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rrwzUw3rerx1 statisticaldiffermcm betzmen c3ogs~withreguler~Biarolor 
Fqtu-Biamlwith sinrthim lnm2rumsalicylateleWdr upto8hanmafterdo6~. 
Semn8alicylatelevleUfmntkmtxeamentswereal3m6tidentical 
(mea4ztxuWdQcaPh,~v~1~let~,I.ag Timc,TimeW+ak 
mar, ar%IIxlratianofEffect~). 



Jhme oi study: BioaMilability / GastricpH 

gnrcim: Car&m 

. 4 v: 12 Kg (amrage - all dog5 over 11.0 lq) / Adult 

1) I?epeBislml c'ontrol-7ckq3 
2) Ripb3-Bimdwiths~ane-Fannilati~A- 9cbg8 
3) Pepto-Bismlwith sirmthicople- FanntlatianB-9ckurr 
4) watrr-4cbga 

. 
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rmamxxn: Liguid 
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~~gartricl;Hreadmlh6elinrlew3.ls, the&qsVeradUdcrC%9rally (Via 
~)withtbetStsubstarr#s. Alltreat3mts~given byaral gwage (foal 
frodingtube,60aesyr~,ardplastic~i~). 

Blood saqde6 vem taken frem! the ~CS$S at 15, 30, ad 45 mi~whi~, 1, 1.25, 1.5, 
1.75, 2, 2.5, 3, 3.5, 4, 5, 6, 7, ard 8 hcazrs after aaOi~, fcrr a total uf 17 
earapM(incl~Wlin). Appmxhately 6.5 oc blad was 001lectM at each 
aa@et.ime(Utal apprdImt@ly 110.5 r&3). me fiJzst l/2 cc fluid fnxI tk 
~~(frcmBactisarq>le)~di~t6~~interferenceofthasalins 
flush withsalicylate~ti. IhcSUIpleSW3ItX!COlh!CW~thcQthstersuS~ 
6a:Byrinqpfand~blood~paaedinto9.5mlVacutairwr~aeparatrrrtubes 
(=-I- 

~bladsanplsswemcentsiitugsdfor agpraxhtily 15 mirrrtas and thn 
refI=igeratuJuntil&livmzytothdhqm6tlclaIxmtmy atJwiahIiotspita1, 
cinchti, Ohio. Ihesanplostrwpana1ymdatJwimhHmpitalfcpsanm 
d.icylatf3lmJelsuminganmqminuwmassay mztM%Aogy. 



D,tg Bio~vailabitity Study with PcntagasCrin - 
Pepto-licrol Liquid with Simrthicone - PIDBX 14 
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Bssc- 15 30 4S 1 1.25 1.5 1.75 2 2.5 3 3.5 4 5 45 7 a E 
Lllllfmcnf. Jine Min Min Mln ee- nrLlr, %Yrg Irr- nrc nr, AiLz--- ttrs Yrp !LLlLnLE- Hrr 

Treatment means within brackets are significantly different from rlrose outride l tHO.05. 



Tables I aTld II smnarize ~bicswdabilityof thepukts, as- by m 
salicylatelevels inthr, bloadstreanr. 'IheE!fRllts~dil¶CUS@ bdcw. me 
idi- dogsemnsalicylatelevelsare listd inAttacknsnt 
-!wm- 

Ianddepict0dinthe 

AeerrrinTableI,andtheindivi~l~~~icylatr 1mdsinAttachmtI, 
tbawerem8tati8tic!aldlff8Nms 
atbmalim. 

Fnsalicylateleve~betmmanyofthecpxp6 
All basalim6enmsalicylatelevd.s~ 0.7 - 0.8ny/dl, irdicatiq 

hignificmtlawh of salicylata i.rt the blazdstzm. 



~bioavdlaldlityof salicylates intheblm%tmmrn afterdoeingwiththesepdxts 
is sumarizd inTab XI k&W. 'IheindivhaldqmultsarelistedinAttachmnt 
II. BimfailaJsili* was determFrredbylagtim,th-W-pak,pakmxSntraticmard 
ailratimf4frct B* 

Table II 
Summyof Senm Salicylate Bioamilability~ts 

bqTime,TimMHQak,Peak fCbmx&atia~, Ikratiawd-EffoctValw3 

T* 
p3.0 rllgg$ 

peak Slicylate CAxaticrHf-Effect 
ragTiUt0 -t&m P3.0 w/a 
-ma tHaurr) 

mter 48O.g+ a.iTJt l.iJ o.q+ 

M-0736-18D 

M-0736-18(; 

peptoccntrol 

Tmba~nreanswithin~ aresignifl.ci3ntly diffPrentfranthm9 
adi& atdO.05. 

+=lllinhm 

~--t~is~l~oftirneafter~ing~ilsigniiicant(thera~ic) 
wnmkratiormof aalicylat8am seen in the bloa%treatn (> 3.O~y/dl). This 
xmasmm& imihbs thezataof bismuth suhsalicylate (BSS) mlysis - the process 
bywhichbimuthardcalicylatearereld fran thsproeFu=ttobooxm bioaMilable 
(almrbdtitbobl~). 

DxpdmfadFepb-Bianolwithand with+zsust!licarce.xhibiUds~icantkVdS of 
saliqlatainthmblmd&~~within~Smirartesaft=ddng, wmren, 
dkisticaldiffemEma htmfnanyofthe,~isxnltraa~(withorwithmt 
sizmthiame) intlmlmqth of t&e it tmk far signifi&lrnnrls of salicylate to 
aFparimthebloaWrea% 



Paak-T~isthslerrSthaftimittakesfarsalicyla~levelsto 
w pak ard significant (> 3.0 ny/dl) hmls in t2~ bloodstream. 

f w - Ihratimf-Effect is the lejlgth of tinr, blood salicylate levels 
&nificmt ( ~ic)levelsinthebl~~ (eqmltoorgreater 

than 3.0 mgjdl) aftu CkaeiIy. 



sarum8alicylatelew&ifranthetmatmntswerealwsti&ntif2d.~th 
Bhrty. Adtatisticalanalysis ofsalicylat8l.evelmupto6~afUc&6irqth 
&patzwdthhtthramm~significarttdiffm3xmu (dO.05) betwar, th 
Pegto-Bimm1tiF4qtm-Bisml/slmethi~trea~ atthfollcdqmeasurements: 

-atthei.rrHya$ual . mmal8w (15, 30, 45 -, 1, 1.25, 1.5, 1.75, 
2, 2.5, 3, 3.5, 4, 5, 6, 7, ard 8 hairs afbr dosirq - am We I) 

6.2 - 6.9 mg/dl -mwm cxmmtraticmvalw, Table II) 

ac. Ft. C. Lijam 
B. J. Wdcay 
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roil 14 IllDIVIDUAL bdO SEIU ULICYlAtt LMLS (Ilo/dl) 

X- 0.8 6.1 S.6 5.7 6.0 6.1 6.1 6.4 5.9 5.7 5 3 5.0 b.6 1.0 3.6 3.2 2.9 
~7 ~7 t-m7 ~7 m7 ~7 n-7 c-7 n+7 ra7 nh fwt rr7 w7 n-7 n=f ~7 

0) Papto-Bial ulth AC Sirthlcorr 
: 4.7 4.9 5.0 b.3 6.5 4.2 5.1 

13 7.6 8.0 7.8 6.3 
18 5.t 6.0 5.8 

E 
a 
37 
41 

x= 0 7 
rA 

3.9 
t-i=9 

2 52 57 
n;. 

60 
n;p 

60 
.& 

5 LAr;pnkn;p 0 45 42 56 31 2.8 
w9 

MS 0.1 4.6 5 8 6.0 6.2 6.4 6.6 6.7 6.1 5,8 5 3 
t~9mr;Ona9nO m9w9 n=9 WV ~9 A 

b.06 2.7 2.3 1.9 
5.7 6 2.0 2.0 2.6 

4.2 3.b 3.1 2.9 
n-9 d we rw9 

Xa 0 7 0.4 0.3 
A Mb n=4 

0.7 
n-C 

LWdr * 3.0 Irg/dl u8 cmsI$0ed 8ignificmt (ttwrrprtlc lmlr). Pod lmlr rn cirold. 

Lw0t8 l S.0 m/d1 am W for frg Tlr, Tin-to-Peak ti Duration of Btfut mtr. 
-Lw Tim aTim-to-P& Q Pod Cceentratim % Duration-of-ENact 



wow lb AlTAcrnlT 11 

Irdlvidrt Dog Lq Tim, Tllr-to-Peak, Pwk Cmcantr~tion mrd Ourrtlm of Cffct rwaurwtr l 

rfr-to-peak 
ovw S.0 m/d1 

(MUf-8) 

Pmk 
concmrrt ion 

tng/dl) 

bvrtim of ettwt 
over 3.0 Irg/dl 

mun) 

A) P-to-lisml Poeitin ControI (ml) 

1: 15.0 15.0 i-i 
:: 15.0 0:s 

ls.o 
25 15.0 ii: 

ii 15.0 15.0 1:e 1.3 

X= 15.0 1.3 

g) repro-Biuol ulth AF SInthfcw 
2 15.0 %""- la0) 

1: 15.0 15.0 1:: 
18 ) 15.0 2.0 
22 15.0 2.5 
26 15.0 1.5 
35 15.0 0.5 
37 15.0 0.8 
41 15.0 1.5 

X= 1S.O 1.4 

C) Pooto-Biwl uith AF Sirthicw (IIN-OM-18GY;) 
‘3 

9 

:: 
28 
z 
39 
62 

X9 

15.0 
15.0 
15.0 
15.0 
15.0 
15.0 
15.0 
15.0 
15.0 

15.0 

0.8 
0.6 
1.5 
1 .o 
2.5 
1.5 
1.5 
1.0 
1.5 

1.3 

4:: 
6.7 

2 
714 
7.1 

6.6 

(rr9) 
5.2 

t:: 
7.2 

::; 
5.4 
5.S 
6.9 

6.2 

Crr9) 
6.2 

i:$ 
. 

67:: 
6.3 
a.0 
6.2 

6.9 6.9 + 

1.2 

1-i 
1:o 

1.1 

::t 
7.0 
8.0 + 

t:: + 
8.0 + 

6.6 + 

5.0 

i:i + 
. + 

5.0 
5.0 
a.0 l 

5:8 

6.4 l 

5.4 
5.0 
8.0 + 
S.0 
8.0 + 
3.5 
8.0 + 
8.0 + 
8.0 + 

0”:: 
0.0 
0.0 

0.0 

l Bw report for cwagory rxplwtiw 
l = miniun t1m0 
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