-E00, Ttnl3-&5
rupst

t2r_396S5_04
12'r-346s6-s

i rzr-aw-cl
i lrrj$6s_13



ExtEEt Admrt

Hambcr

Sex Scotiug Imec,ial

24 Hours 48 Houn 72 Hurs

Test Contml Test Cotrfol T€st Couuol

ER ED ER ED ER ED ER ED ER ED ER ED

sc 8#57 Malc 0 0 0 0 0 0 0 0 0 0 0 0

SC 8,1659 Mgle 0 0 0 0 0 0 0 0 0 0 0 0

so 8/]657* Male 2 0 0 1 0 0 I 2 0 0

so 84659* Male I I 0 0. t 1 0 0 I I 0 0

AS 8/f,62 lvlalE 0 0 0 0 0 0 0 0 0 0 0 0

AS M5?0 Malc 0 0 0 0 0 0 0 0 0 0 0 0

PEG 81662 Male 0 0 0 o 0 0 0 0 0 0 0 0

PEG 84670 Male 0 0 0 o 0 0 0 0 0 0 0 0

*All t€st sitss hnediriely Efrlr dogin*; frdfifu4,4S, and ?2 hourr fclloring doring wue gray in colpr'

ER=Erythcma
ED=Hkma

1Zr-39695-0l
12T_39695-02
,t?T_3S695-06

lZI_3S6S5*04
12r_l0s5-18

TU0'13_800, TU013-6Ss
RFport
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Appendlx 2 - USP lntracutaneous Obceffafions - SO Extract Reteet -

ER=Ery6coa
ED-Edsms

Number
12T_3SOB5-01
tfr_3s85_02
tzT_3ffi_03
lZI_38656_04
't2T_:El6Si_13

TU013_800, Tu013-8tE
RBport

Extract Animal

Nunbcr

Sex Scoring hterval

24 llours ,tE Hours 72 llours

TBt Control Test Cotrt,ol Test Cmtsol

ER ED ER ED ER ED ER ED ER BD ER ED

so 8l-799 Female I 0 I 0 0 0 0 0 0 0 0 0

so 84800 Female t 0 0 0 0 0 $ 0 0 0 0 0

so 8480t Female I t I 0 I I I 0 I 0 0
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