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Xigris'"
Drotrecogin àlfa (activated)

xisns'M (drotrecosm ars (acùvâted)) É B recombin", 
"r,1:intl§I1Ï'** 

Prorein c. An eslabtish€d human cêtt tjn€ possêseng
the complementary DNA irr the inactive human Protein C zymogen s€creles lhe prolgin inlo the lemêntalion m€dium. Femêntation is
câfiied oul in a nul ênl medium coîtaining thê antibiotic gênêticln sulhte. Geneticin sullatê is not dêtectable in lhe linal prcducl. Human
Prolein C is enzymatically aclivated by cleavage with thrombrn and subs€quenlly purifted.

Drotrêcogin alfa (activat6d) is a sêrine proteasg vÿith thê same amano acid sgquênce as human plasma-derived Activated Protein C-
Drotrecogin alla (aclivated) is â glycoprot€in ol âpproximatoly 55 kilodalton molêcular weEht, consisting ol a hêavy chain and a light chain
linked by a disullide bond. Drotrêcogin alfa (aclivaled) and human plasma{êrivêd Activâtêd Protêin C have lhe samê sil€s ol
glycosylalion, although some dilbrêncès in lhe glycosylalion structurês exisl.

Xigris is suppllêd as a slerile. lyophilzed, whit€ to ott-whit€ powd€r lor intravênous infusion. The 5 ând 20 mg Mals of Xigris contain
5.3 mg and 20.8 mg ol drotrocogin alta (aclivated), respectiv€ly. Thê 5 and 20 mg vials ol Xigris also contain 40.3 ànd 158.'t mg of sodium
chlorid€, 10.9 and 42.9 mg of sodium citrate, and 31.8 and 124.9 mg ol sucrose, respoctivelÿ

cenerat pharmacotoey c'-l lcÂL PHARllacoLoGY

Activat€d Protoin C 6x6rts ân antithromboüc êllocl by inhibitlng Fâclors Va and Vllla. /n yiro data indicate that Activâtêd Protein C has
indirect profibnnolytic aclivity through il§ abilily to inhibil plâsminogen activator inhibilor-l (PAl-l) ând limitinq generation ol activated
thrombin-aclivatiâble-fibrinolysis-inhibitor. Addiüonallÿ ,l? yrtro data indicale lhal Activated Prolein C may exert an ànti-inllammatory 6ffêct
by inhibiüng humân tumor nêcrosis faclor produc{jon by monocÿês, by blocking leukocyle adhesiori to selectrns. and by limiling the
thrombin-inducêd inflammalory rêspons6s within the microvascular €ndoth€lium.
Phermâcodvnâmlc-B

The sp€cilic m6chanisms by which Xigris exerts ils etf€cl on survival in pali€nts wilh severê sêpsis ârê nol complet€ly unc,êrslood. ln
pâtients whh sâ/Er€ s€psis, Xioris lnfusions ot 48 or 96 hours produced do6ê-dêpendenl declid€s in Ddimer and lL-6. Comoârêd to
placebo, Xigris-troatêd pâtienh exporionc€d more rapid dêclinês h Diimer, PAI-I làvels, thrombinrntithrombin lêvels. orothrombln F1.2,
lL-6, more Épid incr€as€s in protêin C and antithrombin l6vels, and normalization ol pla.6minogen, As assêssod by inlùsion duration, lhe
maximum obèervod phamacôdynâmic etfuct of drolrêcogrn alla (âclivaled) on Ddimèr levels ôccunad at th6 6ndbl 96 hou6 ol inlusion
tor the 24 UO/kg/hr treatmonl OrouO.
Humân Phemiecoklneüca

Xigris and êndogenôus Activatod Protean C aro inactivEted by endooenous Dlâsma proteasê inhibitors. Plasma ooncenl€tions ot
êndogênou6 Mivat€d Protein_C in hêatttry subjgcrs and patiênts ivith soù€ro s€pèis are ubually below detêclion timils.

ln paÙ€nts with s€vere s€psis, Xigris infu§ons of l2pglkgr'hr lo 30 ugr'kgr'hr ra'pidly product éteaù state concentrations {C..1 that areproponionallo irtJ6ion ratês. ln the phas€ 3 trial (séê CLltllCAL SIUDIÈS).lhe mêdian cleâIanoâ ol Xioris wâs zro Uh.'{iÀ[àrouartilê
rânge of 27 to 52 L/hr). Th6 median C* of 45 ngy'ml (intêquârtil€ lange of 35 to 62 ng/ml) was aflaineil wihin 2 hours àtt6i siartinq
lfiuslon. rn rne mêpmy ol pâùênb. plasma clnc€ntratlons of Xigris lell bêlo/ÿ thê assav! quantitation jimil of 10 no/ml within 2 houra
âltêr stopprng |nruslon. Pla§mâ dêârânrc€ of Xigriô In paü6nt§ with sêl/'srs sêpsis is approximâtoÿ Sæé higher than thaiin hêatthy subiects.
Spaciel Fopùlatlon3
- ln adult palienls with sêv€rê sêpsis, smâll dilferenc€s were detêctêd in thê plasmâ clealEnco ol Xioris with r6ûard to aoe- oêndêr
neDarc ovsruncton or renâl ctusfunclion Dosê âdjustm€nl is nol requirod basêd on thos€ factor§ alone orin combiàaiioi (seé
PHECAT'fiONS).

--End 
slage renal diseaso-Fàtients with end stâge renal disêasê requkino chronic r€nat reDlac€menl theraDv wsre exclude.l fmm thê

t.Jlatsê 3 §uoy. ln paÙê s withoul sopsis undorgoing hêrnodialysis (n=è), plasma deâÉnce (inêan t SD) of Xiôris administerêd on non-
oalysls oays was ir{.J Ê U Unr' Plasma cleararrcê of Xigris wâs 23 r 4 Uhr in pâtients withoul a€osis undeiooino-ooriloneat diatvsis fn=s)
rnês€ croâÉnce rares old not moaningilu y difter from those in normâlhealthv subiêcts {28 + I uhr) tn=lÉo).-rtûlatflcs-Salely and afficacÿ have not b€€n êstabhsh€d in pêdialnc patieïts whh sêi/êre seosis i;e6 tNtitcÂTto s aND us^cErrnerêbrc no do6age rêcommsnclaliofl can bê mâd6. Thê pharmacokindlics of a dos€ of 24 yil,rygÀr of Xigris appear to Uè timitailiipêdiatric and aduli patients with s€v6r6 sêosis.

Drug-Dne lntêraatdls- Formal drug inieEctions studies hav€ not been conducted.

-Thê 
êfijcacy or xigris was studied in an internaüon, frili:â:."Jia'"ffi€d, doubte-brind. pracobo-conrrolted triar (p6owEss) or1690 patienls with sêvêre sêpsis.r Entry criteria includod a sysrêmic inflsmmarôry ràspônse preiumeo oue to intecrion ajrà àr'rààiünïassocialêd acure organ dygfuncton. Aôure organ dystunæoir was tetinê ai;ie;-ati;i{oilil,;;'i;;:;Ë;;ji,;ïil.;HJ

IlH"LsPn:-9| mSlfe tor va§oprE6sor support. dêspno adequat6 lluid resuscitation): respiraiory dystunctron (rââtive hypol(emià

Ei_{yÉËà:e*,àiiiifl,et"ËH,#fjii§,ffiÿJ'i"1ffi?il*jî,::ffi:"J);H"JtsffitrJiS!,Jfi.*lsti[f"igqlT#
f,i,,ffi3"i.IiT:,ifff'!,ff*ffiËk'3"Ë%qfl':'.fîffii"Y,ilt.*tllltJ,"33,#ilii""",êr+s',Jgxlf*iird:iiBsîT.i,t'fü
wno woIê nor êxD€crgo to survive flrr 2a diavs due to a pre-exisüng. non-sêdsi! rotat€d m€djcât condition, XtV Oosirive paiièiijwtrôse
mosr recênr cD4 counr was <s(vmm3, pâtioits on cnronb àiàÿÀÈ,Ëno pariâni;iÀ;ïàd üiroôoü ü# m;*iiô;.ïü;;ff;;êâ;
or smâll borel lrânsDlanlâtiôn

. Th6 Pdmâry êlfic{icy ondpoint was ail'caus€ mortality ass€ss€d 28 days aftêr the start ol study drug administration. prospêclivety
delined subs€ts br môrlality analys€s included groups &nnea oy ÀencHÉ it êàiee G JËie oesioÉeo ro"assess iiè[ôi iirôrtàii y oàüâon acurê phystotogy and chronic hêatrh evaluat-on, èee ntf ifui,iwsrar.àrgii.oreCà/sàË;ili;ii:Ërordil c-;"ririù,;;d iÀ;î;,rËîojacute organ dysfunclions at basêlin6. The APAoHE tt scorè was catcutàiet irôÀ- itryiràtog-iô ano iaborârorv dara oÉtain;;irhi; iir;i;hour p€dod immêdiarorv precêdins thê srârt of study orug aomindài,on inest;f,É;fuiË;rciüiig-Ë;üÀ ;iliaï,;iiËj;iü:i"Ë"c;[

The sludv was tsrminâted atter â olânnêd intêrim anatysis due to significanfly tower mortality in F,eùênts on xigris than in patiênts onplacêbo (2i0l85o, 25"/. vs. 259/840. 3'l% od).ms sa" t' r't ri-
Basêline APACHE ll scorê. as m€asurêd in PFiOWESS was ôrretatêd with risk ot d6athiamong palients receivino ptâcebo, those withthe lot!,êst APAoHE llscorês had a 12% morrality rar;.-rÈrie-nrosë iri-tii.iziià. âià,Ën-o-iiiihllcÈÉ qràrri-t€§hàij;ËfiàiË;i;;-;ùët:l

3670 and 49'6, respecrivêlÿ Thê obsorved mortâhy dilferonc€ b6twê€; xisrÈ ànri liàêËà i,as-rimireïio tt'à riârr ôËitiài,iiiiiirii,-i"îË;risk of d€ath, i.e.. ApAcHE l score >2s rhê 3rd and 4jil quarlire acndÈÈll !6ôièÀ-CrdËË iï."iÈ";,iËil';i)füiË'ËJili'iili
establishod in pâtients with tow€r dsk of dàâth, ê.g.. IpACHÈiisôd . âÉ: - - :"* ''*

Tablê I : 2&Dây Altc.u§€ Mortatity for A[ pâüent6 and to.
Subgroups Ooflnod by APACHE Scorcf

Xigris
Tolat Nb N. (o/.)

Plac€bo
Total N N (%)

Absolut6 Modaliiv
Oifferencê (%) ' Felativê

Fask (BR)
95% Cl for RR

Overall 850 210 840 259 ) "6 0.81 0.70,0.93
APACHE II

li+2n ,+36 82 19) 437 83 19) 0 0.99 0.75, 1.30
Od + 4ûi (2*S3) 414 128 (31) ,rOA 176 144) -13 0.71 0.59, 0.85

aFor mora in omrion
ÿl_oial N=Totât numb€r
c N=Numbêr ot ctôatis

on calculal,ng üle AÊqCHE ll ScorÉ, soê: hitpJ {r$ÿ.s{aroE/scorcszscoi662.hùnt

n Eoup
ot mea§urês us€d the APACHE ll scor€ wa§ mosl eflectivê in chssilying patiênts by risk ot cteath and bv tikelihood of benêfit fromxigns, blr other importânt indicators of risk or sôvsrity atso supponed an rirs&iation uenÉeen litàtirr-ôà ii nsîi"'i,i;;l;ËËü' ,ïü ;i lilTil:Absolute rêductions.ln mortâlity ol 2%,5%,8% ario tt* frhtr iigriÀ ,àrê-ir6iàrvel iài patienrs with r,"2. i.-ànà + ii,,àài.àilàiioy$urcrcns, ro§P€ctrvêly similarly. êâch of lhe thr6€ maior componens of the APACHE I store (acule physidlogy score,;hrô;ia È;àiiiiscore, agê scor€) i,:lântiffêd a hisher dsk populaüon with'laruEr mortatity ditferenceiassociàeo ùinr treàtrirent. Tfiaï,i. rirë iiüirâôi iirmortalitv wâs srêater in paüênts with moûi sâorê physiotosË oisruôsn&À, i;pàtià"È-ùi,i Ëàiiori'ii"Târr'ÿi;üiüâü"biËlidrfrü""àil,lilij

and in old6r oatiânts
. . 

Treatm€nt_irssociatod reduclions in mortalitY werê obsêrv€d in paüents with normat protein c levels ânct those with low orotoin c levels.No substantial ditbrencês in xisris trearmên(efiecrs w€ro ob§;ri6J i;;ul;ôôü-Ë d'dffi;Jii !;e.niËi ;il'üïsiil. àiiidàiàiË àriEiï. "

. xisris is indicatêd tor the ,corction or mortar,ty. in aollÏDplll#iil #u.1""Ë,§-,*ru,s associared with acute orsan dysruncrion) whohavê- â high risk of dêath (ê.9.. a6 dêt€rmined 6y APACÉE fl. soê CaaitÈÀa-§Tit-diÈ§i" 
*

EmcâcY nâs not D€€n €siablrshê.| in âd'fl laliênts u/ith severe s€psis ând towsr riék of dêath. SatL.ty and êfficacy have not beenosl,ablished in pêdiatric patlênts with s€v€ro sêpsis.

xigris incrêâses the risk ot bl€edins. xisrts is conrang&:*iH*lÎ3l'fff" rolowing clnicât sttuations in which bre€dins courd beâssociared with a àiJh risk ot death ôr si§niffcart moôidity:. Activ€ inlomâl dêêdinô
o Becent (wrsrin 3 montËs) hemorftaqic stroke. Rec€nl (within 2 months) intracraniâl or inlraspinat suroery or sêv€re h€ad trauma. trÉruma wth an incrêas€d riÊk ol litÉ-thrêâtentng uê€ding. Prêsoncê of an opidurâl câthêler. lntÉcErnial nêoplasm or mass lêsion or evidenc€ ol cerêbral hemiation

I



Xigris'- (drotrecogin atfa (adivated»

xigrjs is conlraindicated in patients with known hypersênsitivity to clrotrêcogin atfâ (activated) or any component ol this product.

- 
Bleêding is the mdst common sorious edvêrsê efbct 

"""*",J111tT,$i" 
*€.apy. Each patiênl b€ins consider€d for rheraDv with xiorisshluld bê câretutty 6varuât6d-and anticiparod b€nefits weighed againsl fuienràt fi,fu-ass&iateo w tri6é-ir- - - - ' -" '

_uenaln condûlons, many or which l6d to €xclusion trom lhe phase 3 tiiâ|, are lik6ty to increas€ the risk of Éeectino with Xioris theraoÿ
I norerorê lol, pâl€nls, wnn.sev6rê s€psis who hav€).one or more ol lhe followrng aondilions, lhe incrêesed rlsk ofbleedin6 shoutd'bêc:rerury consroerêo when decicting whêthor to use xigris therapy:. Concurênt thgrapeutic hêpani {>tS units,l(g/ho - ''
. Platêlêt cour <3b,OOO x tlf6t, àen I rfre pÏateiet @unt is increased atter translusions. Prothrombln time-lNR >3.0. Bec,ênl (within 6 wêoks) gastrointestinal ble€ding. B€c€nt adminisùation (within 3 days) of thrombotytic therapy. Recênt administrâtion (within 7 dâys) of orat antidragulantè-or gtycopotein b/ ta inhibitors. Recant admini§Étion (within 7 days) of aspirin >650 mg per clay or othêr platetet inhibitors. Becent (within 3 months) isch6mic slrokê (see CONTRATNDTCATTONS). lntracraniâl artedov€nous malformalion or anêurysm. Known blêêdino dialhêsis. Chronic sev€roiepalic disêase. Any othsr cofldiüon in which bl€€ding conslitut€s a signilcanl hazârd or would bê particularly difficult to manâge becaus€ of its location
Should clinically important bleeding occur, imrhêdiatêly slop the infusion ol Xiqris. Continuêd use of othêr aoênts âttectino the

coagulalion syslem should b€ carefully assessed. Onc6 adeciuate hemostasis haé been âchieved. continued usé o, Xigris mày be
reconsidered.

-Xigris 
should bediscontinued2 hours prior to undorgoingan invasive surqical procedurê or procedures with an inherent risk ol bleedinq.

once adequat€ hemoslasis hâs been achievêd, initialioi of Xigris may 6e r6aonsidered 12 hours aflêr major invasive procêdures ôr
surgery or rê§tarled immêdiatoly atter uncompllcâted less invasi-vê procôdurês.

PRECAT,nOIS
Laboratory Tèits

Most pati€nts with sgvere seDsis have a @aoulooalhv lhal is commonlv associeted wilh orolonoâlion of thê âctivated ôârtiât
thrombopla§in time (APm and ihe prohrombin tiôe (PT).'Xigris may variablybrobno the APTT. ihsrefoiê, the APTT cannot be rètiabtv
used lo assêss lh€ slalus ol the coagulopallry cluring Xigris infusion. Xigris has fiinimalefl€ct on the PT and the PT can be usocl to monilor
lhe slatus of the coagulopattry in lhês€ patiênts.
lmmunogenlclty

As with all therapeutic proteins, th€re i6 a polential lor immunogenicity. the incidence ol antibody developmenl in patients receiving
Xigris hâs not b€6n ad€quat€ly dêlêminsd, as the assay s6nsitivity rs inad6quate to r€liably d€lecl all potential anübody responses. One
palient in tnê phase 2 t al cleveloped anlibodies to Xigris wilhoul clinicâl sêquelae. One patienl in the phaso 3 trial who developed
anlibodiês to Xigris dêveloped superticiâland dêep vein lhromb duringlhe study, and diêd ol multi-organ hilure on day 36 post-trealmenl
bul lhe relalionship ol lhis êvem lo anlibody is not clsar.

XiOris hâs not bêên rêadministêrcd to patients with sêvsre s6psis.
orug lotoracdona

Dr-ug inlêEctions with Xigris have not bêen sludied in patienls wilh s€v6rê sepsis. Caüion should be êmployed when Xigris is used wth
other -druqs thât attecl heriostasis {sae CLINICAL PHABMACOLOGY, WARNINGS). Approximalely 23 of the palients rn the phase 3
sludy rêcéivod prophylaclic low dosà hepârin. Conclmitanl us€ of proptrylaclic low dos€ heparin did nol appear lo atfgcl safety. lts €tfect
on th€ efticâcy ol Xigris has nol beên evaluated in a Endomized coîtrolled clinical lrial.
Druo/lrborâlorv Tæl lntarecllon

Betause Xiqri§ mây atlêct the APTT assay, Xigns present in plasma sâmples may inledere wilh one-stage coagulation assays based
on the APTT Isuch a's faclor Vlll, lX. and Xl assays).This intêrterence may resull in an âpparenl lactor conc€ntralion lhal is lower lhan
lhe true concenlration. Xigris presenl in plasma samÈles do€s not intêrferewilh one-slage laclor assâys basêd on the PT (such âs faclor
ll, V Vll, and X assays).
cârslnoûeneslB. Mùùioonesi3. lmDslrmont of Fenllllv

Lono-làrm studiês in ànimals io êialuale ootentiâl carcinoqonicitv of Xiqrrs have îol bêên perlormed.
xign's was not mulagênic in an ,h v,ÿo mièronucleus studiin mide or irian in v,lro chromoaomal ab€ralion study in human pe phoral

blood lvmohocües with or without rat liver metâbolic âctvation.
Th€ ôotàrnial of Xiqris lo impair ferlilily has not been evalualed in malê or femal€ ânimâls.

Prêgnancy Catogory C
An-imal réoroduàilt6 studies have not b66n conductedwilh Xioris.lt is nol known whether Xigr6 can cause f6talharm when administered

lo a preqnaht woman or can attect repoduclion capacity, Xigriè should be given to pregnant women only il clearly needecl.
Nuraing liothcla

It b nbt known whotherXiqris is excretgd in human milk or absorbed systemically alter ingestion- B€cause many drugs arc excreted in
human mitk, and bêcausê orl the polênlial tor adversê êtfects on lhe nursing intanl, â deciSion should be made whêther to discontinue
nursing or discontinuê thê drug, Gking inlo accoljnt the importance ol the drug lo lhe moth€r.
P.dlstrlc llÊe

The safetv and êflecliveness of Xiqris have not been €stâblished in lhe age group newbom (38 woeks gestational âgê) lo 1 8 years. The
efticâc] ol Xiqris in adult pationts wiÙr sevorê sepsis and high risk of dêâth cânhot be oxtrapolâted to p€diatric patients with severe sepsis.
GerlaHc Uae

in clinical studie§ ovallatinq 1821 patienl§ wilh sâvêre sepsis, approximately 50% ot the patiênt§ w6re 65 y€ars or older. No overall
ditigrences in safêty or etfocli-wnoss were obsêrvêd b€twg€n these patienls ând younger patl€nts.

ADVEBSE HEACTIONS
Bleêding

Blêediào is th€ most common adversê r6aclion associatêd with Xigris.
tnltté olaiè à iiuàv, èenous bleêdinq evenls w6re obsêrved duing lhe 28-day sludy period rn 3.5". ol xrgrrs-treated and 2.0'. ol

otacebo.irêated oatieiis. rêsoêclivêlv. Ïhe ditlerence in s6rious blêeilino betwoèn Xigris and placêbo occurred prima ly c,uring the
inlusrcn oeriod and is shown ii Table 2.r Serious bls€drno events wêre dêliÀed as any intracranial h6morrhage, any lile.lhreatening bleed.
âny bleeijing êvênt requiring the adminislration ol23 unil-s ol packed red blood c€lls per day lor 2 consoculive days, or any bleeding e!€nl
assessed âs a serious adverse €venl.

Table 2: tlumb.r ot t âtients Exporiencinq o Serlous Ble€ding Event by Site of
llêmorrftâge Durlng tlle Study Drug lnlualon Perlodâ ln PROWESST

Xgrls Placebo

I

N=440

Site of Hemoûhage
Gastroinle§tinal
lntra-abdominal

Rgtroperitoneal
lntEcranial
Genitourinary
Skirÿsoft tissue
Othsrb

5
2

3
2
2
1

1

4
3
0
0
0
0
0
1

astudy drus inlu§on pedod is dêflnêd as lhe dale ol inilistion ol siudy drug to the daie
bPatlents êquidîg thê adminislraton ol >3 uniis or Packed Bd blood cêll§ p€l dav lo.2

ol srudy drug discontinuation prus iho nên €abndar (lay.

csns€cuiivê days wihoul an idenlili€d sii6 ol blêêding.

In PBOWESS, 2 casgs of intraclanial hêmonhage (lCH) occurred during the inlusrcn p€riod-for Xigds-treated paliênts and no cas€s
w6rê rêDortêd in the olâcêbo oatiênts. Th€ incidenci ol ICH during thê 28dày study p€riod was 0.2ol. icr Xigris'troaled paliênls ancl o 1%
tor Dtac;bo-treâted ôetisnts. iCH hâs been reDorted in patients r€cêivinq Xigris in noG+lacêbo conlrolled trials wilh an rnooênce ol
;;ft;É;t€Mi* dü;ù thi iÀtuslôn oeaod. rîe rÉk of ICH may bê incËasà in patients wrth risk tactors ior bleeding such as sêvere
düouboâthv- âncl s€voË thrombocüobonia {sêe wARNll{Gs).*rnïiiôlüËSË.-264î 

lti;*iqri;1riiiêd patiènrs ând t8e"'of the plac.€bo-treated pationls oxpêrienced at l€ast one blêeding.evenl
during the 28iay strdy poriod: ln both trêàtm€nt group§, lhe malority ol bi€€ding êvênts were ecchymosês or g€slroml€snnal tracl

olhêI Àdvoroe Roactlong-ËâIefË'ààâ]riiifti,iîxi;ris as trearmont for sever€ s€psis êxp€rience many êv€nts.which âre Potential sequelaê oI s€vêre-s€psis alrq
may oi may not be attributàbh to Xigris th€rapy. ln clinical l als. there w€rê no types of non-bleedhg ad!€rse events suggestlng a causar

âssociation with xigris 
ovE.DosacE

There is no known anlidote lor Xlqds. ln case ol ovBrdose, irnm€diately §top lhe infusion and monitor clos€ly lor hemorhagic

complications (see Human Phamâcounstlca)
DOSÂGE AND ADi'IINISTRATION

xiôds shoutd b€ admini§€red intrâvenouslv atan infusion râtê ol24Ug/kgy'hr tor a lotalduralion oI infusion ol96 hours. Dose adiuslment
basé'd ôÀ clinicalor laboratory paramelels ié not re@mmond€d (6eê PRECAITTIONS)-liini"lnfüliôir-i"-ii,rêirirDted: *iqns should beièstâÀeC ât ttrè zàygikg,hr intusion lalo. Dose escalalion or bolus doses ol xigris are nol

tecomm€nded,'-iriifië 
âèÀt ot ctinicatty importanl bleêding, immêdiatêly stop the inlusion (séeWARNINGS).
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XigrisrM (drotrecogin alfa (activated))

Prêparation and administration instructions: Usê arêptic technique.
1 Use âPProPriâte agêPtic lechnique during the propqration ol Xigrio Ior intravonouô administration.
2. Çalculate the dose and the number of Xigris vials nesded. Each Xigris vial contains 5 mg or 20 mg ol Xigris. The vial contains an

excess ol Xigris to tacilitate doliv€ry of the lab€l amount.
3. Prior to administration, 5 mg vials must be rêconstitutêd with 2.5 mL Sterile Water for lniection, USB and 20 mg vials of Xigris must

be reconstituted with 10 mL of Sterile Water for lniection, USP The resulting concentration ol the solution is approximately 2 mg/mL
ol Xigris. Slowly add the Sterile Water ror lniection, USP to the vial and avoid inverting or shaking the vial. Gently swirl each vial until
the powd€r is complet€ly dissolved.

4. The solution of r€constituted Xigris must be lurthêr diluted with sterile 0.9% Sodium Chloride lnjection. Slowly withdraw the
appropriate amount ot reconstituted Xigris solution from the vial. Add the reconstituted Xigris into a preparêd inrusion bag of st€rile
0.9% Sodium Chloride lnl€ction. Wh€n adding tho Xigris into the inlusion bag, direc,t the stream to the side ol th6 bag to minimize
the agitation of the solutlon. Genüy invert the infusion bag to obtain a homogenoous solution. Do not transport the infusion bag
betw€en locations using mechanical delivery syst6ms.

5. Because Xigris contains no antibac'terial pr€servativ€s, the intrav€nous solution should be prepared immediatelv upon reconstitution
of the Xigris in the vial(s). lf the vial of reconstitutêd Xigris is not used immediatelÿ it may be held at controlled room temperature
15' to 30'C (59" to 86'F), but must be used within 3 hours. lntravenous administration must be completed within l2 hours attêr the
intravenous solution is prepared.

6. Parsnteral drug products should be inspected visually for particulate matter and discoloration prior to administration.
7. When using an intravenous infusion pump to administer the drug, the solution ol reconstituted Xigris is typically dilutêd into an

infusion bag containing sterile 0.9olo Sodium Chloride lnjec'tion to a final concentration of between 100 pÿml and 200 pÿmL.
8. When using a syringe pump to administer tho drug, thê solution of reconstituted Xigris is typically diluted with storile 0.9% Sodium

Chloride lni€ction to a tinal concentration of bêtw€€n 1 0O pÿmL and 1000 pÿmL. When administering Xigris at low concentraüons
(less than approximately 200 pÿmL) at low flow rates (l€ss than approximately 5 mlJhr), the inlusion sel must be primed for
approximately 15 minutes at a flow rate of approximately 5 mL/hr.

9. Xidris should be administer€d via a dedicated intravenous line or a dedicâted lumen of a multilumen cêntral venous catheter. The
ONLY othor solutions that can be administersd through ths same line are 0.9% Sodium Chloride lnjection, Lactated Ringer's
lnjection, Delitrose, or Dextrose and Saline mixtures.

10. Avoid exposing Xigris solutions to heat andlor direct sunlight. No incompatibilities have been observed between Xigris and glass
infusion bottle§ or infusion bags and syringes made of polyvinylchloride, polyethylene, polypropylene, or polyolêfin.

HOW SUPPLIED
Xigris is available in 5 mg and 20 mg single-use vials containing sterile, preservative-free, lyophilized drotrêcogin alfa (activated).

VlalB:
5 mo Vials

NÔC 0oo2-7ss9-01
20 mo Vials

NDÔ 0002-7561-01
Xigris should be stored in a refrigerator 2' to 8"C (36" to 46'F). Do not lreeze. Protect unreconstituted vials of Xigris lrom light. Retain

in calrton until time ol use. Do not üse beyond the expiration daté stamped on the vial'
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