
s22

Si~By-$ide CODlP8U~()!l{)fffle Propos~ and CQJ:rcmt 
Packageh$erts.·forTHAM SOLUTION TrQJnetbatpine Injection 

Hospira; Inc. 
'IHAM SOLUTION 
Cmrettt:P Insert 
TH.AM SOLUTION 
Tromi'fffi•m• mJectlon 
For the Pravention and Con-ectfon .of $eve.re 
Metabolic~-

t.arga V9'~me ~.Comafner Rx Only 

DESCRIPTION 

Tham Somfioa (~ iqjeetillll) is • stcrifc. atffi-. 
pymgenic 0.3 M solutlon of t:romtthamfne, ~ m a pH 
of ~. 1.6 wi11J. ~ ~c aciC,.. It. 111 
~ by intravenous iqjection;. by addition to /f.CD 
blood for ptimml cm1iae bypass~ dll l:>Y kue.;:.tiim 
.info dm ve,mi!)111ar cmvdurlug~m:est. 

Bach 100 mL cout.aw ~ 3.6.g.QO mEq) m 
WlltAl:r for inlection. 'The solution is~ jgp ·m0smo!/L. 
{c:ato.) •. pH UiOl.4--8.1). 

The $01U'tim eontaitti .no~ •mtimicrobfal apt 
or added 1mft'er (except acetic .IICid for pH. ai!justaml.t) and is •&.;1 Ol,llyfi>ruseas a singlc-dose.uie.;:.tilm. Whm~ 
dojle$ ate~the:mruse.dpomoo.sh!>uldbe ~ 

Tham.cohwm. is a JIIRnteml syllfemlC·aikaUzer 'and :fluii1 
. fqllepishcrs 

~llaminc,, YSP (~ ~ '1.ria" OF "ms 
~.· is climlioally: desi~ 2 .. ~2-
(by~)-I. ~ a solid readily soluble. in 
watec, also cJamiW u an o.rgamc IUQUie bUflilr. It bas the: 
tv~stnJctuml.~ 

CHiOR 

I 
HOCHz C <:KaQH 

I 
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Sid&-By..Side Comparison of the Proposed and Cummt 
Package Inserts for 1HAM ~OLOTION Tm.methamine Injection 

Mosp9t rno. . 
~ SOLUTION 
Current Packa e Insert 
CUN/CAL PHARMACOLOGY 

·Whal •~ mtnmi,uo!JflY as a 0.3 M .mdoit, 
~act• a proa~lltKl.~lilc,roorrccm 
acidosis by~ ·bindiDJ hydmgeo ioos. (W)~ It binds Id 
ouly cadODBof fixci4 or~·~ ·but alle ~ 
mm of camome acid. ilu im:naliog bicar11o:i:iate amcm 
(RCX>J J- ~mine afso aetl as Q Ol!JlofiO ditlrQtic, 
incRasiug urine flow. Drdlllt1 .pH'. and .acretioa of bed 
~ cad)oa ,dioxide and elcctmlytes. A significant ftactian 
of~{30%atpll7AO)is:nodomr.cdandthordb3 
ii capable of~ cquw1:lrium ·m ~ body wat&t. This 
pmtioD may~~ and may neutrldize ffldic iODS of 
theiatiacellPlatfluhh 

ThB drug is mpidly oominaW t,y the. )idilcJ.r. 7j% or 
mare llppeardi the mmeatlet eigld 1aow:s. Urinary ~cn:ticm 
<:octio.uet over a pllrio4ofthme days.. 

Water is • ~ '1Cllltituent of.all body tismes and 
aooi>Umll lvt approximately 70"/4 of total body Vleipt. 
Average aonnal adult .daily ~t r;mpi ·fmm two :to 
~ lit.as {l.O 1o J~ .lit.ffll tl!ICll for ~~ wafllr loa by 
pmlpiration andudmi ptodDction). 

Watt:r ballmC!I is maintained bf Vlltl~ .}'gptoiy 
.....,....,._ Watflf dmQ"&u~ &paads primarily on the 

~-of electrob'te, in the~-~ an(l 
sodium (N,1'1 J.ililyt a major rol1Via 1m1iiif#inmg physiologic 
.equih"bri-. 

INDICATION$ ANlHJSIU~E 

'!'ham. s~ (~ m.fectfon) is indicated far: the 
prevmtion and c:omctiott of metabolic acido!lit. la the 
ibllowmg ~lions it may.help to suatain viml filnfltians.Qd 
..irus.ptmidf: toneibr treatmeatot tne primaty disease: 
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Side-By..Side Compm:ison of the.Proposed md Current 
Package Inserts for THAM SOLUTION Tromethamine ~ection 

Hospira,. Inc •. 
THAM SOLtrrlON 
Current Pacb e Insert 

1. Metabolic Addims A.ssociated witlt OmUae Bl'Pm 
S:upry. 
Tham Solution has bfl!lm foued to bet primarily~ 
in ~·:IDISU\bolic ~ which may occur duriDi 
or lDlfflediittty ibIIowiug cantiaG byp1111 ~ 
.~ 

.z. C~on •of Addi~ of ACD Bloed in t,;;itdiac 
BypaaS1lrpt;y. 
It i& well boG dm: ACfJ bioc'.ld is.acidic mm kcomM 
1110F m:idlc. on. ~ T~ ~ 
~. 1his .Aoidity, Tham Solution may lie added 
~to~btoc,d tm!d:1o prime tbe~puator. 
When ACD blood is lmlupt to a :ummal pB nmp the 
patient .is ~ Iii\ inidal aeii:l load.. Mditi-1 
~-may be mdicated dutuC ~ ~. 
SlllPIY should maal:iofic:t 9Cidos& appear. 

Metabolic Aillidos;I$ A.ssoc:lated wfflt Qmllac.~ 
Acidosis is ·aeady ·ahva}'II am:: of the ~ of 
cardiac arrest and. in IOfflD· ~ may tMm be a 
etuflab'\te :faetor m mrat. It ·1s .~ ~ lllt 
.dmoOft'lletion of•amdosi& lhou.J4 be 1118:ttfld.~wnh 
Other rmuscitative .ct'fbrci. By COffllGtmg acidcsis. 'Tham 
SDhltiOD (~thm:nim fqjectioa) liasamsed 1fam1$kd 
.htlUt to ffllpOnd ro 1CSUSCifatiw effom ·.after· sfaDdarc1 
methods aloue w failed. m thClSIJ CIIRlf, tromctbamfoe 
was giveii·intravmtriouJarly: It is JO be II~ hmwvcr, 
that sudl ~ ill padcafl oftm haw died 
subsequdy of cauHS Ulli'8Jated to• adminiSllatfon of 
1romCtllamine.. Widl adm.ioistration t,y the periphefal 
venous m11te, .11'1.0f:a!>olie acidosis has hffll caan,cted in, a 
m!ljorily of pitients. The ~. in reiuatitulion of 
catdiac rhythm bf thil means ptQbaply 11as not 1>fl!lm « 
the sarxae order of tn11,gnil'.l)dc !LS with dm mtn.veatmular 
lOtl.te. 

t:~ICA1/€Jtlll 

TliBnl S:Oltmon ~ iJ)j~) is~ .iQ 
umuia imll muria. In neomtes. it is also comramtlicafm in 
OMmic~~.~dSJUcrlataiatoxiamml. 
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Sido--By-Side Comparison of the Proposed and Co:mmt 
PaGlcagc Inserts for THAM SOLUTION Tromefhaminc Tujectmn 

Hospira, Ine.. 
llWdSOLUTION 
CutrentP Insert 
WARNINGS 

J. Largo doses of 'l1iaDI So1utioD may depress 
ventiiaii<m, as 11 ~ of iac:mased blood pH imd -= COz ~OD. 11mi, donp tluMd be 
adjusted llO dial Mood pH i& ffllt allowed fD mcttHlli 
a1>ove DIOOl'llll. In situatiom m which rcspQBtDty 
aei&Jsismayb&~~with,mml,olic 
addom. 1hc drug may - Ulm 'With meoJmnieal ~-~, 

2.. ~ must be exeroilcd to pr8\'lmt ~ 
iDfil1JalioD smco tJiis. <lllD CllQ$C fnffam!Mtiou. 
nccruais 8Jltl slOl1gbmg of tiS8Wl. Veo.ospasm 8Jltl 
mtmWIOOWI ~ w1'm:!II. may oc:ml' dmiDg 
iQflisioa, am be ~ by ~ tiui! the 
bi~ Dfllille is well wftbm the largefl ~c 
win and tltat solutiOIII are.· slowly inflmed. 
~. ~ are ~ tf 
perivascuJat infil1rldion occum, institute appropn• 
~ SeoAI>Vlm.SBB.MC'llONS •. 

Tham Sokltion (~ iijcd:ion) sfJou}d be 
~tlowlyauil.mamomu ~ oulyto 
oom,c.ttmt matiog aciclosis. imdtoffOi4ovmdosaJC 
mcf alblotl, ~ in fcnJIB· of total dnt1· 
aadlor too . ..-.pfd admmistrldioa, may ea• 
hypo~ or a pn:,1~ dmatioa ~ 
hours). n«etom. ~ b(oad ~ 
~ ~ be tllllfflt dmiag li1ld a&t 

~-
Eldzmle c4IB ~ be excdsed in patients with 
teDal disease or ~ w:mar, output becausiil of 
pommal ~• ad tlm possibility of a 
~ axcnmm of m-~ ID ~. 
paticnw, the: drug should be used. eauii~ with 
.etmroomiogmphic mooitoriuc and ~ ~ 
po~~ODII. 

Because clmica1 .eipcnence has beca limited. 
~ to .slmit,.teJ:m use. 1hc drug shottl& DQf be 
<tA ... ;...:.,...,.,t .....,.__,,,_ ................. ,vl .......... ,....., __ , 
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Side-By...Side Comparison of the Proposed and Cmrent 
Package Inserts for 1HAM SOX.UTION Tromdtbamine Injection 

Hospira, Inc. 
THAM SOLUTION 
Current Pacb. e·msert 

'Die ~ ~ of Tham Solumm cq ~ 
fluid .8Ddloc solute ovmloadmg:JCl$ultmg in dimti.cm of scmnn 
•electrolyfr; co~~~ ~ S1atbS or 
pµJmomuy~. 

Additi\tes ma.y be ~'l&. Con,ult with pharl::aujsf. 
if ~ ·w-~ additive,. use ~. 
teclmiqult. mix diamuglil)' and.do Dl)t$t(Q.; 

PRECAUTIONS 

J. Blood pH, PCO:i bi~ slnuosc• and. sh,ci:ro,~ 
dofermimti''llll llhonldbl ~ ~ dmin& l&d 
aftet admiuistmtioiu>f'l'bam Sohtticm. 

i Wtiilo it lm.aot l>een shown that fh. drug ~ 
coaplatkm time ill liUm81ll. this'~ilhy sflcm.Jd)lo 
b(>t.ia.mmd.cmca.this m btmSHJfllli ~ 
iadop. . . 

D& not admiDisre:r -- sol'lltio• la elear ·and seal is 
intact. DiscanlllDllNd portiGd. 

~DCJ' Cau,gor., C: Ammal ~ ~• ·lilwo 
- Jiom t:onduoted with.~0- It. is also JllX bown. 
whot&cr .~ can caum &tal harm whm 
administered to a pl8plll wmaim r.,,: caa affect n:pmductioa 
capacitt-T~shool4be giYtm toaprcgoaut WOD1t1A 
.onlyif'eleadyneedfld. 

Nflmlll Motlers: It is not lmoWII whdiw this drug is 
~ ia lmmim 1D11k:. .Becamct many ·drug& IIJ'O.f.llCCl'dCcl in 
liumlm nn..._ camion 4oold be imlmise4 whim THAM 
Solution is~!'> t ~ mqthor. 

CAn:moglJIUlt. Mu~ lm,-ll'DtentofFertmt,n 
Studies wfth 'll:IAM Solution ~ ao.t been pedmmed to 
.~ ~ ~ ~~ 9f c .. 
· OD fenility. . 
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Si.ay...Side Comparison oftheProposed and Cmrent 
Package Inserts fo:r THAM SOLUTION Tromethanline IJf ectien 

l:{ospii;a, Ine. 
THAM SOLUTION 
CW:rent Paclal C I:osert 
Jtediatric Use: ·Toe· urer, and ~ of THAM 
Somtiou m peaiat:tic patka1s is based oa ovm 30 :Jl/l:lbS" 
clwQIJ expcnCACC docllfllCllf8dm thi: umture dd on.a~ 
smwillance. 1lfAM Solmiou lias bite.a Ulllld. 10 treat· S&vem 
cases of metabolic acidosis 'With ~ rqpiratory· 
acid'Qsfi~itdaesnotmise.PCOiu~Dlllfe.t'kM m 
~-iminU wtlJi ~ miJBte.. It has also lleen. 
usc4 U1 ~ and mfilms with -~ and 
... l:lelic acidolk to lWOf<l tbi: additional sodluua ~ with 
the &brbonatc, H~ bocaue the osmotic• ofmots of 
DIAM SolmiQQ; ate gteata- ud largo.· contimmu dosels .ant 
~ bi~ is prcftrred 10 TJlAM SoJotio1,l· in .tllo 
~ of acidodc. ~ ud ~ with JQlS. 
11~., aiay oeeur nm am product 1s .Jld m 
prtmatme and even fd..teml uoaata..s- WARMNGS 
and l\DVlm8lt.JtM.crtONS. 

GeraQiic Ute: Clinical studies of Thai:11 solution did not 
iDclnd& IIU!iciont ~.of wbjce:ls• ap 65 ud 0\'8f to 
delmmne whethet tlley ·respoacl ~ trom. younger 
mbj ... Qlacr ~~ ~~ lias Dot~. 
~081 111 .~· ~ th4 eldedy 11UU .YOUJ11et 
patieufs. !a ~. dose selaicion :ror u ctdeJly pationt 
llboutcl be cauticius. usually smnfng at tlHl low am of the 
dosmg IlllgG. reflecting am pamr ~cy of~ 
htpani:; renal. or ~ flmcticm. and or eoncomitant maeasa 
or other dtugthet-apy. 

?bis chug· is ~ to be ~ excre1e4 by tUI 
tidno;'. and the ri$lc ottoxic ~ 10 du drug may be 
p:ater in patimta. with impaired renal fimction. Beoause 
eldady patimtl m more Bb1y tQ haw decreued. :renal 
tuo.etio&. care !lbouid be.taken m ~~ and it maybe. 
~ 10 monitt>r-taial ftmctioa.. 

~ry: AJtfiaugti the inci&moe of~ d~ion 
is low. if. isc important tQ fmep fD mind tut -1, depxes~on 
may occur. Respitatmy ~ may he ~ .. ~ 10 
OQCtlf in pat1eoisw11o nve cbroiJic ~~1ati01t or .. 
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Side-By-Side Comparison of the Proposed and Commt 
Package Inserts for .mA:M SOLUTION Tromethamine lnjecnon 

ospita, Inc . 
... · · · .. ·ON 

Pa.c•ll'.liUlieJnsart 
llhoQld ktakca. to avoid porivuculltt 

LocaJ tissue damp and subseqm:m sl~ 
· ~ it axnavuafim.t ~ a~· pluobitia am1 

af$o1-•1>e=DpOlfed. 

Htil1Ul.10logu;: na..cat ~ of bloc4 gmcose may ~-
Htt:plltic.: mfiJsion WI ~ umbitkal YOUOUS ea~ 
:. 'bc!eo.assootam4'\\lith~~-

Rt#tiomi whidJ 1ll1J.Y ocour because of ths sofutim OJ: ft» 
tedmique or~ includo librim mpo.o.ic.. ~ 
at tbo • of ~ vt1D£11JS duomboaii or pli[ooitil 
~ fiom 1he site of iqjection extravuatioll imd 
ll)'pervo~ 

If m adverse raaction does occur. dircouti».ue .the 
imusioD. ovatuate tMpafient,. mstmlta ~ ·~ 
~ aml •va mo rmnainder of tho tmiil for 
aamination trdemneclnec:eBSIIIY. 

OVERD0&4GE 

T<>0 rapid ~ and/at u~ amotim of 
·tromethamie m.,- amsc alblosis. hypostytlemia, · 
ovcmydratioa or sold; owrload. lufflo ~t of o~ 
·clisc<miuftlc .. ·1m1 ~ mlwifl!: the pati- and ·~ 
appropriate ~ Sec . WARNINGS,,. 
Plt.BCJ\UTIONS aodAD~ IfflAC'llONS, 

lhti 1.D.fo ~· for the, 8.Cltlfe io.tmvenovs tOJCici9 of. 
THAM ire iDfluen.ced by tbo :mta of mii:mon of the. .&lie 
admiDiBtmecl. 

. ~ W» Mice=J.500 ~ 
fntravenous LD,,o Itata = 2300mwt,g 

narn Soluliml (tmmediamme in,ieaticm) iS ~ by 
Blow .~ ini'bsioJt, by addition f9 pmnp-oxy~ 
ACO blood or other ~ flus4 or by mjcction mf9 tbo 
\l'IU11Iicwar c:a\litv dumlg oatdiac arrest. For idtsion by 
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Side,-By-Bide Co~n of the Proposed and Cummt 
Package Inserts for THAM SOLtmON Trometnamme Iltjection 

Hosp~ Inc. 
THAM SOLUTION 
Qment:P Insert 
~ ;...;;;;;-of~amm~-........ ;.,,,....11-.~.oa--should:""""":=-=-=--be-carefmly__,,.,""'-_-t_ 

~ fD avoid .mu~ (albJosis). hmmitmcmt; 
lllll1 ~ ~ of blocd valw:s (~ pH, 
Pm:z. POz. glucose aact mcuolytes) and urmillY O\\tpot 
Should Im mad& as ncccsary to monitor~ and progress 
of 1R:atmcat. In ~ dosage should be limited to Im 
amonutsuflicmltto ~ bklod:pH to tmnal limils (7.35 
to 7AS) and to ~ atid-balle ~ The -lofal
~ to be ~ dming _fho period of ilJMss wm 
oepe1nl upcm the-scmmr;y and pmgn;nicm. of1ho acidosis. Tho 
~liiy of some~ or~-. especially m 
padonfB with tinpamldnmaJ ftmefion,.sbouul tc 1api m~ 

The~ donp of11iam SohltKm (~ 
inja:dpn)maybeestimatcdfiolilthabuftcrbttiodcficitQfthe 
~ fluid ill mBqllitcr dtltcrmined -tlr means oftha 
Siggaard-A.ll<lmen t101110pm. Tim following ~ 11 
iatndcdas • ~ ~-

Tham~(mL of8.l M) Jtequiml

.BodyWcigbt(tg)X 

8ase Deficit (miqlffie:r} X u• 
1'hus. a '10 Jcgpltinwuha buffiu' ham deficit("neptive 

D1!S8 CIXCellS") of 5 mB;Jifa:wowd.iequiz'e 70 lC S x U • 385 
mL of Tham Solutiou mntatmng 13.9 1r (ltS mBq) of 
fmffiethammc. lbo -- tbJ ~ of ~OtJal 
Tham Solution is: def.e:rmined bJ serial ~ems of the 
exism:l:gbaseddidt.. 

• Factor of 1.1 aooout111 fl)r 811 appmximatl!I 1'!doo'lion of 
10% m muremis c:apaciv due to the presence. oi 
sufficient acetic acid to -lower pH of 1ht' 0.,3 M 
~-~8.,6. 

Corndloll of~ Addo& Alsociate4 wiU{ Cmliu 
B1PW ~ An -~ dose of appoximafely 9.Ct 
mlJJcg (324 ~ l!as ilem UStd in climcaJ studies. with 
Tham ~oa(~ fiiec.:tlon). 11lis isequivAJmtto 
a ·total &)so; of 630 mL (189 mBq) k 70 .kg pati• A tof;ll 
..Jn..T .. if,..... .. ~ i.M m1' _ 11<4-...Rn\.., ~- l!if,,.,..,.tA fnr 
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Side-By-Side Comparison oftbe Proposed and Current 
Package Inserts for THAM SOLUTION Tromethamine Injection 

Hospira, Inc. 
THAM SOLUTION 
Current Packa e Insert 

It is recommended that individual doses should not 
execcd 500 mg/kg (']27 mg/lb) over a period of not less than 
one hour. Thus, for a 70 kg (154 polllld) patient tbe dose 
should not exceed a maximum of35 g per hour (I 078 mL of a 
0.3 M solution). Repeated determinations of pH and other 
clinical observations should be used as a guide to the need for 
repeat doses. 

Correction of Acidity of ACD Blood in Cardiac Bypass 
Surgery: The pH of stored blood rdllgt:s frum 6.80 to 6.22 
depending upon the duration of storage. The amoUDt of Tham 
Solution used to correct this acidity ranges from 0.5 10 2.5 g 
(15 to 77 mL of a 03 M solution) added to each 
500 rnL of ACD blood used for priming the pump
oxygenator. Clinical experience indicates that 
2 g (62 mL of a 0.3 M solution) added to 500 mL of ACD 
blood is usually adequat.e. 

Correction of Metabolic Acidosis Associated with Card.iac 
Arrest: In the trealJl'leot of cardiac arrest, Tham Solution 
should be given at the same time that other standard 
resuscitative measures, including manual systole, are being 
applied. If lhe chest is open, Tham Solution is injected 
directly into the ventricular cavity. From 2 to 6 g (62 to 185 
mL of a 0.3 M solution) should be injected immediately. Do 
not injecJ into dze cardiac m uscle. 

If the chest is oot open, from 3.6 to I 0.8 g (111 to 333 
mL of a 0.3 M solution) should be injected immediately into a 
larger peripheral vein. Additional amounts may be required to 
control acidosis persisting after cardiac arrest is reversed. 

Correction of Metabolic Acidosis Associated with RDS in 
Neonates and Infants: The initial dose of Tham Solution 
should be based on initial pH and birthweight amoontiog to 
approximately I rnL per kg for each pH unit below 7.4. 
Further doses have been given according to changes in P.Oi, 
pH and PC01. 

Parenteral drug products should be inspected visually for 
particulate maner and discoloration prior to administration, 
whenever solution and container perm.it See 
CONTRAINDICATIONS. 

11 
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Side-By-Side Om:nparison of the Proposed and Cm:rent 
Package Inserts for THAM SOLUTION Tmmm:hanrine Injection 

ospn,Inc. 
·oN 
C:JlDsert 

11uun 8olutfon (~ iujeotion) i& supplied W: ll 
siQglwosa SOC, mL laap·volu'rm: g1.as.s ~.Q'.,Jst No. 
1593:). 
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Side-By-Side Comparison of the Proposed and Current 
Package Inserts for THAM SOLUTION Trometbamme Injection 

DESCRIPTION OF DIFPBRENC:ES 

Commodity m:unl>er and revision date are the general differences. lb.ere are no otner 
content changes other t1um noted horoin: 
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