]
3 2 .
o E Q= o< Qcs
3 i~ o g O® wn @ ©
o © h-ci') = C oc - [e))
c = o~-® o0 @ o< c
e 2 Lo®LH c5-2 =
S @ o= 8 0.9 2= =
s < &% B>=/EE O [¢) c
A —_ (] c © = =7
._: N_goog_g_ ; 83 c 8 =
= n S O = C [ X = oo o c
s 2 :&.Q_E_c_)ﬂ'..: < =5 ® 5 g S 5RO
il 30¢ B oS b ) co B L 2
© . c=o% ) == =] o >
€ :*55--«;3«;_9. O 3% 'S o 25 = >£2 3 s =
= E 3.:-9Cw=><<_ts . > ‘D 53 _CICJoc mgo. © = °
g 2 0;833“‘05 3 5§ I 5 € o ofE 3 S %83 e
Qw5 ] [} i O — o o !
Q Q 0L © = 6T
a = ggEmasgc S o £7B 8.2 = 82 o & Ogc € & s S 258 g2 £58
+ € m:.:-o.ch-9>,-*=== 2 s o © s S = § =0 s A = —o< o 552 TES
| o 00.) O_L ; c PTR%) O E"" — OQEL o 5= © - L0 04:33'0
I 8 ° c 2205 > 2 o - © 0)00-—— o o s = 50& © Q SESS
_,_,C mwm-omo-.- © c S5 = = 7)) [CRY] m-a- T = ™ o oo = = & .__om_'O_>03t03 o
5 52 @802 otz 2 22 55 &£ 255 8 o3s < 2 2 ox 82 ELEEQQOTOEEO 225 §
° w2 © e)) = ) L SER + S =T 3 A he] © c Q o=F q):ift :
‘:E—cszg 0.9é§q,85§5 S =3 g g5 0.0 =8 o £ g*a“ac- S 3 <3 S50 g2 Oggsﬁgggw%’%‘“ 530 EO«:?B:C} o0
s § -5 SE’éw%'aE% E 29 §° 2 22 58% 5. 5 £ 3288 % 8 - 02,85 -'>>-%O£%>E“3c5 5 SE s258s §° =
= = - 66E°CT O = T S o8 JER_ES 5 0% Sc29 = o c.= Co—"’ﬁm C=xc“-c '—mmo“ s0¢€ cScog T = C 5
5 © » c £= T c 3 = % 2 c e} 08 ¢ SES 56 B mr:O'_Eq;'— - o - SOSE GS‘DC—O-‘:(D'“ :|:'~=°-°:C ce=goa Sy 20 S 9 £
£ & 2% .aga.g’g"g’%g%gg 83 5 s8¢ s -5 a5 &= gf,::E“d o BE £ gggg%? 5:;%858850883‘588 25585 G2 s ¢ S £s£ S £
= N = ko] y— hh < O — = CI.)OO_ o-—-_._ o 3 (o] hud +— Io) g,_c >,C|.)CD'_‘L>\ o c O = b = —_ © = = S
S s -%ﬁsz;iﬂf =F cz 828 588 25 = S 883 ¢ 3 85 5 8883 a%aeag%ga%%aaacf 58525 S I 852 8 ¢ Y
£ = s £ wG s = = 5 = 8 £ o=cZ 2 £ 9 6 C® SoT ™ £ 3= = = xE © c £ == 0 [=3 g E£o
- 8 b =2c.s<“£z% S 33 55 o ac = oy 58535%%8 - S 3%“’*:“63 wcgi‘éﬁéa@azz%ﬁ& 932‘3--% s> £z 2 £ 538 3 S ¢z g2 £2¢ ¢
E 2 i %S'ﬁwé‘?’é% %3>‘6‘5 , 35 of £ 268 8:E>-Cﬂf:"<—‘v o 3 £§ ¢ wag%% %ac%é’g%%%ﬁ“%g? oo vEs 5S¢ 2a S 5 253 3 & 22E 85 EES Bgst
o = %85 Loc o E 5] S o S B c 25 582 X g e (@) N = .C=—‘<'Ch-— w'—w'_C o © 5 B >0 5098 e © =<
=) =5 =g S E =g 3= c 2 g©° m‘”‘“:*“ @ - > oEL3 2 o2 SE£+99 S 2® = €= 2 = S Z25o > : © < >0 % '
5 %X £8 mw%-go_:scq’ g =52 0@ 8 ©3g oS o 5o °5 X "E_mcbo 3.-8 2w cbwg-ce«—&) OCE"':U’E"..‘:OU’X#UG’NOC £00, T S 58 3 5 85c = O N TS =& c=E 20098 S =55
e 0 =% ngO%-Cag E 9= =0 3 530 o% 55 5 £ cs @ 8 SEhE 3E > 3L %E%U%g’ Q’QE%ECMO 2022 tEG a0 35 55 ¢s £ gEE < 2E5SE SE 958 588 = 23338 &
s O NS = 0 - 0O . O ;:UJO)'_ L 5 == 5o = = >3 B Sg2 c L —_oEe © 8 Cedm 5 St @ I= 2] c c = 2E Q9 SE 30 o > (S8 5
B :.:om><t\50->,_,_, 20 5 c20 < q_)C‘“ —r T wo___o__...- % £ P _~<—=~0>~’~4-a'-5 oS c 5 oOcui: CG;G’U :qJCD_ c o @23 S E = = D >4—-o o= ) c L_._,-c;w ko] E>~>,-_ c 2
_____ ’—O_m .Cm > _C_CD ._Q_(“ X - = OO Ooc'q) w £ 00 _QQ-OU)O - Eq)q) ne* = @ 0.0 [} P O-_.E [ = _QE n Q= c © » 5 [ = > o 9 ;OE=
- oSS [ u__U’ UJU)‘D——UC-'-' [ c O c < EED = = - = Qe3> Q ocsE = oE = U)O“_Q>< oE ©> O = 03; > o5 o =5 ® 53 5T O = 8 P=E
------ g O =c m3>.CG)'o'ﬁCU*-'-=:O::H oo 2 5 =8 2 E c59t0 3-S5 CQGEED €3 2R =29 5 S © = o 5= S £2 = y 3RS = €8>8
B = cE2 > @3 =] —.@ £EO0 Se 5 c 3 S o 9282%40C > [} = e 5 K=}
--------- .. 87 852523825 2 w B30 =3 gE.zEE%%E§ 25 855550588 %88582859958583c 8§952°5 "g’E’ 25 &5 s >8<s8¢ ;’5388 S 88 £388 £ SO 8 & §528 3 >= o
------- o o T ® TE o =0 oS S 00® S 520 ° o= = h-QCDCDO 2ol == o< 4 c ac £ = CDCDCD'—X c >+ oE oc N L'—COECD T 3 s 8° o o 52 )
______ . o 5 o= 2 = < © 2LwC oe B S0 2 9<c o2, O OO EC SEE3T >~ 5 20 4 =9 £ @ Q €O Q 97 SO0G® £ = £= 55 c 2
_________ e o 0 o o gagﬁgg gg_'a_: 985-_ 8c 3 0>“9:'EUCSE%Q Og:aﬂgmwmggzagoﬂ ‘U:E>§'O _qc)g E P S Og_‘gow _9“5_958 r% >=0 Bl—mf 8>'§3wm =8 c SR > B 9‘6 K s e
---------- 588 E gl vt . 2 8822 3¢ 3¢ 828 g55p52855 z>°>c9~=eaasgbq,%% f382:3 22 s% §8 o 2285i% cgccs 285 38 828 55 2288 o £ 5288 3 s 28 8 SFELESE
-------- n & P o c'_"" a5 ec == cCO R m.,_':q;wOL cnh*_.C_“c\'s cooT C=q,) m0—> o 2 o= »n -0 > 0o+ o= < - =>2ao% [} o B S E o = O o = = € C.*:«;E
..... 2@ @ Qs o] = 00T S8=3539 =0 =5*Q x oo 2= T3 ool =5 =2 k] o o S 5 20= 2 o= £ © 5 _
........ 5% 2 £ S5to 53 o0 c5252258 ce>gwu:2£@~owgo £8502%5 53 58 8587 25233 58998 o8 288 ooyl 5SS § igc §oof 2 o5t 5 5 32 ESEE6p 03508
L = = S5« 58 =% 63 X smole oc® S =S 3 g 22 € c o—_‘<°)<u4_.a> 5 L OL—w-Qh o3> 582 o 2 =9 - ©03E 3o==< = “’3"’"‘*‘9'— e = = o 29 gE =.C U"“EU’“U’
B ——— 8283 38 SE 83 %a,982OHFw%eS;Ewomggo-cﬁéﬂmﬁwﬁ%ws 284 o5 5228 8’538%85-%9‘; 839 ZE8 2955 N8 2238 X S285,258 2 5. % s S e 085885 £ &
ese hiahli o = -o-';._'(b g mmemmg__Q—_;mmacc = = q)__w-E, ng-O 8 @ 1o) o cu—">~.m'0 C_C _~<>~C © o T QO — c = 6 oo O‘”ECD o 9 = I o ""—‘OQ.CD =] (DU)(DT_)LE - : O
to us ighligh o < <! cc o >3 8 c MQNQ)G)'CU)-Q-C‘-E c,,9a0% < O < Q oS's .8 gL c >.GJCD_“5 — cCE= =9 x> EQ 3689 S =5 g @ b= 88 Q-E'q')“_ 50 2 = 0y £
e highlights do not | ORM = m Tg08T0T o O — e_ea 2E g0 > Q 2 ;—Q.D-C 2a*x 80 =9 =E= —->3 < o) g 529 82 g2 c B8 ® 2 255 SOES S
See f LIPL not i . © Q=0 [e) G)GJ;O'):’C-'—-“ o — Y "'"CCCD = L'OGJ c O ') OO“’O-H o® = [ O C i === c= ] 33-CGS . o = (2] 5.= [} © oo(D =00 O“Q_"_ o c o © =
ull R et dnclud L o o gow=T ocnoom o*"O;a)C -__‘3::07 5 I o 228055 2506 o= = £2T 9 Q as =) Eo“‘:mo‘- ° 3= B @ =5 >So% c o = o 0532 c
See reserio O e all the i o . o =3 cO?CD SCo s —"-'GSU)-_C‘“ 5¢C€E G < ®w—>*> gctc £23 < RS] L E == = O < e 9 5= 17} 5] = 3 £ © = C e ko ki —Q h = o hiie} cco/l
‘Udp ribing inf on A T —— ‘“—-—‘->~°’®0E-—=owwE°’ﬂs‘U == 25 o® 2093 -O'DCD =] LOQ 545 S c o S [} c by £c S Q(DO NL‘—G) > © Q.-o-oECD o290 oo =] [e) = O S [
) = .’S T — o hQ_q—L'—' @© i %) 3] ko) 35 ocj - @® © o — O O'—: o~ 3 [0} o & S -0—"—oN o= Q . [0) [e) — c 2O = -~ B € e T = © o —
oxaLIpLATN CTION, UsP sfaly and srccively. R —— . = QE%’L‘E%SEE% séégﬁag‘égs Ss5g 55 g;g§~9655§§ QQQS%zq,-%gﬁ geg-é 2583 5g °% 553 8 gzgé’ﬁéwg €< 3E 22 £ 82528‘;83%’ 8 25 SE5 o €9 2 32328%% o2
oroval: Iniecti ATl ively oral S I . SO bod o] = c o o 2= < 9 < Q_= coC = - c < © +— cm® c 5 = 0O o o Y O — — Q [ j. -0 o) = o + %) = &} =
ooy miection, f N INJEC- athy ¢ enso o 2= SO xXP SO 2 =1 8 H‘D*-'—Co>.0m D O x‘“LOL'— DS 2 Co> = 0 SE08060 o ° S0P BS = o ¢ C®’=CQC’—>‘— oS5 &2 S "ol (o} “”“C'C“’"_q’:’"-
, for intr C- d an occ ry Neur: o . os< cQ 590 00 —m>oojq_- >“—E*-'-——C°03 e 355 2T gc X SE=E= © >'—Q_OO = O (2%} 2} @© m-C o P S0 Ee6=2 C>-ou> _- S cs o = ><03_---o—mhq>o
qveno ose or ur. Avoi opathy: o -O—OO(ULXG)E o-_ .C-c —_(UO'—O - =5 ko) E (,)3.._.0(5 oL+ (@) c = O -—; 7)) OUJD _OE =] pher} n :: QZ = >Q b ] CDE— ca >.O-0—' > S c (@) N e
us u o perm id topi PSR — . 5090 -] =05 hoc.o o o) 3OC — o ==] o= oc [e)) GJGJQ_ () @.E meD_._, S e © 9 (] = .5 D_-Oq_)o RO e © © & “— ~ c OOOE-—G)
WARN se Initi ., ecomme anent| pical appli P S— Lo 900 5 270 o C>,w<|>*-"‘¢D [} >3 €02 = >3 = nc§ o 200g £02 sE o 2 g8 3o Qe 2F g T 55 oo g £20 o = © 522
ING: H ial U.S Seve nded. (5 y disco applicatio T ——— . ~nQ ;: ;mc .Q'O-_COLL © > ©c— O co ‘DO>"O (U'H o < £ = » Omo.._. o 7] o = meQEOO o wh:m: N - = c = . O -O(I)>CD_C
: HYPE -S. nmended. (6.2 | application, of ice neuro T . -22 8¢ =5 h“m-—wsgcm'—q’*ﬂt‘— CR=E = 258 c _oE*"O < Sex8S °g 8¢ oo £ T g5 2o0gf 702 go 5 £ o T2 t % 538 835~
C: HYPERSENS e e . it Inaste P T 0% 22 Bx::’“:‘-’ B > o““’“CO‘“Q‘ 005 £2528 X © -3 2 2559835 2t 29 £ 3 S3 Cq’“:‘-w GQ 3 222 285 = s = q’mmo":mn
oo UBING TIVITY Diat ohils ar ression: atin Ini ce the sage m e Ls c e) o% q_):O s:cp.;“o«sm o con3 = 3 e =QOCQ_ © o= © o £ S-= cs 5 © b Cw &= oE< = _cc>.E o3 o+ = °—o""— D Q 4
ull pr vy acT trophils are greate : Delay O jection Dosage modficatio o 2 So 2 g2cLE SHoEYG 9] o = Comes L 940 5 ©8° 0°83a x L c3g S5Ea0 598 = STR 2 g3 5 5 2 5508 35
Seri ull prescribing | HYLAX IONS Oxaliplati e great r than xaliplati as Tananoer aro prese sk ex LT l—‘DEEw"‘" cU3=—U 55+« C o =% 3 58§ © 02 8cog® 02 T o S £ = E-EA‘DCDQ“’ FO222C Fal =59 o ® 97 500 2
Serious omplet ing info IS ) aft atin Inject N o et atin Injecti le 2: D g Tt e e e ° >'E4-CO-°’°—“*~- a0 8265 & 2E£Q o gg-0 2 Q5T = o ] O = 52 5055 c ’“'—*CC“’ R i g 83 C‘°>*®“
includi and fatal e boxed rmation f er recov jection fo or equal alto 1.5 jection unti osage Modifi adverse reactions for o ° o oW 8= CT G co0*g T L@ - O o0 =522 € SD 52 B< 3 S & s 3 = B > g5 © 3_0 2=3 c 53 c.oa Sc g S o £ 832 ©33
|NJEc'"9 anaph hyperse warnin or or grad ery from r sepsis to 75 x x 109/L til Advers ification I . S ;_C L0 > 220 [ ‘D_C_Dg: a R N= 72} > 0o0°©° =85 3E © C o © = ro¥ B=q @2 0'R Q=0 > oD o £ < @© > 3 == Ooc o= C o)
f nsitivi g. - P e3-41 grad or septi 109/L. Wi and e Reacti s for Ad e o (=] © T ® c-< e ° © =2 c 2 0 o == s =9 0202 50 322°%° @ = 895 2'c ha 2
s TION. US ylaxis, ¢ itivity ostori hromb o 4 neut ptic sho “With ions vanced ectal Ad . R S+= £ D> —_0 5= 5 SC2BE = 20 S0 0] Q= = o o® S22 5= oo g2 >c et n= £ =2 T 2 ke = .0 >
g any’ nylaxle, can oc advers Bostarlor Reversi ocytopeni ropeni SOk Withhold Severi Color o . £ X © 28c2E = 555 c o T 3£ 5 23 2 35 S ST =83 o $TEL s E Qs 0E 3 s £ = o@Q
contraindic cycle 5, can ocour with e reacti sterior_Heversible £ penia as i, febrile neutr redu erity ectal Can Inth o . O&a 20 ool o £z S55C T B SxC gL = 2 © s 2 €2 & T+ 320§ 5 TE2 eo2 0T 92n £ 2 Szcd SNES 2
to ox: indicated i . OXAL utes of OXAL ions develo y disconti nceph recomm e neutro ce Neur Persi Oxaliplati cer th e advanc o o o Do OT > 3 = o - S © SE=C N> - Q 4= = 4 S OF A Q 2522 = a.2 L2 c ] o S 50 2345 =
aliplati in pati IPLAT admini IPLATIN - P p PRES ntinue O alopath ended penia opathy ersistent in Dosa e neurot e 58 ra's o2 == 00R3 5 9 =5c @) Q r OC T o= 20 sl S5 555 oo c 5 n 3 o—® o5 > ®
and p tin and ients wi IN INJ nistrati IN ulmon . (5.4) ST Syn 63 [see Warni Grade2 | Consi ge Modificati Table 4: oxicity L o N O — o3>0 o © oG 3% ¢ s © c& © 3 8 el o E2E I§@ g »02 =2 o2 W S=r 2 33 o—'8 g
i, o with h ECT ion a monary Toxici platin Inject drom 5 imings onsid : ication . Gradi scale e Xe] s Q =] o = fok—1 = [} S EsE = [] [e) c . [e) S=7o o C 5 0o o c = @© »
USP f anentl her plati yper 1ON nd gation e icity: Wi njection i e (PRE recaution and i ider reducin s ing for summari ials, neu - ®© | = & > £ P! ca O c9 = 2 =X 2} SEE§C > _cEwy c <0 O > ° " O0Gg< S5 c =
rmanently disc tinum-b O, s jation excludes : Withhold nin pati S): o B e alplel Neuro U —— g =8 TS [offe 5=002 foo ©% £ & =& 3 EG 00 2 SoSE$2 oL o o £ SEe g 3
appropri yper ontin ased d vity reacti is .o s interstiti Oxaliplati ients ent Grad se to 65 atin Grad pathy i o Y was gr ---- o ) Qe 52.S 36 g 3 < 2 CE= t >5 G c3 = 52 o2 £ 3 22 “._‘O'O-)Aoc e
priate t ensitivity r OXALIPLATIN I action Hepatotoxicity stitial lu 2liplatin Inj who 3 | Consider di mg/m? e n Advan : aded usi o 332 23 225 ® 5cCSCg 2Lt o9 o® - o- O C oE>E 5D 003 (TR = O =-=30 © SESo .o =
reatme ivity r LIPLAT . Immedi s atotoxici ng dise njectio G iect er discontinui . ced Col ing o > o c O E (&) © — c= ©nCco = ; =S ®© n (] - _— c O © Q (0] - ‘.(]_) 5% [0 ®© > o (e} () E =35 o} == C
o &gy aete A Hepatotoxicity: Moni latin Injection untl | rade 4 O oo discontinuing Oxal orectal C s 8 £2833 9Ec5o0%23 S 3% 25 2e. £ 5 SEEL6 £22T oET o $> 323 R S § at 2555 Qc2
, 5.1) ns and ECTION . M pulmon .InVeSti- Myelos aliplatin 1 R Defini ancer Tri ori afety of O: S >0 = <»n O X 5 [&] © c cC v = o pungyre) ) = () +—= O 73 5= 7)) — c O =} oc o% 5 [o) P 5 c >
admini ’ Interv: ent cycl er functi ary fibrosi [see uppression Grad Disconti esolved efinition rials in (LV) wi o Q_Q ; [aYa)e) = 8 (5} Ts E <90 o = = £ o 09'= £ co© = el o © © CT o © < NS [S=] c 5 R o= = oF
ister |0ng e al Prolon e, and as ion tests Sis. s Warin e 4 neut . ntinue Oxaliplati and did - who had as evalu: in - o E o= = QO S = © o)) ; B ; ; = @© w—_ = (0] (@] c® E ] = T — ; © O A o 0.2 =
! e, al r at baseli poc Wamings fon | or febri ropenia aliplatin Injecti 2 not int adi unde ated in pati . . £ o 3 (@) = = ©c < © 33 oocc oo O o ¢ w2 e @» c n8.E oX E =S S= =
Oxali INDICAT with syndro ation: A 5 clinically indi aselin Precautions (8.3 o uoperta | Del njectio Interf erfere wi fvant treatmant tr n patie n with fi ---- o o — c © c = ~ E5 DA 5T 09 B =2 2508 [°ks] !
xaliplatin Inj IONS congesti me. Moni void in y indicat e, befo verse R -3), openia ay the next n ered wit with functioni F treatme ‘complet nts with - ° oEe c > o= = o2 cO?HO® e c 5 G < >0 c == o ) 300 0=T0T 90 = c
with infusi njection i AND U abnor estive he onitor el patient ited. (5.6 re eactions neutrophi dose unti ith functi ctioning atal adv nt trial /s et oo | I @ X 'T - =3 & 02+ c®o> & 5L @ o cs 3 sn5g g 83 8= 2 °8 £%
usio nis a plati SAGE th malitie art fail ectro nts with 6) Grade 3 15 ils great i 3 | Pai ion but combi erse reacti ee Clini ion of th or lll co . n E 8w =) (=] 2 oC S8 0o o §.5 o S o N 0O > 5= 2 S
e adju nal fluo platinu e QTi s, and i ure, br: cardio congeni th -4 5 x 1090 er than ain or functi not dail inatio actions i ical Studi e prim. lon ca Tables ---- - s 2 K= © 1} s = oo «— P30 0= S5 @ = [0} cw-s £ P £ ° B 22 o'c as5®
vant rouraci m-bas ati interv: in pati , bradyarrh grams i genital romboc . than and pl or equal t unctional i ily activiti rebral h narm in in pati ies (14 ary tum Ancer, previ o ot ° € 20 Q 29 ac™ O o 8 o = S9 X = o 2 >
have treatm ciland | ed dru ing Oxali al. Co ients taki ythmi in pati ytopenia or equal t atelets 0 2 nal impai ities emorrh cluded ients wh 1)1 or in th reviously . T £ = X o nx ] 5>ETY S o cm3gE A = o S = © o8 OCDO-O'_ o.E =
. und ent of eucovori g usedi 5 xaliplati rrect el aking d as, and ients Gastroi Red nd platelts, greater Persi pairment that i Throm age (n= sepsis/ 0 recei e N ot 2282 5% >3EE oGS » 2 a8o @ ® S8 3 >90 © £ 856
treatm ergone stage vorin, whi in combi .7 tin Injecti ectrolyt rugs k electr: astrointesti uce Oxaliplati 09/L. ersistent i that int in boemboli 2) and neutropeni ived Oxali Tabl ated ad ize the ad! ———— . c c = X sS© O o c £ O = - o+T [ Q Ie) O = c o & ®
indergone complet ucovorin, which is indi oington faad jection and 6 Sonormaition prie olyte  |wers gstinal e S agplati Inject impairme erfered with dai s Gxarpiatin i aliplatin i Previousy Untre - = SERS T3 S2O8 053 tdg 28 £608 888£2p@ S383 5 £3 £ =g
vanced & resecti cancer i dicated f fions omyolysi periodi malities pri prolon [seEAeReaCtions . ion dose Neuro nt that is di daily activiti Grad platin arm s occurred i ilic pneum is (N=3), i n the (gre usly Unt erse Reacti orectal cai o ° Is) sS=a¢c %= O o — - C O = ns T coE - O NnOown o @] cco c
colore ion of th in patien or: . on if rhab sis: Per ically dur prior to i ng e \dverse After rec untre pathy occ isabling or I vities Ox fe 3 or 4 ad . in 6% (gr: onia (n=1 intrace- ater than reated Ad tions Re| ncer trial o © o £=2 O = € o >c g o o = B3 toln >C S= == o=
DOSA otal cancer. (1) 4 ts who Hemor domyol rmanently di ring treat niti- actions (6.1) Grade 3-4 Injection doss. reduce Oxali untreated for ad urred in 829 or life-threateni Opaliplatin arm verse reacti ade 3-4,1.29 ) or equal rvanced Reported in Pati ' - ° o ° 3 EOO T T235 0Z32_G&E cuL_-9 G g, 2 830
. Admini GE AND r. (1) v tumor. (1 are thage: In ysis occu y disconti ment. )] alon 1 dose to 65 Oxaliplatin and n 74% (all vanced col % (all gr tening of patients. F . Grade 3- ctions occ ,1.2%) of pati or 5% of all orectal C atients in N coo b > & E 3 0cos cS T @D CIER Q n=
/ iniste ADM ) receivi Crease f rs. (5.8 inue Oxali b g with a do mg/m? 5 orectal grades orectal ades) of pati infection wi ebrile n 4 gastroi urred in ients equal to patient: ancer Cli  the inf T Qo O = c O c N o o o— = O © N R BR=5 ©
infusio r Oxaliplati INISTRA and oral ng Oxali frequenc 8) aliplatin Inj 23 Do fluorouracil t se reductio 3 Seve cancet, inc! ) of pati e O At Di ts. Febrile neutropeni occured in 70% of patl 1% gr s and wi linical Tri I o o o2 8 Q= S= @ =g 0 o 2
. . : . ' - includi ients r, includi ts previ isconti ncomi penia o al bleedi pati ) " ade 3- ith vial . bone pai o R ] o o .2 c 0.2 = O D = ()] = oo+«
120 m'n over 120 atin Injecti TION Mm Inje cy of monitori njec- i sage Modifi intravenous 0 300 mg/mz”"f Gradre Myelos ing 7% previou ing 19% evious! continuati itant gr: courred i ding o ents in tl A + FUL 4) greater th. Tabl pain, pi yncope, h --- e g — ~ o w = 8] € o o o< = c
D e il ion 85 rvo-Fet gulants ction wi oring i ) n patient dificatio as 2 99 bolus and as an e 3 or uppressi % grade 3- sly treat % grad y patients i ion due t ade 3-4 in 0.7% ccurred i he dverse Reacti =250 v an able 10: L , pigmentatior T a'n 7] > 2} c O [0} - £ oS of
of each s in se utes o mg/m2 nant al Toxioi (5.9) ith flu n patie less s with ns for Pati hour conti 500 m colore 4 neut sion 4, ed for e 3-4; T in the Oxali 0 an ad neutropeni % and d in 0.2% eaction* N in >5% aborato tion ch nsion, h R . o o o) D3 E = OS—~T=S no* o [0}
fes | arate b o asani i Yorne ity G S ourac nts wh tionts with severe ationts wi A gm? e ctal can ropenia S dvanced ables 5 xaliplati verse tropenia o ocumented an + FULY % of Pati ry-Rel anges, and T o o = 5T 53 s = 2%
on Day 2 ay cycl ags, foll ently with n intrav emal n of th :Canc cil/leu o reduc mL/mi renal im 1ts with R s infusi in Sepsie. nou e o . ed pati .6, a in arm reactiol ceurred i nted All G 6 i tients i ated Ad , and urticari L 9288 cc =co ore 0.2
. | s, eno es of e potenti ause covori 5 o the Oxali in, cal pairm enal Imoai on. out psis, n o recei red in 4 ients with nd7s . n occ rred in 1.19 rades + Iri in the Previ verse icaria own — =0 oc 0c S5 3 ©® et cCco
Adivea as rocomme Admini owed by f leucovori us of co reproducti ential ri fetal h in opulati xaliplat alculated ent (creatinine ciea 1. Sepsis, neutropeni courted In 41% to Tabl e  Summman urred in % s | Brtes > N=2 Col revioualy Untreat ' T 0285 3> T505 5 2
nt Tr mmend ister fl y fluoro vorin ovi ntracepti uctive risk to arm. Advi 2.4 ions (8.6 in Injecti by th atinine ‘ment Reacti ~occurred i nic sepsi xaliplatin wi 44% of pati le 5: Ad on can rize the 15% of N A 4 | Al Gr. 58 orectal C usly Un ions Occurri T . c OS o= © Q_O 05% =
unacce catment: ed. (2.1 Uorouraoi uracil on er ption. (5 potenti afetus. A . dvise Preparati .6), Clinic ion dose t e Cockel clearanci ions (6.1 d in patie psis and in with fl patients wi Receivi verse R cer receivi adverse the eurology ) (%ﬂdes Grade: L oxal ancer Tri treated A curring Trea o e o0 n O o9
+ Adva ptable toxicit Continue t ) orourac on may 1 -(6.10,81 ial to use a viss maton Preparation and B e o 15 roft-Gault e [CLer] Grade 3or 4 gy Poentswhor septic sh “‘"‘.’“ra«:imS""'th iving Adj eactions e o o e ades | Grades 34 | Al p aboratory- aliplatn and tial dvanced Jreated Adva o Sl <o
wetrea eucovori Mo A 1,83) an effecti ales an xaliplati i Admini cology (12 m? [see U equation color or 4 thro eceived O: ock, incl /leucov- patient juvant Tre: Reported i o oachons report ; uropathy ) rades | Grad tted Adverse atinond FUY | e qual to 5% nced Colorecta o °°
Drogress: Sloratt _(2.1) ment fo rin st com DVERS ective m d handh in Injectio nistration 23)]. seinS n), ectal can mbocytopeni xaliplati uding fat s and wit atment d in Pati ment. ed in P (%) s 3-4 eaction 9 Irinotecan % of all pati orectal —— o o
sion or al Canc rupto 1 equal t mon ad E REA ethod . handling and nis a cytotoxi pecific Monito e O in [see Adi al ith greate (greater t ients with aresthesias 8 (%) Al can and FULY " patients b AU °°
unacce er: Conti 2 cycle; th 0 40%) verse reacti CTION . P not free: isposal ytotoxic d cycl r complet eceived O curred in 29 verse r than ol han or Colon C: Ph i Grades | G =256 Oxaliplatin Adver ut with | linical Trial ( L
ptable rtinue tre sor romboc were peri eactions (i S : rotect th ze. procedur rug. Follo e and as ste blood ¢ xaliplatin wi % t0 5% Ad Oxal r equal t equal to 5% ancer Daryngo.|a, 77 18 Hemat (%) rades 3-4 Irinote and se Reaction* ess than rial (gre: o
DOS toxicit atment unti and alk: cytopeni ripheral s (incid D e e es. w applic greater th clinically i ell count with fluoi % of patients wi R xaliplatin + 0 1% grad % of all e anymgeal 18 2 ology (%) Al Grades ity Oxaliplati 1% grad o
Injecti AGE F y. (2.1) until di titi aline a, anemi senso ence Dilute concen ntrated soluti able speci equal an or e y indicated at baseli rouracil| s with * N= FU/LV e 3-4) s 38 16 69 Leukopen (es | Grates 34 8 latin + FULY e 3-4) o o
jeation: 50 ORMS sease itis. (6.1 phosph ia, na ry neur greater jection, U trated s solution fi cial D to 75 X qual to 1.5 . Delay O ne, befor eucovori =1108 Neuro-sen: 2 2 7 openia All Grad =150 Oxaliplati (Cont'd) o
vial @) mg (5m AND ST T ) atase. di usea. in opath than o other chl SP Do e 5o liah ose red 1091 Withi 0L o xaliplati e each st in. Al Gri U sory 62 Nei 85 i es | Grad Pulmon xalplain o
REN o re , diarrh , Increase i y, neutropeni r o St chlorid not dil ith 250 ght. febrile uce Oxali ithhold and pl in until ubsequ N ades LV Neuro N I 1 5 utropenia 2 ] les 3-4 ary All Grad =153 5-FU, -
FRES g/mL) or 10 GTHS F port SU oa emesia. fatic e e her chioride-containi O 220 o 20 506 Dosage. aliplatin Oxaiipiati for sop hEuOphiS ar eurolog (%) Grade 3 N=1111 05! ! 0 L 8 - @ b =0 etit There are n0 N
ENI 0mg (5 reseniu SPECT sis, fati saminases (20°C to 299 s°|Utionf|r""9 soluti sodium L of 5% D 5.4 ee Dosage penia or gr after recov. tin for se are greate ils are y -4 | NIG intest 1 2 % frombocopen 1 5 2 per Respiraton T Al Grades (% T hu e e i
KABI us mg/mL) in asi Fresenius Kabi U ED ADV gue, and st es (a0 tosc ek o N more than ehloride solution or 4 Posteri D e oty from grade 4 ne r than or Peripher %) rades | G 0 0 ! e il - 7 a Pharyngit rec ineeton @] Ae e o aimal ik
. Hi asin 00-5 SA ERSE oma- v [36°F t to 77°F re than 6 olution PRI rior Reversi inistrati romboc grade 4 ptic sho Ne al Senso (%) rade 3-4 Nausea 1 9 e 7 oS rades (4 producti fimay i C i o
Histo CONT gle-do fd 7176 LLC. Vi REA Vis 0 46°F] 1) or 24 hours or ES o versible on (2.2) ytopeni neutr ck. uropath ry o 5 44 24 - 10 ) br ion. Be ilk or it nce of oxali
tory of RAIND se vww.fda.gov/ 76 or F Vigila CTIO ually ins ). Protecti O s At oo FRES ocourred in Enceph /. s recommendes y (%) Dia 0 ! Hepatic Z % n S Gase of the poten Sallplatin or
plating hyper ICATIO medw " FDA nce & NS, ¢ admini pect fo tion from i under n ntempera h rse Reacti Ty 3 alopath ommended Gastroi 92 ihea 7 1 3 2 3 P 9 7 with O | infants, advi the pot ; on the bi in or its
m-based sensitivi NS atch at 1 Medica ontact . Y Inspect for particul light is efrigerati ture dverse Reactions (6 ephalopatny Synd ed rointestin 12 Vormit 6 0 Increas % “ crpnera E0 8.3 alplain natorsm enial for serioss ave oo
drug vity reacti us : -800- cal Affai Do not mi nd disc late matt e (2°C blurri , altered .1)]. Si of patien rome al omiting 56 67 o4 ASTY 4 sl 2 . 3 Fema and for 3 months a ) breast infant or on milk
g ction t . Lactati EINS FDA. airs Do not mix Oxali ard if or and di quired. b iness to bl R and b across cli Nause: 16 12 15 In 17 4 Hepati les and 3 month ot to br e ores roact mil
,5.1) o oxali Lactation: PECI 1088 nfusion li xaliplati present discolorati e diagnosi lindne functioni sympto ss clinical tri a Stomatiti 4 65 83 creased Alk 1 25 c/ 1 10 u_y—m;es s aftel eastfeed se reacti ilk
olatin s - Advi FIC PO or infusior i Oxal i or admini ” oration ori thec mosis of P oo 25500 ning, sl PR Al trials - <1 itis , 2 p Phosphata aline 3 Hem: aborator 10 regnanc of Re| r the final durin ions in
of oth e 17 f <e not to PULAT ionline o o Sminister Orali prior to 55 A RES with \otioning, seizures o ES aan i [see Diarthea 74 ored % 5 9 . 9 se 1 2 aturia y/Renal Verify Testin productiv dose g treatme
FULL er FDA- or PAT breastf IONS * Flush ions of fl y with alkali xaliplati .5 Pulm xaliplatin i magneti I not with h normal an include Ha 0 1 6 Hyperbiliubinemi 0 1 Dysuri 5 initi  pregnanc e Potenti ) n
PRES! approv. IENT C eed Flush the infusi tly with alkaline medic n through Pulmonary Toxicf in'in pationts who d ypert  vision f Vomi 5 c S % ubiermia 1 b ! iihg Oxalpiatn i i !
2 : the ir : _ th ulmonary Toxicit gnefic resonance | tension. Gonfirm omitin 56 3 % 64 i 6 8 : 6 ! el 500 Use
WARN CRIBING ed patie! OUNSE ministration of line wi i) o etk of platin has y o Qs e - Confi 9 61 ‘ 2 1 23 creased ALTH 0 ! ¥ Event coded i Contra tin [se males
ING: INFOR nt labeli LING | + Do usion line with 5% D edia (such patients) been associ Velop PRES. Permanently Stomati il 2 Diarrhea- 3 % 19 A ! ! 14 O oo 6 0 goaception 2 Use 1 Speartc Popiat
45142 ANAPHY| : HYPER MATIO ing. NFORM Do not use n y concomit extrose Injecti In the adi , which m sociated wi S. ently matitis 4 48 colostomy 4 4 1 ; Aspartate tra 6 3 2 Picis Blopecia was o aliplatin ¢ peciiic P uctive potenti
6¢ /Revi LAXIS SENSI N: CON ATION uminum eedles or i ant medi njection d e adjuvan ay be fat ith pulm 6 Gastrointesti 13 27 27 lanine tra nsaminas 1 1 Clini oo was e 1 4 pregnant an caus opulation: ential pri
vised: Se 1 IND TIVITY TENTS* and Alumin parts f r intraven: ication. , USP priol yspnea w t treatment tri al [see Ad onary fibrosi Anorexia 42 7 estinal NOS 2 2 5 nsaminase 2 3 inically re ported. F woman [ e embr s @1 forto
: September ICATI REAC o P oo the ous admini rto R e 7.4% nt trial, th i) Qb (les 24 - 5 16 21 Previol 0 2 and les levant ad 1 emales see USe'yo'feta' h )
2021 > b ONS A TIONS Revi pound een re preparati inistrati the O aliplatin b (any gr: | the combi eaction: s than 1% Consti 3 1 2 7 2 Th usly Tre: 5 leuc s than 5% verse Advi in Specifi arm wh
" OSAGE ND USA INCLUD 8 US vised: 9/2 * Admini S ported to ion or mixing sets contai xaliplati arm. One ade) includ-InEd incid s (6.1)] ° nstitutional 13 40 Fatigu i 4 1 e safet dled Ad 2 ovonn e reactions ! oo e Populaton 2
. . i ) s N - 5 leu ty of Oxali vanced were: ‘combinati e pat ns in contra nale pati pulatio iniste
= 21 R AND AD GE ING 8 E IN SPEC 021 Administer Oxal cause degrada A In the previ n arm. One patient died ing less than 1° of c Fati ymptoms/Pai 1 2 2 3 © safety of Oxaliplatin 1 Colo e: anxie ingtion anm (isted | greater il Gosmr© atients ns (8.1 red to
. ) o aliplati . . previo oo than 19 ough a atigue Pain : 70 3 refra (LV) w; atin in rectal C conjuncti ety, myalgi arm (li 1 the Oxali than of inal do: n while of re )l a
2.2 DeCOmmend MINISTRAT 81 Pregn IFIC PO 3 D Cu"emlyW-'p'at”"«’:’tsa i oo i 1 ihe previously un aanORIiC & (grad nd 8 Pain tefractory and as eval sombination witt ek yalgia tod n tleoteasing L equa s receivi R oQuct
. : . anc PULA 0SAG ith leuc nintrav ) platinu grade), i incid treated philic e 3) i Wyalgi 7 2 he ad relay uated i ination wi epressi is, wei , erythe decroasing or and I'to 2% Mal ing Oxali ive potenti
. 52 DOSage MOd-e-d Dosage ION > Lactaii v TION bosa E FOR ovorin enous ) m e), in dence o adva pneumoni in Abdomi 44 <1 yalgia 29 58 i verse ri psed col inara n with f ne: ion, ataxi ght de matou sing of fluorouracil/ es aliplat ential
e ) i 8.3 ation S jection: MS AN iravenous infusio grade), includin eated advanced onia in minal Pai : 8 1 ials. 1 relapsed colorectal iation with fluorouraci e tachycardia. O e o st uracil/ Based oni i andfor & monthe
10 o4 Propa> Mo ification fo 3 Fem injection: 80 m D STRE ous infusion over 120 mi ) ncluding 7% (grade , dyspn colorect n 4 Pain 14 3t 6 Th orofilsn his tral wa ot 18] T patntS Wi ipaar A Stonhemorhotis m " increased sweatin e e '3 months aftr
n y reparati dificatio r Advers 8.4 P ales and M 4 ion in a sing (5 mg/mL) NGTHS es in se minutes In case m e 3-4) in ea and h al cancer tri Dermatol 18 2 7 i 16 ree pati this trial w [see Clinic: in patient )/ pnel ptysis, pu ,abnormal morrhoids uth, rect sed sweati v) male part echanism acti nihs after the
, USP 3 DOSA tion and ns for R & Reacii ae ediatric ales CONT ngle-dose Vi ) or 100 parate ba cou of unexplai the Oxali ypoxia wi trial, th ogy/Skin 38 ‘Abnormal Visi 7 6 29 experiel ients wh as simil al Studie s with umonia, rpura, vagi micturiti , muscle al hemo ing, while re: tners of re| action the
GE Admini Mg 5 Geriatri Use of Repri CONTRAIND e vial. mg (5 gs. cough, dys plained respi i o, e Skin D 1 1 al Vision 1 0 Sxparienced fat o receiv ar 16 ot soen i o PbStruston, Singwi - vaginal b o ratuiancy.dy 9 hage Nongimoal Tt product as a genotoxi
4 CO FORMS inistrati pairm 8.6 riatric U oductivi Oxaliplatin i ICATION mg/mL; O et e espiratol with fluo 6 (any in Disorde 17 Neuralgi 5 10 ydration al adve ed Oxaliplati seenin /. o gingi tis, invol emorrh quency, d S5, nervous- clinical Toxi xaliplati ive potenti otoxic dr
NTRAI AND ST ion ent Patient Ise e Potenti tivity rea \is contrai \S ) clear, col stitial 1 aliplatin un'ck|es OrrW.SymptOm rouracil/ ect r algia 0 5 ] 9 Grade - rse reactio iplatin in other Tab urinary inc givitis, ten untary mu age, mele ry skin, pr ous- Infertili oxicolog in and for ntial to u ug, advi
. s " ) . - . ) n » s 6 se effecti ise mal )
RX 5 W INDICA RENGT! 10 s with Re ial have i ction to o indicated ) orless Oxali ung dise: til further adiologic: s, such a jection Site 32 2 Pulmon 5 2 6 2 res| 3and4n ns: gastr 1 the combinati le 13: Lal ontinence esmus, h scle cont na, somn uritus, B ilit y (13.1)]. months ective ¢ es with
only ARNIN TIONS HS OVERD nal Impai 5 included saliplatin in patients wi 5 iplatin fo ase or pul pulmonal al puimon s non-prod Reaction® o ary 0 1 y a pectively, i eutropeni ointestin ination Patiel borator . » hot flashe: ractions, i olence ased on ani after the fi ontracepti
51 H GS AND OSAGE pairment WARN anaphylaxi din patients with a his 6 He e Intooat i onary investi ary infiltr uctive Cough 0 6 arm. Grad e Oralilatin with al blesding and nts WithPy'Be'a‘ed s, enlarg , intestinal females nimal studi final dose [see
] PR " s INGS A XiS [s6e platinum. tory of patotoxici intorstiti ibrosis igation ates, wit Fever/Infecti 11 36 in the € 3-4in iplatin wi ported i g and revio! Adver ed abd al 8.4 [see Noncli fies, Oxali e [see
5.2 pypersens-- PRECAUT DESC| 1 H ND PR Warnin, based a hypersensi In the adj icity itial lun, is. Perma excludes i ith- Infectio D 3 0 1 Oxaliplati creased with fluot in27% usly Tre se Reacti omen Pediatri onclinical xaliplati
. arioh itivity Reacti IONS RIPT ypersensitivi ECAUT gs and drugs sensi- and juvant g diseas nently di s inter- n 3 2 yspnea 5 2 Thirt platin with serum rouracil and 17% Lab Oxali ated Ad ctions O ' T atric Us al Toxic in may impai
53 S pheral S eact ION Seri sitivit IONS Precauti . React alkal treatment tri se or y disconti Feve " 1 1 een combi 1 creatini il/leucovori 6 of pati pes2boratory. xaliplati vanc ccurring i he sal e olog impair fertili
ens ions 12 C ious and y Reacti utions ions the O; line ph ent trial, i pulmon. ontinue r 10 Hicou 18 25 leuco | percent inatio inine oc VOrin G atients elated Ad in and FU ed Col ring in > b fety al y (13.1)] ertility i
24 Poster Myel ory Ne LINIC Serious and fatal I ions (5.1)] xaliplati osphata I, increa ary fibrosi 3 pe 7 leucovorin combi of pati S A ombination Roaction nedo orectal Cancer- ! ben aqgbiihed. daf ' yin male
. > Myelosu uropat 1 AL PH can ocaur with ypersensitivi : ihe Oxaliplalin arm se (42% sed transami sis. Infecti 2 Hepati 2 O e ients i e vt oy pat ion action Oxaliplati Canc R ctivene s and
55 pOSteI’Ior Re ppressi hy 21 M ARM ny cycl te] hypersensitivi peactions (6.1 than i the fiuore o) cansar! ction 7 epatic/ 5 K 17 ottt joh arm ditco the Oxali oy o patient Al G aliplatin N= er pen-lab 4. Safety and of Oxali
. versi ion 1 echani ACOL! Jaxi e. Grad iplatin wi ivity reacti ) oth arm: .7)]. The i 1 the flu %) OCC nases (57% 1 m { 1 3 1 actions gastrointesti disconti xaliplati rin arm S rades | Gi =153 solid t el studi afety and xaliplatin i
5.6 HUImonaryT rsible E 2.2 Ph nism of OGY is, occu de 3-4 h Sitivity reactions. | re s. Chal e incid orouraci urred m: 7% vs 3 Al 2 Hyperg! aboratory/ 2 1 T and ne estinal ntinued t platin wit : ot | Grafes 3-4 FU umors. o 23 Sficcivenass w i
. / Toxici nceph 1 arm Acti Oxaliolati rred in 29 ypers ninutes o , includin egenerati nges n ence of i illeucovori ore col 4%) ergy/Im 5 12 pergly y/Renal 1 ables 1 uropathi adver. reatment: ith fluo [t All Gra /LV N=14; In e 5 pati ivenes pediatri
57 erafotox I ity alopat 23 p acod tion liplatin. H % to 39 ensitivi f admini g ana fibrosi ive h oted on i increa: vorin as mmonly i munolo 0 2 th 1,12 ies. se reacti ent; th rouraci ) des | G 2 amult ients a s were ics ha
. A icity hy S harm ynamic pruritu . Hypersensit 3% of pai ity reacti inistrat phylaxi sis, and yperplasi n liver bi ased bili arm [see yin Alerai gy 4 1 Hypokalemi 14 3 e previ ,and 13 ions, her e most f cil/ Anemia (%) rades 3-4 (AR icente ged 7 asses: ve not
28 R nterval yndrom acokineti s ok s, and nsitivity patients wi ctions, i jon and d Xis, develo veno- sia or si iopsies i ilirubin  Adver: lergic Reacti mia 2 2 Tab! iously ti summari , hematologi requent (% All Grad D5531 r, open-| months sed ac
. hab Prol _ e 13 NO netics ture and . rarely, b reactio s with col ~includi uring e op abnol occlusi sinusoid s include: was simi se eaction 25 Dehvarati ] le 11: A reated a arize th ogic ad L 81 ) es | Grad orrel ), oxaliplati abel, n: to 22 ross
29 N domyol longation NCLI severini roncho ns, includi on canc ng ana oxplained rmal liv ve lesion idal alte ide: peliosi ilar on *E 3 ydration 1 11 Treated 7 dvers dvanced e advi verse eukopenia (%) es 3-4 s apsed m .Plathav on-com ) years with
and . 13 NICAL Oxaliplatin ity to th spasm ing rash er who phy- Jiver fi by live er tests s. Consi rations sis, nod } Bventc - 10 3 3 eated Adv e Reacti colo erse reacti 2 (%) arcom alignal s admini parativ
210 EemOFrha ysis Ventr 1 Carci ToX h platin is ose re and h " Urticari receive ser functio r meta: or port sider e , peris ular Incl oded in Hypoalb 9 7 12 5% of anced ctions R rectal ¢ actions Neutroj 76 64 ad a. The d nt solid inistered e, non-
: ern ge icular A rcino XICOLO o platin contraind ported wit ypotensi aria, eryth d clinically i n tests stases. f al hypei valuatin inusoid udes th WHO-ART di 3 uminemia 5 7 3 all pati Colore eported i ancer tri reported i penia 19 1 ose of 1 ose limiti tumors, mai to 43 1-randomi
6 AD ryo-Fet rthythmi 14 genesis GY per um-bas ndicated i ith othe ion, were si ema, 5.7 y indic: at baseli  for hepati rtensio g patient al rombosi RT dicti I s p ients an ectal Cal ed in Pati ial. in Th 73 1 (60%. 10 mg/m?2 iting toxici , mainl patients wi ized stud
VERS Al Toxici mias CLINIC . Muta manent| d,ed drugs in patien r platinum re similar in 7 QTIn ated. ine, befo tic vascul n which ¢ s who Table 6: sis related ionary 2 P " . 6 ; 6 d with ncer Tri atients in rombocytopeni m 3 68 pe %, grade 3_4.9 m2. The Xicity (DLTVneurobla with refr Y
6.1 Cli E REA ity 14 AL STU genesis, Impai permanently discontin see Contraina with h based drags. Qr Interval P epatic vascular disord annot be ible 6: Advers to the ¢ <1 Uina 8 ! 2 Oxali greater th al (greate the Previ Hepati enia ] 64 0 2 nia (40% 57%), fover (40 aehorod rosctor Stoma znd 0%t
: lini ACTION .1 Adj DIES » Impairi B e appro tinue Oxali traindicati ypersensitivi rugs. “prolon Prolongati ubseq ers. Moni Seiving Adiu Reacti atheter ry Freque 5 14 Adver xaliplati an or e r than iousl patio ! 34 | 6, grade 3-4: ver (40% erse roactions wer osteo-
6.2 P ical Trial S juvant Tr ment of 5 ions. priate tr iplatin f ations (4 sitivity reacti point gation a tion and uent cycl nitor g Adjuv ions Re| oy 2 2 7 Reaction latin 2 FUILY qual to 19 or equal y 4 0 ! nan ope 4. 27% %, grad one neuropath a
i st Is Exbori Fluo reatme! ) Fertilit 2 Peri eatment f or hyper )] Immedi actions 6 es, have nd ventri Ventri e and a vant Treat ported i - 5 7 9 ction* =150 oxali % grad to Increased ALT* 30 25 admini n-label %). No re e 3-4: 7% were: pa y at
- DR rket perienc 140 rouraci nt with ity ripheral or ma senaitivi ediatel .2)]. been r jcular ai icular A S patients ment in Pati 1 4 1 A xaliplati e 3-4) T 3 5 ministered non-ra spons k), and resthesi
UG IN ing Experi € 14. Previol il and L Oxaliplati Oxalipl ral Senso nagemen ity reacti y and Avoi eported wi rrhythmia Arrhythmi but with (greater th ients with Infection N 2 4 Il Grades N=153 Inoreas Ell il Solid tum, fo 26 pe andomized es were ob tnrombocyo-
71 D TERACT perience 4.3 Previ usly Unti eucovori platinin G . or atin can c ry Neuro| t of hypel ons and void Oxaliplati ith Oxali s, includi 1as less tha an or e Colon C ormal ANC* 1 1 (%) Grades 3-4 FU/LY 20 AST! 0 0 DLT w ors, main diatric pati study (D served ovte-
1ON evious reated rin ombinati perman ause a pathy rsensitivi Monit iplatin i iplatin [: ing fatal n1% qual to ancer Infectiol 10 3 (% All Gr: N= Increased B a7 36 Wi as sens y neu patients wi (DFI743 :
7 UrUgs rivad s 15 ly Trea Adva ination wi ol ontly di cute and ivity e or elect in pati see Adh torsade Adv Oxalinlati grade 3- 5% of 1 Low ANG 2 N ) ades | Grad 142 ased Bilirubi 0 ere obs: ory ne roblastol with met 4), oxali
. ) rolo REF ted Ad nced G with A ns bas: iscontin delave ailure. b rocardi ients wi verse Reacti de erse R iplatin + 4) all L 1 europath (%) ades 3-4 Al bin 1 1 erved uropath ma and astatic iplatin
75 Use It N ng the Q ERENC vanood olore e A od on th e Oxali yed neuro, Haretid radyarrh iograms ith congeni eaction * N= FU/LV ymphopeni 8 5 y (%) All Grade: ¥ Alanine tray 3 54 28 Inan - y atad ganglio or unre: was
se with AephrotoX- T Interv 1 ES Colore ctal Canc A inistration geSevem iplatin for pathy. Red oy drugs k ythmias, a (ECG) in genital lo S =1108 Febri e 8 1 Acute L e | Grates 3-4 Aeanots Haanaes ! 4 3 iste open-label, si ose of 160 neuroblas sectable
nticoa ic Drug al 6 HOW ctal Ca er cute Neu (2.3)]. y of the ad persisten uce thed antiarrh: nown to , and electr patients ong QT s A FU/LV rile Neutropeni 6 12 7 7 (%) ansaminas 13 39 c red to 43 , single-a mg/m2. N toma. Th
gulants s SUPPL ncer e " uro ath or persistent neuros ose electrol ythmics s prolong th olyte abn with con yndrome De Il Grade: N=1 penia 2 n 2 Persiste 56 7 _ > 2 NS tum pediatric gent stud -Horespo .
17 PA IED/ST oral suropathy typi ction fse ensory durin yte abnor e Drug | e QT int ormalitie: gestive heart rmatology/Ski It S 111 Der - 4 4 9 nt 2 7 T ional Adv 22 leuko ors. The patients dy (ARD502 nses
TIENT ORAG senso y typical e Dosal 5 g treatm malities pri Interacti erval, in s and in neart y/Skin ) H 4 ! 8 Constituti 48 65 17 he followi erse Reacti 6 th penia (67 most cof with rec 1), oxaliplati
co E AND & dove ry neuro Iy pres ge 8 Rh ent. priorto| wctions (7. including C patients Alopeciat All Grad and/Foot S, 15 5 6 5 wing ad actions romboc! %, grad mmon urrent ol iplatin
FULL P *Secti UNSE HAN dosi , resolv pathy th ents as abdom initiatin 1)]. Mo ng Class la cia irades - yndrome 14 2 Fati i 4 0 Intra verse " 7%) ytopeni e 3-4: advers r refract was admi
RESCR ection LING | DLING sing. The symi opatny fhat occu s a reversi Rhabdomyolysis g Oxali onitor and and (%) Injection Si 7 1 oue - d 10 venous s reaction (40% retonon, (5% " 12%),aner feachions reporteq ol
IBING oaons or > NFOR dosing. The sympt 1y ihat ocours within sible, primari Rhabdomyolysi blatin and periodical Gastrointesti on Site Reai 1 2 B 8 0 Injecti site reacti s were 0%, gradio 5.4: (569 - grade 34: anermia (65%, gra e
INFOR Siion ubsecti MATIO b to cold t ptoms ¢ vs, and hours o imarily peri waliplati ysis, i periodi ct ointestin 30 Cardi action 1 ack Pain 68 9 jection si ctions observi rade 3-4: %, gr 4. 26% (65%. ported w
MATIO o et lted . N ot paresthes 14 days, and froqu S, primarily periph- Sraiipialin [se , includi icall al ardiovas 6 2 7 Injection site react ed across cli Ina 15%) e 3. Jo), vomi Carade 3.4: 5%),
N liotod omitted tra t paro ature o precipit ently T ays follow, aliplati o Adve ing fatal y Constinati | cular 0 1 Pai 19 0 ccur with action, i oss clini In an open-| . - 16% iting (659 3-4: 5%
WARNI ) from th f t. perioral sthesia, d r cold obij ated or ex ecurs with owing 59 H in for any si rse Reacti | cases. h stipation 2 Thrombosi 1 p n 3 61 with extr Oxaliplati , includin ical trials istered to abel singl 6), and sei 5%, grad %),
Seriou NG: HYPE| e full prescri ion, dysart area or t ysesthesiaject's and th acerbated further emorrha signs or s ions (6.2)]. as been T 8 ' = 0 0 1 " ; 5 PR avasation in- In som g e . neuroD! (b AR bl ooy ned patny
< A RSENS escribing i been hria, oy hroat. J jects and they usu by ex The orinage ymptom J. Perm reported wi aste Perversi ; - 6 4 2 2 ES : e case , swelli e astom tric pati udy (ARD! ropath
anaphyl and fatal RS ing info been abserved Vo pain. and a feoln ypoesth ually pres po- Che Incidence (6:2)]. Permanently di ed with ersion 2 - 5 DI 0 o P 5. Skin necros) and pai pendymoma, oetcotbrtoma, Eni e ’
of adm-a’f's‘ can ohyperSens_ -ANAPHYLA';(EACTION 22 D r- Inﬁs observed . The acute and afee“:Sm, abnorn?SIa in the hent as a n?llplatin ComO,f hemo domyol y disconti Dyspepsi Event coded i 5 5 1 arrhea 14 16 RES oc: ecrosis h pain, c: astroc; ma, rhal sarcoma, \ recurre , oxaliplati
: i i ; of hemorthage | Ve ccontinue pepsia 12 3 Event coded in 3 4 curred i as ocourred orma. Bran siem. Ewing sarcoms o in was admi
°°ntrai,:2'.s‘ratlon acq" rsen 'gvlty PHVL S S, P°Sage Modif néect'on it ﬂun Zbout 5’659"efslb|e g of chest al tongue sands' anm. These rea ination arm ge in clini 19 NS otherwise WHO-ART dicii 3 6 Nausea 67 ) Pulmo in less th ccurred germ cell t , Brain stel yosarcom. g sarcom id tumors, i admin-
it istration : o darin aliplatin rse reacti rolongatio ification fo uropathy o uorouraci % of pati pattern of Spressljre Pl ensa- o epistaxis ctions incl comparedlcal trials w Constituti solute neut:’pegiﬁed ictionary 6 3 3 Vo ™ 1 3 p nary fibrosi an 0.1% of pati tions repOUmOF and otm glioma, | a, hepatObﬁ or periphe including
(4)]. Imi in and oth paﬁEntsg any cycl Injection ons, includi may mitigatn of infusios r Adverse fpe”pherals ccurred in /IeUCOVorinents who r ensory neu ve also racerebral h In the adj uded gastroi to the flu as higher ional Sympto 8 8 Table phil count 4 : omiig " ° ulmonary fi is and interstit pafienta anombo T s her tumor oo rocy o heral e
for h mediately er platinu with hy, e. Oxalipl within mi ding related rea e acute tor]t'me for O Reactions > adiUVantenson neuroapp'OXimat - In any indeqe'Ved OX’Qpathy Prolonge: morags [aob Ach ointestinal orouraci/leucoy the Epistaxi ms/Pain/0 Unt 9: Adve 3 Stomati 40 ks ° patient Y fibrosis, whi sl lung disca o s e sensory e most commr "igh grade
¢ - li ! ; i ) d ge [s atment tri porouractijleco ! is cular/Vi reated rse Reacti atits 4 “ 6 S. , which g dise 206). vomii (87% y neu ost col ma, malignant
o myapers°“Sltivi and Permam based d'r)erse"smvnat'" Injecﬁ{,‘“‘es Perm ctions. Xicities. sucthIlpIatun frol colorectal ¢ treatmemapathyy the rr?Iy 30% of ividual cyc|al'p'atln hemorrha prothrombi ee Adver: nt trial, 2 ing, hel vorin isual 5 Adva eactio 9 4 3 .2 P may b ase %), i ng (26% 6, grad ropath mmon aligna
r ] . > r . . 3 © . , ling, r Wei equa e otome Re Abdomi 37 3 ostmarketi y be fat A ge oas 6, grad e 3-4: y (52% advel nt
Preg;au".ag‘*mem ty reactio nently dis ugs [see V. reactio n is P anently d s non-lf m 2 hour An a ancer. nd 6 cycle: edian tim patients. F e, acute with fl ge have b in time al se Reactiol patients dmatuna eight Inc 1 | to 5% olor: ported i minal Pai 7 59 Th rketin al, occ 4: 3% ed AST e 3-4: 1 17%) b, grad rse rea
tions (5 of the ns and continu Contrai ons to Hypers: jiscontin ife threat s 10 6 h ol cute s s for previ e to onst or grade Re. uorouraci een re| nd INR ns (6.1 ied from rease 6 % of all rectal Cal in Pati A in 3 4 4 e followi g Experi urred in o). (24% 1 4%), in , anemia e 3-4: 1 C-
O hyporeen acminist o oxal indicatio . pR sensitivit e Oxalinlati ening inf ours % 10 29 yndrome eviously t et was 9 3 actions (6. cil/leuco ported in occasio -1)]- m Coniunct patients b ncer Cli ttients in th norexia 33 14 27 approv ing adv ience less tha The 6, grade 3-4: creased Al (37%, gra 2%)
A sitivit er appr platin Inj ons Posterior rev y Reactio platin for ision- color % (grade 3 of pha reated cycles are recei  (6.2)]. In vorin whi patients nally associ junctivitis 10 ut with inical Tri e Previ 4 0 4 vol al use of erse reacti n 1% of e pharmacoki 4: 2%) LT (240/: grade 3-4:
1 y reacti opriate jection ings and e o [see any of th olorectal ca to 4) of ryngolar advanc ag iving O ncrease f ileona ts who recei ociated wi 12 Ad Oxali less th ial (gre iously Gastroes 2 31 32 untarily fi Oxali actions h: valuated i cokineti . and nausea ( grade 3-4:
INDICA on [see Wi treatmen! + Confi Precauti encephaloj Warnings e followi without any laryng Subij patients yngeal d ed ulants [see xaliplatin frequenc nticoagul ceived Oxali with Headach R 5 xaliplatin + an 1% g ater than e oesophagedl 3 7 3 {0 reliably estimats | platin. Be ave been | dlearance in 105 pediatric pat usea (23% € ok
oo TIONS AND arnings an ‘; Wam'-rmed oo éct)_n_s 5.4)] pathy syrd and Preca u'[r]g; g |aryngoSpaJectiVe o prgviOUSly\lffesthesia o Thrombo. Drug /nterawlt-h eney of momtorams [seo :hpmin e 9 10 f -FU/LV N= Irin rade 3-4) or 5 20 31 o driig ex estimat pulation of cause th identified duri coki nce in ped'pefilatric eters of ) 6, grade
: . y ) { s [see Ad D 259 oteca Hem P o drug ex e the o Sha ] ified dur inetic iatric pati patient ultrafil
|eucov§t'n Injectio USAGE Riabdae and P itial lung di rome (PRES ions (5.1) Ao patients sm or bro sations ofdntreatEd fo ccurred in been ob cytopenia ctions (73'aml/leuco ing in pat verse yspnea 5-FU/L n + atology/Infecti 2 5 o ir freque rtain size, i actions ing pos cokineti analysi patient s durin iltrable plati
leucovorin, is i ion, in combi domyol recautio isease ) [see W ] oid topi previousl nchospa ysphagi r advan and served Wi and im -3)I- vorin and ients wh 7 15 All Grad V N=256 Oxaliplati F nfection 1 2 . C neral: angic ncy or e 6, itis n are re L AU etic par: s was 4.7 s estima g the fir platinu
adJuva,;t'S ection, in \GE i Refe vis fo ns 15.5) or pul - conditi cal applicat  treated sm (no agia or d ced greater i with O nmune-medi oral anti 0 Pai Der es Itino platin + ever 0 1 Cardio gioedel stablish ot alwa ported Co.s ameters in ul L/h (% ted by tl st cycle m were
e for: ion with i 4 r to th ee Warni ] monary fi o ions, b plication of i for ad strido yspnea thromb r risk of xaliplati ediated ntico- ain matology/Ski (%) All tecan N= in vascular: ma, an a cau ys possibl at8s g of7.52 = in ultrafi 6CV, 419 he populatic The
. Sndergo \dicated for ith infusi osage o fluorouraci nings and y fibrosi ogical s _because of ice f vanced  or wheezing) 5.1 ocyto| f bleedin, in. Rapi throm 5 5 gy/Skin Grades =258 Febrile 29 3 . cluding f r: QT pr aphylacti sal relati ible mg/m? +5.07 afiltrate w %). Me: pulation mean
treatme ne compl stage Ill ional fluo modificati racil and Precauti is [see D ymptoms. cold tem or mucositi colorectal zing) .10 Emb penia. In thi g have be pid onset bocytopeni Abni Alopecial (%) Al Neutr ! 0 Neurol fatal torsa olongation ic shock fonship of9.74 = of oxalipl meg ML AT an glatin pharma:
nt Ofadpete b colon ¢ rouracil Dosa ions for leucovori ions (5.8 elayed - perature sitis pro cancer. B ryo-Fetal : is case en obse of throm enia hav ormal Lacrimati 5 | Grades openia 25 si ogical: | de de poi leadin 130 + 2.52 platin and andAUé"axofo.75+ um phar
2 vanc ction o ancer i . and D & Modificati adver. orin prescribi .8)] Del Neuro, can e phylaxi . ased on fi | Toxici , consid rved in i bocyt /e rimatio 3 Flushi (% Cardi 6 . Sign, crani oss of d pointes; g to ventri 8 mg/m? mcg-h/ Cn inf Of 8 +0.24 ma-
DOSAG ed colol e ooy, patie osage ification se reacti escribing i ayed n ath ity s or Oxali n findi ity sttt openia Ne n ing 38 ) ardiovas 6 L Heari ial nerv eep tel ; brad ricular .5 Geri of oxali /mL and AU of 1.10 = 83 + 1 mcg/mL
E AND rectal ¢ primary t nts who pres modificati s for Adj ions. g informati 14 da europatl ate acut ther aliplatin ngs from ani continui e-medi urology 4 Pruri cular 23 T et and e palsi ndon ref yarrhythmi arrhythmi eriatri iplatin. AUC +043 .57 meg-h/mL.
D he bor patier hav Age o e wvant matio vs). pri thy typi e ne wom can anim ing Oxali ated 5 ruritu Dys 0 nfections: rd e fasci lexes mia mias, Pt Use in Of 17 mcg/ g-h/mL
2.1 MINI r. . e in Tab or ad Treat n for characteri prima ypicall uro- an. TI cause al studi xaliplati S S 7 44 pnea 0 1 . ions: septi ular ciculal , dysarthri ) the adj 3% mL, AU
Recom STRATIO| Table le 1. verse reacti ment m cterized b rily periph y present or abs he avail fetal ha udies and i atn. ensory Di Dry Ski c 1 Infusion eptic sho o iy o o rihia, Lhermi who et O 534 moc S
A dmin-mendedn N 1: Dosage ctions for adi ay also in y parest pheral sen s as a persi of O ence of m lable hum rm when its mechani isturbance 12 ry Skin 6 2 67 oughing 20 laryn -related ck, includi eafness nvulsion’ ermitte’s th received eatment tri g-h/mL n
ige Modifi adju activiti clude d esthesia sory rsiste xaliplati ajor bi an dal admini anism All ! ! © T reacti ngt o or o e oo Ci "
'9uco\,§t-er Ovali osage Pati odificati vant tre b ities (e eficits i s, dyse: neuro nt (gre effec atin. R irth d ta do inistered of acti ergy/Im Hem: Edem: 19 1 Hepati sm ions atal out th equal t iplatin wi e Clini
A - platn Inect ents with ions for Adi atment a om impai g., writi in propri sthesia pathy th cater tha ts on el eproducti efects o not establi to a ion, munolo; 8 atology/Infecti 6 4 5 2 p 3 in ic and and h comes an or e 0 65 ye with flu ical Studii
For adj every 2 w njection i Adver. Stage r Adjuv: re 48% paired ing, butt prioceptiol s, and h ot s usually were bel mbryo-f i tosioity St establish th pregnant Rhiniti gy | F nfection Th 1 ! hypokal gastrointesti ypersensitivi oreq qual to 6 ars. The orouracilleuo (14.1
ivan vy in combinati se Reacti Il Col ant Tre. 3% of pati proprioc ittoning n that ypoesthesi ually are ow the etal de icity studi rriage r e pres initis ever Nor 2 2 romboemboli 5 11 11 metaboli emia ntestinal: sitivit al ual to 65 5 year effect il/leuco .1)], 400 pati
For adjuvant ireatm ination wi ions on Can: atment i a8% of patients rec oception). T S nrallowing. ant e b a. recomm velopme tudies dei mtod to the e x 1 mal ANC* olism ! 0 2 soi olic acid , colitis (i : severe di y reactio nd grad years S was 1o of Oxaliplatin n pai patients
+ For advp‘able toxi rent, conti with fluol Severi cer in oped any prio eiving Oxali hese fol ing, and di fere with d ut Advi ended h nt in rats monstrat o the use Event | Cardi | 5 Chest Pai 9 10 9 oidal obst idosis, ilel including Ci iarrhea/vomi ns: than 6 e 3-4 el receiving O t conclu liplain in vere great
o icity. inue tre rouracil ity P grad r acute xaliplati rms of ni ifficul aily ise pre uman d at mat ed ad! N coded i 6 16 n 8 1 0 may ruction ¢ us, intesti g Clostridli vomitin 5 years utropeni xaliplati sive. Pati patients er
progressi ed color atment f il and xaliplatin Inj or2re Je 3 persi neuro in. Dela: europath ty walki of repr gnant wo ose ba ernal d verse 0 com in WHO Ed| | Derm 8 2 « M progres: syndro stinal ob: idium diffici g resulti In t - ia (45% atin experi tients greater
oed Y. ol ca or up 1o Periph o in Injecti x actions. T sistent n pathy. M yed neu y occu ng me oductive men of th sed on b oses tha plete aloj >-ART dicti | ema 9 atology/Ski ] 13 usculosk s, esoph. rome, perisi structio ifficile di ting the previ b vs 39% perienced greater th
Day1 unaCCthabncer' cont 12 cycle Now eral Sensor ersistent G Modific ion Dosage continuatior hese s europath ost patient ropathy ca rred in Ad nt with Ox potential t e potential ri ody surf t In fem pecia was ictionary 8 G [ [ njection Si in 5 1 1 fatal out eletal and agitis risinusoidal n, pancreal iarrhea) Clinical S iously un %) compared more dia an
Admini noer continue treat sor W ropathy /s y rade2 | Consi ations Adi 15 These symploms y progres: s (80%) n occur nt with Oxaliplatin fine potential risk to ace fre ales, th reported astrointesti 15 9 Feacton : - Piatelet, bioeci connective Fibloss which sinc- fuoro bty B s opat v
% I europ b — juvant t altplat may m sed fr who d oot o5 wit and fo octive afetus. Advi quent: i e followi . stinal ction 1 2 elet, bleedi ive tissue: which rareh uracil 4.2)] advan ients le;
120 mi':ter Oxaliplati until di P gs and Persi Injecti ucing Oxali reatme! in. prove i om prio evel- ctive c ith fem. r at lea contracepti Advis | : diarrh. wing Tast | 10 4 bocyt eedin sue: rh rarel same effi and leu , 99 pati ced col ss
te platin 8 sease recautio ersiste ion dose aliplati In the adj nt in some or grad 6 month ontracepti ale part st 9 m ceptiol ¢ femal n pati ea, fati grade 3- e Perversi 13 Hepal ! Ytoper g, and clotl abdomyolysi / o loacy ! ouoinwro grea o
e 1261 sand o 5 ma/m? s (5.2)] ot Grade 3 c 075 m in In the adjuvant patient e 1 6 < after t ption d artners of onths aft n durin es or ents gre gue, nel 4 adve D sion | c/Metaholi 3 receivin a, prolol otting di yolysis, i on, and y improve were who recei cancer tri
fluoro! minutes ucovorin 20m as an i onsider disconti g/m?. ersion 1 as treatment tri S upon ADVER he final do uring treat reproducti er the finag treat- ade 3-4 dial ater than utropenia, n rse reacti yspepsia 14 10 Hypokalemi o/Laboratory/R S | ¢ Blood d'g anticoa nged proth isorders: i +Including 65 years overan Su""‘emems in "greate”han Slved Oxallr rial [see
followgrac” 400 at the sa 0 mg/m? ntravenous i Grad Injection continuing Oxali Tabl summari trial, neu The f SE REAC se [see Us tment with ive potenti I dose. Clinicall frhea and nout equal t » nausea, a ons were i e el ’ * Red isorders: eons rombin i mmuno-aliergi were si patients a s eeved in it e
d by flu mg/m? me time i b uti infusi e 4 : g Oxaliplati e 3: Gradi ized in Tab ropathy w: e ollowin: CTIONS e in Specifi Oxali tial to us eq y releva neutropeni 0 65 ye , and vomiti more atulence 12 6 Dehydrati 9 5 h blood ¢ : second ime and ergic th 65 similar i s in the observed i ate, time 0 65 yea fth
orouraci as intra in se intraven ion ovel M ; n ing fo! le 3. as grad ) Isewhere i g clinic A cific Poj platin al e qual to 2% nt adve nia was hi ars old miting. . on 7 1 . hemolyti ell: hem ary leukemi INR in rom- 5 years n patien overall st inthe to tum rs. The
Day 2 i 600 meyrre Aok eparate ba ous infusion yelosuppressi Disconti Grade r Neuro| ed usin elsewhere in labeli ally signifi pulations (8 nd for (listed in levant adverse reactl higher th , the incid Mouth D 7 8 Event 8 3 pemolytic anemia olytic uremic s, patients 85 yoars, bt owde e e 58 oo greater th or progre
Admini g/m? as a 2 e over o1 tolowed oy [see Warni ssion | Grad inue Oxaliplatin Inj pathy in Adj gNCICTC : Hypersensiti ling: icant ad (8.1,83)] loss: decreasing o yrudicvgivtided an in you ence of yness 9 coded in W/ 3 2 renal f acute t remic s 3, dehyarati ¢ patient o A e 6 o o
bolus over 2 t ved b [see Warnings & ¢ 4 neutrapeni platin Injecti djuv : Hypersensitivity Reacti verse reacti : i decreasing ord actions were reported | nger a Constituti Tab HO-ART dicti . R ubula yndrome, i o raion, hypokalemi Mo Verse reactons
120mi:1ste’ eucovori U e o4 mi y Soaution o | or febri ropenia | D jection 0 ant Tre pheral S eactio reactio Tal ough er of f e pati rted in dults nstitutio 5 6 5 le 12: A dictiol 5 3 Respi ilure r necrosi e, im e previ , hypok 1y have eater th e reacti
te: vorin 2 ntinuous i nutes Adve s (5.3) rile neutropeni elay th : N Defini atment Tri enso ns [se ns are d ble 7: L : requen ients in greatel : nal Sym Treated / dver: nary 3 1 spiratory: i osis, acute i muno- : Studii iously t alemia, | been an or ons
OVethg < ollowed 00 mgim? e, L, ropena | great = next dose unti o change efinitio Trial . Sev ry Neuro e Warnin, escribed i Laborato cy) were pai the Oxali r than or Headach ptoms/Pai 2 5 ed Adval se Reacti 3 monia (i ry: interstiti cute interstiti allergic and es (14.3)] reated ad , leukopeni more su equal to
continuOJ1 minutes, f bYﬂuOrc,u”” as anin n- ions | G and er than or e e until neutrophi 1 Mi or none n « Re ere Myelos pathy [see V%S and Precauti atients wit ry-Related pain, leukol iplatin arm cache in/Ocular/Vi equal to nced Colc.":‘ns Report 4 : ViSiOn-(lnc'“ding f itial lung di stitial nephriti s leucovorin 55 patient vanced col ia, fatigue sceptible t
' minuit ol i ravenous | ade 310 4 a platelets qual to 15 phils iid pare Reversible P uppressi /arnings autions (5 ith Colon Advers penia, wei Weight L 1 sual 3 5% of all rectal C ed in Pati neuritis decrea atal outc iseases (s ) ritis, acut Ierences,rln were s who re lorectal cal ,and sync 0
Refer to on. by fluor mgim? as | s infusi thromb 5 % 109 greater han o o T0%/L sthesia ings and osuppression [see Warni ey A AL ed Adverse Reacti ight 1Nt 058 3 patients bat wit N Patients | euritis and o o vieual acu ometim € and younger ooy w Gaved Oxaipiatin w ope.
r to th ouracil s intra ion ovel ocytopeni L nore 2 Mi s, loss . P Precauti r Leuk farnin ecaulti r Receivi ions O . Epistaxi Adve s but wi inical Tri in the Previ disconti transi sual acui es fatal th unge ctivene an o xaliplati al [see Clini
additiona e prescribi i1 600 m venous r penia Reduce Oxali qual to ild or mi of dee| . ulmona autions oenceph gs and ons iving Adj ccurring i staxis 11 6 rse Reacti with le: Trial ( revio o Inj ntinuati sient visi uity, Vi ) and an 65 r adults SS wel r equal tin with linical
he prescribing info g/m? as bolus Gastroi Reduce Oxalpatin Inj pare oderate obj p tendon Hepatotos Sty [ate phalopath Precauti Laborat Oxaliplati djuvant Treatm 25% Teari fon* Oxaliplti nical Trial (greater th usly 7 njury, poi ion) al aculty, visua field di pneu- than 85 and greal acverse raactons N vt
s mation fo 5o astrointest mg/m? in Injectio sthesias objectiv reflexes . ar otoxicit y [s66 Warni y Syndr ions (5.3 Advi ory-Related liplatin wi Treatmel b of earing 10 9 9 iplatin + FU % grad an or DRUG IN isoning (reversibl disturb a been m ter than or o reactio S e No racil
: r fluorou ur Advers stinal : n dose to 3 S e senson Interva|pylsee Wa Narnings a Ome[seeW)] erse Reacti N= ith FU/LV nt - latin + FULY |~ Oxli e 3-4) UG INTE| , and proc ible followi ance, opti nd fatigu ore susc or equal t ns were si een thes overall
racil and [se & Reaction evere objecti y loss, m Qr interval Prolongalt mings a nd Precauti arn- ction =1108 Rigors I Gastroi xaliplatin 71 D RACTIO edural compli wing trea plie No si e eptible t 10 65 ye Simiar i pationts o
leucovor e Advers s After re with f jective . moderate . Rhab caution. ation and Vi nd Preca cautions (5 Al FU/ 9 2 rointestinal All G =153 5- rugs that NS mplicati atment o signifi o diarrhe ars, but o n patient: ts
rin for Reactions (g Grade 3 Injecti covery, red 2 unction sensory | . H domyol s (5.7)] ‘entricul utions (5 (5.5)] | Grades N= LV Dysphasi Const ades (%) Nf“nv QT inte Prolon jons: fall-r has b icant effe a, dehyd lder pati s less
.1)] -4 witc“on dose uce Oxaliplati N oss or emorrh. ysis [se ar Arrh 0.6)] Hem (% Grade =111 phasia 8 1 2 onstipatio Al Grad =142 Oxali rval prol g the QT elated injuri 8 een ob ctofa ration, h jents ma
Y ado a'to 75 m lplatin ot appli paresthesi 6.1 Clini age [se e Warnin ythmias /s atology ) es 3-4 | Al Sweati n es (%) Oxaliplatin ongatio Interva juries .6 Pati served [s ge on the , hypokale ay
10 300 se reduction g/m? along Perioh plicable sias that int 5 inical Trial e Warnings gs and Pre ee Warnin N (%) | Grades eating 5 2 2 Dyspepsia Al Grades (% tion of Ox [see Warnin n and ventri | ™ ients with R ee Clinical pc'eafance mia,
bolus anr"g/m2 Juction of luorouraci grade eral sen erfere linical Trials Experie ngs and Precautions 98 eutropenia (% Grades 3- Arthralgi 3 ) prolon: aliplatin wi gs and Pr ricular arrh The AUC of enal Impai ooy 13.3)
s and 500 N intrav racil rades), in 1sory n adver: inical tri nce autions (5.8)] o 4 ralgia 5 3 7 Taste Perversi 7.2 g the QT i ith medici ‘ecautio ythmi in patie unbou pairmel ology (1 rable plati
S anC mg/m? enous e cluding 1 europath os rse reacti rials are (5.9)] Throm! 79 (%) erversion 1 31 Use wi interval icinal ns (5.7) as can o No d nts with nd plati nt 2.3)] platinum
infusion as a 22-hour tfeathOrOUraciI% 3% of patients (grade yerse reaction rates conduct bocytopen Neurolo; 6 3 Mucosit Use with Ne : products wi ]. Avoid ceur wit tients with renal im inum in '
: 0 ed i ma ly com obse ted under wi penia 4 0y 5 ucositis 23 ecaus phrotoxi with a ki coadmini ith cleara Lotion i retamm plasma
2=16<;”t cycle heucavorin ents (grad in 92% y not refl pared t rved in t er widel Anemi 77 Insomni 13 ! the ki e platin xic Dr nown inistra- prpetyned e ent [see Cli ultrafilt
. 60% in. At th e 3) wh 6 of pati M ect th orates i he clini ly varyi ia 40 somnia 5 12 F e kidn Um-containing potenti 9 mL/mi fo 78 mbmin) or e Clin rate was i
2-16%. grade 3=57 T g S2% of patients (@l A ates in th ol cinical rials of ¢ condit 2 fatulence 5 10 tho kidney. cleara ntainin tial to Ao Tl mim) renal i or modora joal Pharmacology (1
3=1% 6 months %) Deriphesh<’=‘<:‘<'=1nygryfOIIoW_LJ ed Oxalipl il than 4,0 1,100 pati served i inical trial s of adr itions, Hepati 76 19 5 Depressi 8 ! m ration of potent OfthgspeCieSa i uce the d impairm ) O fnode patients i acelog S5
=1% b at platin than 1000 pati patients wi in practi sofa ug can ic sion 13 C 1 acoloy potenti ese re elimi ment ~dose ent, ¢ rate ( s with mi y (12.3
2_3%) and 21% of follow-u ral sensor ade (grade or the | N trials 0 patients nts with st ctice. nother d not 1 Dizzi 2 prod gy (12.3) ially nej products inated pri Ad t (creatini of Oxali , calculated creatini ild (creati 8)].
. grade 3_o at 18 m p (grade y neurop 1=40% ast patie with Oxali with adv. age Il o rug and Increased o7 <1 izziness 9 9 H 5 7 ucts knov ]. Avoid phrotoxi may be d primarily t iministrati ine clear platin in pati by Cock ne clearal atinine
=1%) e athy, decrea: grade patients with aliplatin 1 stage Il or Il colo Transami : eadache i - 10 3 Use wi 231 Avoid coadraini c com O P rough 10 0 jon (2.3)]. ain i patients i o G oo ator
. e 1%, Grade ecreasing t ere peri stage Il “The m colorect n cance nsaminas <1 Anxiety 5 1 Visual 3 e with Anti ause ne| istration pounds [s ed by c VERDO! -3)]. s than 3 with se ault equat 0
p (grade 2=7% gto anemi pheral s or lll col ost com al cancel r and m: es 57 8 Arthralgi 6 Prolon nticoa phrotoxici of Oxali ee Clinic: oad- The DSAGE 0 mL/mi vere ren uation.
2 T % rage anemia, nause ensory nel S o f wore reated Increased Aller 7 v 17 Frolonged proth gulants icity. platin with al Phar- The maximum in) [see D al impair-
" Sfade diahes, om a, ensory neuropathy ommon adverse react cated Inoreased Alalne 2 ay/Immunolo 5 6 Byt hemorhage rombin ti medicinal gle infusi dose of oxali osage and
Gtions in previ fati in trans; , Neutro| ng adjuva: ions in phatase 34 Rash 9y axis 13 fth fluorocracille boon repor and reported sion is 82 oxaliplati
c in previ gue amin. penia, nt tre: 4 2 10 10 Precauiti urac nre 1 INR ; 0 with 525 m tin th
ngm:gggﬂlcggegé?lﬁg Un?l%gtztgg]aéit?ss.e'?r?;?nalkg”r?gg?;ytgggrﬁgt Hyperbilirubinemia 2 <1 1 Rhinitis Allergi 19 65 Abnormal Lacrimation 9 7 8 I’“Orcwiétlgﬁﬁgs. (5!'4'85102(\;3rinpv3m?§0'2 paligﬁf:svlﬁga"y associat g\ﬁ%?lﬂsagegvg{;agggﬂngAgSZ?;al Ca;tsggsofbeen administ
ia, nause re peri nd trea ost cof sphatase, 2 20 ic Rigor 1 eucovorit an patie erse R  anticoa receiv ed wit yse eding e 4 thrombo reacti overdo ered i
a, emesi pheral s ted pati mmon a Se, Previ 0 Hepatic, 4 S 2 0 8 orin and nts who eactions gulants ed Oxali ith ti sthesia . anemia ombocytopens Shoes o baba
periphera) sensory ”eufgésaﬁi‘ig n adverse The Iggfs;tyuf‘ftreated - 4 o <1 HVDOca(c ":e'ahmic/Lahura'ory;g : - PrS— ; ; ] o USEIN SPECI(;T; anticoagﬁ;ﬁtcseiving(%i)éhF')?Créséii q:gﬁnég'ggg ;Eg'o‘rjrise?]rdérlg%ﬂ%ﬁi?agfnegﬁgﬂf’ neﬁ?é’,?gggy(kesf{qgg gglgvﬁn%egg
‘ s, fatigue eucovorin (L Oxali vanced C mia enal Rhiri ogy -1 Pregnal POPULATION i it flobrours of dratio enlarged ing nau acial mu including ps 00/mm?
i previou in (LV) was platin in c olorectal C: 5 Elevated Creati 7 6 initis 9 6 Ri ncy TIONS Juorouraci brad n, dyspnea and grad sea, vOmAt.Sde spasm: g paresthesi )
(14.2)] STIV untreat evaluated ombinati ancer . reatinine Alergi isk Sum if ycardia ai . wheezi o 4 ntestinal oby sto s), gastroi Sia,
(14.2)]. The edad ombination with * Event coded | ergic Reaot 6 Basod onita Clo e oang: o ol obstricion). o ointes-
in other tri adverse vanced randomi fluor Fvent coded in W 4 5 action 15 h ed on its di sely moni h. est pai structiol , flatule
ials. reaction colorect ized trial ouracil (F + No complete al HO-ART dict Rash arm wh s direct i for the nitor pati n, respir n), grade nce,
proﬁleinth?-i'cancer[ of patie (FUy/  complete alopecia was ictionary 4 4 1 6 datad en admini interaction wi sup adverse r ients sus atory failu 4 dehy-
is trial WasSge C/fNIca/nts with Clini ophil count reported. Neur 4 or mi o not establ-Ste"Ed toa with DNA, 11 portive treateact")ns depegted of receivi re, severe
similar to Studies inically rel 5 ology 9 3 st liscarria lish the pregnant , Oxaliplati DESCR ment. scribed abi ceiving al
that see equal to elevant ad Dizzi e oo presencs or absence in can DESCRIPTION eceiving an overdose, i
n flloro 2% and | verse reacti izziness 5 1 rats at m monstrated to the use e or absen The avail cause fetal Cxahplatin : administ se, includin
frequ:r:ac"/'eUCO\/%s-s han 53 of th that Ins based aternal do: adverse of Oxalipiatin of majo able hum H1NOPL a1 platin er appropri 9
% of th occurred i omnia 5 th on bod ses that effects platin. Re| jor birth d an hexanedi 4Pt and um-bas riate
prothror%’g-""ere: Tets combination & patien red in gr 13 e potenti y surfac wero below th embr producti efects or ediamin the ch sed drug wi
were: metabolic f the patients in the eater tha Dermat In body Surtace area (s ooy o otal ive toxicit rganoplati e-N,N'] e g
. pulm , pneum n (listed i Oxaliplati n or ology/Ski 9 7 1the U.S 0 afetu ee Data ecomm evelo| ity with 1,2- atinum c [oxalat ame of ci e mole
onary, neumonitis, .Cath::t dQCreasinWatm o - in ; birth e general po| S- ). Advise a ernded humpamne”“n aleg,“,i'2 d'aminoc°mplex in v(v)rg?')'o,oq f Ims.m Hyzcular formul
leeding er 'nfectiog order of ot Syndrome 1 2% t0 49 cts and mi pulation, th pregnant w dose ng group yclohexan ich the platinum. O: R)-1,2-c a
, dysuria, il r;/emgo Flushing ; 4 Data % and 15% {zcggiage’ i ﬁstimated back oman of : e (DACH) ag]lgtwym a{omx?snplatin iyscgjr;
anges, . 1 =ae %, e inicall ckground i ith an com
, lopeci Ani  respecti y recogni nd ris ) oxalate li plexed
pecia’ 0 1 P”'mal data tively. gnized pregril(a?:cqéasjor " ‘0 ate ligand as
13 regn is e
3 ant 2.
7 the I'ecoml;ﬁts were admini Y /070‘
3 2 gestati ended h minister:
3 e roys anye istered oxaliplat vy A
%"Srefsé’ag:HOQeneéﬂsas Toemplanio in ot ess than o TN
11-16 arly resol ). Oxaliplati ntation) surface ne-tenth
delayed and adv rptions) wh tin caused’ Gb 610 or GC duri Th 0—¢
ossificati ersely affect en admini developm or GD 111ng a e molecul .
ion) when ad?nc%rfw?é?;grol"s"tg?geon ggz’g%' ‘rsn ?dal:ts i”t gtﬁ‘,ﬂmL, %"V\;Izll%x is 397.3. O ‘0‘
re cre: - ol 1i) .3. Oxaliplati
d on days GaDseeifgtal nggﬂ? ?Xa"platinarq aCetoney_ soluble in ?rllleptlr-?;l: ils slightly sol
. ! ontainin njection, U ol, and pra oluble in
Ia?eeetg,qu%fﬁ’s";glorao§f'ng°g;mraven0u clcaly Mol
n, USP i ution at iy is )
S present asaaﬁ?rqggf‘%a?igr? so? 5S teﬁlt:appr))lrleed in vials
ive i f5 m , preservati
ingredient. g/mL. Wat::“]{g;




"uonessiulWpy Bnig pue pood "S'N 8yi Aq
panoidde usaq sey uonewloju| Jusied syl

12
121

12.2

123

13
13.1

14
141

J22%1GY

SN/WOO’IgBY-SNIUSSaII"MMM 10 9/ | /-1.GS5-008- |

22 UL

1202 Jequialdag :pasiney
:Anbuj 10npo.d o4
/1009 71 ‘ydunz axeT

CLINICAL PHARMACOLOGY

Mechanism of Action

Oxaliplatin undergoes nonenzymatic conversion in physiologic solu-
tions to active derivatives via displacement of the labile oxalate ligand.
Several transient reactive species are formed, including monoaquo
and diaquo DACH platinum, which covalently bind with macromol-
ecules. Both inter- and intrastrand Pt-DNA crosslinks are formed.
Crosslinks are formed between the N7 positions of two adjacent
guanines (GG), adjacent adenine-guanines (AG), and guanines
separated by an intervening nucleotide (GNG). These crosslinks
inhibit DNA replication and transcription. Cytotoxicity is cell-cycle
nonspecific.

In vivo studies have shown antitumor activity of oxaliplatin against
colon carcinoma. In combination with fluorouracil, oxaliplatin
exhibits in vitro and in vivo antiproliferative activity greater than
either compound alone in several tumor models (HT29 [colon], GR
[mammary], and L1210 [leukemia]).

Pharmacodynamics
A pharmacodynamic relationship between platinum ultrafiltrate levels
and clinical safety and effectiveness has not been established.

Pharmacokinetics

The reactive oxaliplatin derivatives are present as a fraction of the
unbound platinum in plasma ultrafiltrate. After a single 2-hour intra-
venous infusion of Oxaliplatin at a dose of 85 mg/m?, pharmacoki-
netic parameters expressed as ultrafiltrable platinum were Cpax of
0.814 mcg/mL and volume of distribution of 440 L.

Interpatient and intrapatient variability in ultrafiltrable platinum expo-
sure (AUCo.4sn,) assessed over 3 cycles was 23% and 6%, respectively.

Distribution

At the end of a 2-hour infusion of Oxaliplatin, approximately 15%
of the administered platinum is present in the systemic circulation.
The remaining 85% is rapidly distributed into tissues or eliminated
in the urine. The decline of ultrafiltrable platinum levels following
Oxaliplatin administration is triphasic, including two distribution phases
(t1/20; 0.43 hours and ty2g; 16.8 hours).

In patients, plasma protein binding of platinum is irreversible and
is greater than 90%. The main binding proteins are albumin and
gamma-globulins.

Platinum also binds irreversibly and accumulates (approximately
2-fold) in erythrocytes, where it appears to have no relevant activity. No
platinum accumulation was observed in plasma ultrafiltrate following
85 mg/m? every two weeks.

Elimination
The decline of ultrafiltrable platinum concentrations from plasma is
characterized by a long terminal elimination phase (t1/2,; 392 hours).

Metabolism
Oxaliplatin undergoes rapid and extensive nonenzymatic biotransfor-
mation. There is no evidence of cytochrome P450-mediated metabo-
lism in vitro.

Up to 17 platinum-containing derivatives have been observed in
plasma ultrafiltrate samples from patients, including several cytotoxic
species (monochloro DACH platinum, dichloro DACH platinum, and
monoaquo and diaquo DACH platinum) and a number of noncyto-
toxic, conjugated species.

Excretion

The major route of platinum elimination is renal excretion. At five
days after a single 2-hour infusion of Oxaliplatin, urinary elimination
accounted for about 54% of the platinum eliminated, with fecal excre-
tion accounting for only about 2%. Platinum was cleared from plasma
at a rate (10 to 17 L/h) that was similar to or exceeded the average
human glomerular filtration rate (GFR; 7.5 L/h). The renal clearance
of ultrafiltrable platinum is significantly correlated with GFR.

Special Populations
Sex

There was no significant effect of sex on the clearance of ultrafiltrable
platinum.

Patients with renal impairment

Patients with normal function (CLcr greater than 80 mL/min) and
patients with mild (CLcr=50- 80 mL/min) and moderate (CLcr equal
to 30-49 mL/min) renal impairment received Oxaliplatin 85 mg/m?
and those with severe (CLcr less than 30 mL/min) renal impairment
received Oxaliplatin 65 mg/m?2. Mean dose adjusted AUC of unbound
platinum was 40%, 95%, and 342% higher for patients with mild,
moderate, and severe renal impairment, respectively, compared to
patients with normal renal function. Mean dose adjusted Cyax of
unbound platinum appeared to be similar among the normal, mild
and moderate renal function groups, but was 38% higher in the severe
group than in the normal group [see Dosage and Administration (2.3)].

Drug Interaction Studies

No pharmacokinetic interaction between Oxaliplatin 85 mg/m? and
infusional fluorouracil has been observed in patients treated every
2 weeks, but increases of fluorouracil plasma concentrations by
approximately 20% have been observed with doses of 130 mg/m? of
Oxaliplatin administered every 3 weeks.

In vitro platinum was not displaced from plasma proteins by the
following medications: erythromycin, salicylate, sodium valproate,
granisetron, and paclitaxel.

In vitro Oxaliplatin does not inhibit human cytochrome P450
isoenzymes.

NONCLINICAL TOXICOLOGY

Carcinogenesis, Mutagenesis, Impairment of Fertility

Long-term animal studies have not been performed to evaluate the
carcinogenic potential of oxaliplatin. Oxaliplatin was not mutagenic to
bacteria (Ames test) but was mutagenic to mammalian cells in vitro
(L5178Y mouse lymphoma assay). Oxaliplatin was clastogenic both
in vitro (chromosome aberration in human lymphocytes) and in vivo
(mouse bone marrow micronucleus assay).

In a fertility study, male rats were given oxaliplatin at 0, 0.5, 1, or
2 mg/kg/day for five days every 21 days for a total of three cycles
prior to mating with females that received two cycles of oxaliplatin on
the same schedule. A dose of 2 mg/kg/day (less than one-seventh
the recommended human dose on a body surface area basis) did
not affect pregnancy rate, but resulted in 97% postimplantation loss
(increased early resorptions, decreased live fetuses, decreased live
births) and delayed growth (decreased fetal weight).

Testicular damage, characterized by degeneration, hypoplasia,
and atrophy, was observed in dogs administered oxaliplatin at
0.75 mg/kg/day (approximately one-sixth of the recommended human
dose on a body surface area basis) x 5 days every 28 days for three
cycles. A no effect level was not identified.

CLINICAL STUDIES

Adjuvant Treatment with Oxaliplatin in Combination with Fluoro-
uracil and Leucovorin

The efficacy of Oxaliplatin in combination with fluorouracil (FU)/
leucovorin (LV) was evaluated in an international, multicenter, random-
ized (1:1) trial (The Multicenter International Study of Oxaliplatin/5-
Fluorouracil/Leucovorin in the Adjuvant Treatment of Colon Cancer
[MOSAIC], NCT00275210) in patients with stage Il (Dukes’ B2) or lI
(Dukes’ C) colon cancer who had undergone complete resection of
the primary tumor. Patients were randomized to receive Oxaliplatin
with fluorouracil/leucovorin or fluorouracil/leucovorin alone for a total
of 6 months (i.e., 12 cycles). Table 14 shows the dosing regimens for
the two arms.

Eligible patients were between 18 and 75 years of age, had histo-
logically proven stage Il (T3-T4 NO MO; Dukes’ B2) or Ill (any T Ny,
MO; Dukes’ C) colon carcinoma (with the inferior pole of the tumor
above the peritoneal reflection, i.e., greater than or equal to 15 cm
from the anal margin) and had undergone (within 7 weeks prior to
randomization) complete resection of the primary tumor without gross
or microscopic evidence of residual disease and carcino-embyrogenic
antigen (CEA) less than 10 ng/mL. Additional eligibility criteria were no
prior chemotherapy, immunotherapy or radiotherapy; Eastern Coop-
erative Oncology Group performance status of 0, 1, or 2 (Karnofsky
Performance Status greater than or equal to 60%); no pre-existing
neuropathy; and absolute neutrophil count (ANC) greater than or
equal to 1.5 x 10%L, platelets greater than or equal to 100 x 10%L,
serum creatinine less than or equal to 1.25 x upper limit normal (ULN),
total bilirubin less than 2 x ULN, and aspartate transaminase (AST)/
alanine transaminase (ALT) less than 2 x ULN. The major efficacy
outcome was 3-year disease-free survival (DFS).

Table 14:

Dosing Regimens in Adjuvant Treatment Study

Dose

Figure 1: Kaplan-Meier Curves of Disease-Free Survival
(cutoff: 1 June 2006) in Adjuvant Treatment Trial — ITT Population

Table 20 presents the baseline characteristics.

Table 20: Baseline Characteristics for Previously Untreated Advanced
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Table 22: Dosing Regimens in Refractory and Relapsed
Colorectal Cancer Trial

Treatment Arm Regimen DFS Probability
1.0 = Colorectal Cancer Clinical Trial Treatment .
Day 1: Oxcliplatn: 85 mg/m? o Arm Dose Regimen
- 2-hour infusion) + LV: 200 mg/m ) it ; inlati
Oxaliptatin | 5 oy infusion), followed by FU: 400 mg/m? 0s Oxaliplatin + | Irinotecan + | Oxaliplatin + Day 1: Oxalplatin: 85 mg/m? (2-hour infusion) +
+ FU/LV 2 (e every 2 weeks FU/LV FU/LV Irinotecan 2 a0 .
(FOLFOX4) bolus), 600 mg/m? (22-hour infusion) 2 cycles 07 N=267 N=264 N=264 - LV 200 mg/m ﬁZ-hourmfusmn), followed by FU:
N=1123) ay 2: LV: 200 mg/m? (2-hzour infusion), v = = = OX3|F'B|/1_1\'/” *+ | 400 mg/m? (bolus), 600 mg/m? (22-hour infusion) | gvery 2
- followed by FU: 400 mg/m? (bolus), 08 B . 2 (0. infusi weeks
600 mg/m? (22-hour infusion) 05 s gl et o Sex: Male (%) 58.8 65.2 61.0 (N=152) %ll% vzvehvbﬁ%mﬁ%gﬂm(gz/mhgligé?lfjgloggo -
Day 1: LV: 200 mg/m? (2-hour infusion) o S Female (%) 4.2 34.8 380 (e2-four nusion)
followed bg FU: 400 mg/m? (bolus), ' 03 St o Median age (years) 61.0 61.0 61.0 Day 1: LV 200 mg/m? (2-hour infusion),
FU/LV 600 mg/m? (22-hour infusion) every 2 weeks 02 followed by FU: 400 mg/m? (bolus), 600 mg/m?
N=1123 Day 2: LV: 200 mg/m? (2-hour infusion), 12 cycles ’ <65 years of age (%, 61 62 63 22-hour infusion
followed by FU: 400 mg/m? (bolus) 01 e ptets 5 o UL { : every 2
600 mg/m? (22-hour infusion) ol mow o momowm o owowowomow 265 years of age (%) 39 38 37 (N=181) Eﬁﬁ{)ée(‘;\’bi%mfgg”;(gzlmhg%('ﬂﬂg'oggo my/m? eeks
There were 2,246 patients enrolled, of whom 1,347 (60%) had Stage Il 0o 8 s ::s ‘mfj‘s) @ a8 s k0 ke ECOG (%) (22-hour infusion)
disease. Tables 15 and 16 show the baseline characteristics and 0-1 94.4 955 94.7 Oxaliplatin every 2
exposure to Oxaliplatin. Figure 2: Kaplan-Meier Curves of Disease-Free Survival in (N=156) Day 1: Oxaliplatin 85 mg/m? (2-hour infusion) weeks
Table 15: Baseline Characteristics in Adjuvant Treatment Study Stage Il Patients (cutoff: 1 June 2006) in Adjuvant Treatment 2 5.6 4.5 5.3
— - Trial - ITT Population Involved oraans (% Patients must have had at least one unidimensional lesion measuring
Oxaliplatin + Infusional | |-« cional FU/LV DFS Probabilty gans (%) greater than or equal to 20 mm using conventional CT or MRI scans or
NFU1/|1-‘£3 N=1123 U= Colon only 0.7 0.8 0.4 greater than or equal to10 mm using a spiral CT scan. Tumor response
= . . _ and progression were assessed every 3 cycles (6 weeks) using the
Sex. Male (%) 56.1 504 ° Liver only 39.3 443 39.0 Response Evaluation Criteria in Solid Tumors (RECIST) until radio-
. ° - : 08 logical documentation of progression or for 13 months following the
Female (%) 439 476 o7 Liver + other 41.2 38.6 40.9 first dose of study drug(s), whichever came first. Confirmed responses
. . were based on two tumor assessments separated by at least 4 weeks.
Median age (years) 61.0 60.0 0s Lung only 6.4 3.8 53 Baseline characteristics are shown in Table 23.
<65 years of age (%) 64.4 66.2 08 Other (including lymph 116 11.0 12.9 Table 23: Baseline Characteristics in Refractory and
s age (%) 50 oy os nodes) . . ) Relapsed Colorectal Cancer Trial
265 years of age (%) . . Stagell Hagard Rt [95% C1: 078 [0.65,085]
03 LogrankTost: =005 Not reported 0.7 15 15 Oxaliplatin+
KPS (%) o Prior radiation (%) 30 15 30 FULY Oxalipatin W
b . . X = =
100 29.7 30.5 N =152
01 : 9
90 52.2 53.9 0 Prforsu,rgery ) s 192 a8 Sex: Male (%) 57.2 60.9 54.3
80 44 33 0 & 12 18 24 30 36 42 48 o e 72 Prior adjuvant (%) 15.7 14.8 15.2 Female (%) Y " 57
- - DFS (months) emale (7o . A .
70 13.2 11.9 Trestmentarm:  ——  FOLFOX4 — DUKES G The median number of cycles administered per patient was 10 (23.9 -
- : WSFUZ ~ DUKES C weeks) for the Oxaliplatin plus fluorouracil/leucovorin regimen, 4 (23.6 Median age (years) 59.0 61.0 60.0
. . . ks) for the irinoti lus fl il/l i i , and
<60 0.6 04 Table 18 summarizes the OS results in the overall randomized popula- ;V?; SO) w%reks ;gp?hchgaﬁplf:ﬁnuglﬁasu{ﬁgé{:;a%oygé%2;9|men an Range 22-88 27-79 21-80
Primary site (%) tion and in patients with stage Il and Ill disease, based on the ITT 0
—— analysis. Patients who received Oxaliplatin with fluorouracil/leucovorin had a Race (%)
Colon including cecum 54.6 54.4 e significantly longer time to tumor progression based on investigator Caucasian 88.8 84.6 87.4
Sigmoid 9 338 Table 18: Summary of OS Analysis in assessment, longer OS, and a significantly higher confirmed response : : :
Igmo : : Adjuvant Treatment - ITT Population rate based on investigator assessment compared to patients who Black 59 71 79
Recto sigmoid 12.9 10.9 Oxallnial received irinotecan with fluorouracil/leucovorin. Efficacy results are . . -
: g xaliplatin + i summarized in Table 21 and Figure 3. i
Other including rectum 06 09 Parameter Infusional FU/LV Infusional FU/LV 9 Asian 26 26 13
Table 21: Efficacy Results for Previously Untreated Advanced Other 26 58 3.3
Bowel obstruction (%) Overall Colorectal Cancer Trial
KPS (%
Yes | 179 193 Number of patients 1123 1123 - _ . )
- Oxaliplatin + | Irinotecan + | Oxaliplatin + 70-100 95.4 923 947
Perforation (%) Number of death events (%) 245 (21.8) 283 (25.2) FU/LV FU/LV Irinotecan
N=267 N=264 N=264 50-60 2.0 45 26
Yes | 6.9 6.9 Hazard ratio (95% CI) 0.84 (0.71, 1.00)
Stage at Randomization (%) Stage Ill (Dukes’ C) Survival (ITT) Not reported 26 82 26
Il (1=3,4 N=0, M=0) 401 309 Number of patients 672 675 Number of deaths (%) 165 (561) | 192(727) | 175 (66.3) Prior radiotherapy (%) %0 192 %2
- .
Il (T=any, N=1.2, M=0) 596 593 Number of death events (%) 182 (27.1) 220 (32.6) Median survival (months) 194 146 176 Prior pelic radlation (%) 21t 135 185
= = = ’ Number of metastatic sites (%
WV (T=any, N=any, M=1) o) 038 Hazard ratio (95% Cl) 0.80 (0.65, 0.97) Hazard ratio (95% Cl) 0.65 (0.53, 0.80)* - )
Staging - T (%) Stage Il (Dukes’ B2) P-value <0.0001* - ! 57 314 21.2
. R . " >2 74. 7. 722
T 05 07 Number of patients 451 448 TTP (ITT, investigator assessment) 8 67.9
T2 45 4.8 Liver involvement (%
Number of death events (%) 63 (14.0) 63 (14.1) Percentage of progressors 82.8 81.8 89.4 (%)
T3 76.0 75.9 - - Liver only 18.4 25.6 225
T 190 185 Hazard ratio (95% Cl) 1.00 (0.70, 1.41) Median TTP (months) 8.7 6.9 6.5 -
- - A hazard ratio of less than 1 favors Oxaliplatin + Infusional FU/LV Hazard ratio (95% CI 0.74 (0.61, 0.89)* - Liver + other 533 590 603
" . ] P ( ) (0.61,0.89)
Staging — N (%) Data cut off for overall survival January 16, 2007 The median number of cycles administered per patient was 6 for the
N0 202 39.9 P-value 0.0014* - Oxaliplatin and fluorouracil/leucovorin combination and 3 each for
: : 14.2 Previously Untreated Advanced Colorectal Cancer - - fluorouracil/leucovorin alone and Oxaliplatin alone. Patients treated
N1 39.4 39.4 The efficacy of Oxaliplatin in combination with fluorouracil (FU)/ Response Rate (investigator assessment)* with the combination of Oxaliplatin and fluorouracil/leucovorin had
. . leucovorin (LV) was evaluated in a North American, multicenter, open- - - - an increased response rate compared to patients given fluorouracil/
N2 20.4 20.7 label, randomized, active-controlled trial (A Randomized Phase IlI Patients with measurable disease 210 212 215 leucovorin or oxaliplatin alone. Efficacy results are summarized in
Staging - M (%) and Loucoverin Comparsd 16 &-Fluoroural and Lavaovorin in Completeresponse, N (%) | 13(62) | 5@4) | 7@3) Tebles 24 and 25
Patients with Advanced Adenocarcinoma of the Colon and Rectum; y Table 24: Response Rates in Refractory and Relapsed
M1 0.4 0.8 NCT00003594). The trial included 7 arms at different times duringj Partial response, N (%) 82 (39.0) 64 (30.2) 67 (31.2) Colorectal Cancer Clinical Trial - ITT Analysis
its conduct, four of which were closed due to either changes in the i
Table 16: Exposure to Oxaliplatin in Adjuvant Treatment Study standard of care, toxicity, o simplification. buring the tria, fh6 control e A parta 95(452) | 69(325) | 74(344) Oxaliplatin + | g.2ioiatn FU
oxalinl nt T | arm was changed to irinotecan with fluorouracil/leucovorin. d Best Response NFU/1L%I2 =156 N=151
xaliplatin + Infusional | Infusional 95% CI 38.5,52.0) | (26.2,38.9) | (28.1,40.8 = - -
FU/LV FU/LV The results reported below compared the efficacy of Oxaliplatin (385,520) | (262,389) | (281, 408)
N=1108 N=1111 with fluorouracil/leucovorin and Oxaliplatin with irinotecan to an P-value 0.0080* - Complete Response 0 0 0
N N " approved control regimen of irinotecan with fluorouracil/leucovorin — . - -
Median Relative Dose Intensity (%) :n 735 cgncurredntly raqdotmti'md Paﬁetntls previogl_slt))/I ur11t9reated fCtJr N Eﬁgzr;?(rjeg :% Ig?lot-.\tsesctal-?aﬁh;sf 3332“5’35'.',ﬁ'éﬁﬁ"l‘i’n'?uﬁ.ih’aT’ED,Lv Partial Response 13 (9%) 2 (1%) 0
ocally advanced or metastatic colorectal cancer. Table 19 presents + ; ; f ; : —
FU 84.4 977 trr:e gosingfrfegimens for ;R]eﬂthree arm';i.lAfter completior& of enrollg\gnt, JBased on al iﬁ,ﬁ"}:;‘&z;’;ﬁﬁ':,?LerT'ff:ﬁ;;;igﬁ:"g:sed on unblinded investigator P-value 0.0002 FU/LV vs Oxaliplatin + FU/LV
Oxaliplatin 805 VA :oeto )fi)cs:ﬁy? irinotecan with fluorouracil/leucovorin was decreased due assessment. 95% CI 4.6% 14.2% 0.2%, 4.6% 0, 2.4%
Median Number of Cycles 12 12 » : Figure 3: Kaplan-Meier Curves for Overall Survival in Previously Table 25: Radiographic Time to Progression (TTP)* in Refractor
Eligible patients were at least 18 years of age; had known locally Untreated Advanced Colorectal Cancer Trial : grap! g ('l 5 Yy
Median Number of Cycles with Oxaliplatin 11 N/A advanced, locally recurrent, or metastatic colorectal adenocarcinoma 100 1 Median Survival and Relapsed Colorectal Cancer Clinical Trial
not curable by surgery or amenable to radiation therapy; with an — Oxaliplatin + 5-FU/LV 19.4
The median duration of follow-up was approximately 77 months. Eastern Cooperative Oncology Group (ECOG) performance status 90 Oxaliplatin + irinotecan ~ 17.6 Oxaliplatin + Oxaliplatin FU/LV
In the overall and the stage Ill colon cancer populations, DFS was <0, 1, or 2. Patients had to have absolute neutrophil count (ANC) 801 Irinotecan + 5-FU/LV 14.6 Arm FU/LV N—';ﬁﬁ N=151
statistically significantly improved in the Oxaliplatin - containing arm greater than or equal to 1.5 x 109/L, platelets greater than or equal to 2 N=152 - -
compared to fluorouracil/leucovorin alone; however, a statistically 100 x 109/L, hemoglobin greater than or equal to 9.0 g/dL, creatinine S 704
significant improvement in DFS was not observed in Stage Il patients. less than or equal to 1.5 x upper limit of normal (ULN), total bilirubin S Number of progressors 50 101 74
No significant differences in overall survival (OS) were detected in less than or equal to 1.5 mg/dL, aspartate transaminase (AST) less 5 604
the overall population or those with Stage Il disease. Table 17 and than or equal to 5 x ULN, and alkaline phosphatase less than or 7] Number of patients with
Figures 1 and 2 summarize the 5-year DFS rates in the overall random- equal to 5 x ULN. Patients may have received adjuvant treatment for % 50+ no radiological evaluation 17 (11%) 16 (10%) 22 (15%)
ized population and in patients with stage Il and Il disease based on resected Stage Il or Il disease without recurrence within 12 months. H beyond baseline
an intention-to-treat (ITT) analysis. Randomization was stratified by ECOG performance status (0, 1 vs 2), = 40 4 >
. e prior adjuvant chemotherapy (yes vs no), prior immunotherapy (yes Median TTP (months) 4.6 1.6 7
Ad‘l_'able :; St:mma;rgtoLDFSITl_\rnslym? 't'.‘ vs no), and age (less than 65 Vs greater than or equal to 65 years). o o p<0.0001*
juvant Treatment Study - opulation Although no post study treatment was specified in the protocol, 65% ° 2l : 95% Cl 4.2,6.1 14,27 1.8,3.0
Oxaliplati : to 72% of patients received additional post study chemotherapy after * *This is not an ITT analysis. Events were limited to radiographic disease progression
Parameter xaliplatin + Infusional study treatment discontinuation on all arms. Fifty-eight percent of 10 J documented by independent review of radiographs. Clinical progression was not included
Infusional FU/LV FU/LV ) iplatin wi i i i in thi i i i i
patients on the Oxaliplatin with fluorouracil/leucovorin arm received an in this analysis, and 18% of patients were excluded from the analysis based on unavail-
o irinotecan-containing regimen and 23% of patients on the irinotecan 0 r r r r r T T 1 ability of the radiographs for independent review.
verall with fluorouracil/leucovorin arm received an oxaliplatin-containing 0 3 6 9 12 15 18 21 24 At the time of the interim analysis 49% of the radiographic progression
Number of patients 1123 1123 regimen. The main efficacy outcome measure was 3-year disease-free events had occurred. In this interim analysis an estimated 2-month
survival (DFS) and additional efficacy outcome measures were overall Months increase in median time to radiographic progression was observed
Number of events — relapse or death (%) 304 (27.1) 360 (32.1) survival (OS). *Log rank test ing O; in plus 5-FU/LV to iri plus 5-FU/LV compared to fluorouracil/leucovorin alone.
5-yr Disease-free survival % (95% Cl) 73.3 (707, 76.0) | 67.4 (646, 70.2) Table 19: Dosingchgimglscfgr Pfeéil?u,sgll l_.ll_qtrleated Advanced In descriptive subgroup analyses, the improvement in overall survival 15 ?(fSFE:IE-!:SaErcSJOus Drugs.” OSHA
; 9 olorec ncer Clinical Tria (OS) for Oxaliplatin with fluorouracil/leucovorin compared to irinotecan X - ¥ :
Hazard ratio (35% G 0.80 (0.68, 0.95) with fluorouracil/leucovorin appeared to be maintained across age . :tg’#vsvﬁgﬁirébgg‘gg;Télaia';goaid'\;;ﬁﬁgex‘html
Stratified Log rank test p=0.003 Treatment Arm Dose Regimen groups, prior adjuvant treatment, number of organs involved and both v SUPPLIED \ D HF X .
sexes; however, the effect appeared larger among women than men. Oxaliplatin Injection, USP is supplied in clear, glass, single-dose vials
Stage Il (Dukes’ C) containing 50 mg or 100 mg of oxaliplatin as a clear, colorless, sterile,
. e 14.3 Previously Treated Advanced Colorectal Cancer preservative-free, aqueous solution at a concentration of 5 mg per mL.
Number of patients 672 675 Day 1 Oxallplatg]: 85 mg/r2n22(2-h0ur The efficacy of Oxaliplatin in combination with fluorouracil (FU)/ Water for Injection USP is present as an inactive ingredient.
Number of events - relapse or death (%) | 226 (33.6) 271 (40.) Ocllatin -+ FULY | Musin). olowad oy FU 460 Mol oo threg-ary controlied al whe conducied in e US and Canads Potuct |yt of Sa - oo
5-yr Disease-free survival % (95% CI) 66.4 (62.7,70.0) | 56.9 (55.2, 62.7) (FOLFOX4) (bolus), 600 mg/m? (22-hour infusion) every 2 weeks in patients with advanced colorectal cancer who had relapsed/ Code nit of Sale reng ac
(N=267) Day 2: LV 200 mg/m? (2-hour infusion) progressed during or within 6 months of first-line treatment with
Hazard ratio (95% Cl) 0.78 (0.65, 0.93) followed b¥ FU: 400 mg/m? (bolus) ’ bO|léS flqorgurﬁcillleucovorgn ar;dsiglinotecan ({-\(?IL:JILtJi)(:enlter, open;la(tl)_sll), 775010 NDC 63323-750-10 | 50 mg per 10 mL 10 mL Single Dose Vial
Tt Al ’ randomized, three-arm study of 5-fluorouracil (5-FU) + leucovorin Individually packaged 5 mg per mL
Log rank test p=0.005 600 mg/m¢ (22-hour infusion) or oxaliplatin or a combination of 5-FU/LV + oxaliplatin as second-line Y packag Gmgp )
. treatment of metastatic colorectal carcinoma: NCT00008281). Patients NDC 63323-750-20 | 100 mg per 20 mL . .
Stage Il (Dukes’ B2) B ) ) were randomized to one of three regimens; the dosing regimens 775020 | |ndividually packaged (5 mg per mL) 20 mL Single Dose Vial
Number of patients 451 448 rinotecan + Day 1: irinotecan 125 mg/m? as a 90-min are presented in Table 22. Eligible patients were at least 18 years of
FULV infusion -+ LV 20 mg/m* as a 15-min age, had unresectable, measurable, histologically proven colorectal The container closure is not made with natural rubber latex.
Number of events — relapse or death (%) 78 (17.3) 89 (19.9) (IFD) infusion or intravenous push, followed every 6 weeks adenocarcinoma, with a Karnofsky performance status (KPS) greater s 20°C to 25°C (68° oF SP G lled R
- - . (N=264) by FU 500 mg/m? intravenous bolus than 50%. Patients had to have aspartate transaminase (AST), alanine Ttore att 60 5” (68 t°d77 % [Sﬁe U i 0;"0 e .°.°m|
5-yr Disease-free survival % (95% Cl) 837 (80.2,87.1) | 79.9 (76.2,83.7) weekly x 4 transaminase (ALT) and alkaline phosphatase less than or equal to 2x eTperanure]. 0 not freeze and protect from light (keep in original
Hazard rato (95% CI 0.64 (062,114 upper limit of normal (ULN), unless liver metastases were present and outer carton).
azard ratio (95% Cl) 84 (0.62,1.14) Oxaliplatin+ RPN 5 documented at baseline by CT or MRI scan, in which case less than Oxaliplatin is a cytotoxic drug. Follow applicable special handling
Log rank test p=0258 rinotecan Day 1: Oxaliplatin: 85 mg/m? intravenous or equal to 5x ULN was permitted. Prior radiotherapy was permitted and disposal procedures.’ The use of gloves is recommended. If a
- (IROX) (2-hour infusion) + irinotecan 200 mg/m? | every 3 weeks if it had been completed at least 3 weeks before randomization. The solution of Oxaliplatin contacts the skin, wash the skin immediately
A hazard ratio of less than 1 favors Oxaliplatin + Infusional FU/LV (N=264) intravenous over 30 minutes main efficacy outcome measure was 3-year disease-free survival (DFS) and thoroughly with soap and water. If Oxaliplatin contacts the mucous

Data cut off for disease-free survival June 1, 2006

and an additional outcome measure was overall survival (OS).

membranes, flush thoroughly with water.
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PATIENT COUNSELING INFORMATION

Hypersensitivity Reactions

Advise patients of the potential risk of hypersensitivity and that
Oxaliplatin is contraindicated in patients with a history of hypersensi-
tivity reactions to oxaliplatin and other platinum-based drugs. Instruct
patients to seek immediate medical attention for signs of severe
hypersensitivity reaction such as chest tightness; shortness of breath;
wheezing; dizziness or faintness; or swelling of the face, eyelids, or
lips [see Warnings and Precautions (5.1)].

Peripheral Sensory Neuropathy

Advise patients of the risk of acute reversible or persistent-type neuro-
sensory toxicity. Advise patients to avoid cold drinks, use of ice, and
exposure of skin to cold temperature or cold objects [see Warnings
and Precautions (5.2)].

Myelosuppression

Inform patients that Oxaliplatin can cause low blood cell counts and
the need for frequent monitoring of blood cell counts. Advise patients
to contact their healthcare provider immediately for bleeding, fever,
particularly if associated with persistent diarrhea, or symptoms of
infection develop [see Warnings and Precautions (5.3)].

Posterior Reversible Encephalopathy Syndrome

Advise patients of the potential effects of vision abnormalities, in
particular transient vision loss (reversible following therapy discontinu-
ation), which may affect the patients’ ability to drive and use machines
[see Warnings and Precautions (5.4)].

Pulmonary Toxicity

Advise patients to report immediately to their healthcare provider any
persistent or recurrent respiratory symptoms, such as non-productive
cough and dyspnea [see Warnings and Precautions (5.5)].

Hepatotoxicity
Advise patients to report signs or symptoms of hepatic toxicity to their
healthcare provider [see Warnings and Precautions (5.6)].

QT Interval Prolongation

Advise patients that Oxaliplatin can cause QTc interval prolongation
and to inform their physician if they have any symptoms, such as
syncope [see Warnings and Precautions (5.7)].

Rhabdomyolysis

Advise patients to contact their healthcare provider immediately for
new or worsening signs or symptoms of muscle toxicity, dark urine,
decreased urine output, or the inability to urinate [see Warnings and
Precautions (5.8)].

Hemorrhage

Advise patients that Oxaliplatin may increase the risk of bleeding and
to promptly inform their healthcare provider of any bleeding episodes
[see Warnings and Precautions (5.9)].

Embryo-Fetal Toxicity

Advise females of reproductive potential of the potential risk to a
fetus. Advise females to inform their healthcare provider of a known
or suspected pregnancy [see Warnings and Precautions (5.10), Use
in Specific Populations (8.1)].

Advise females of reproductive potential to use effective contraception
during treatment with Oxaliplatin and for 9 months after the final dose
[see Use in Specific Populations (8.3)].

Advise male patients with female partners of reproductive potential to
use effective contraception during treatment with Oxaliplatin and for
6 months after the final dose [see Use in Specific Populations (8.3),
Nonclinical Toxicology (13.1)].

Lactation

Advise women not to breastfeed during treatment with Oxaliplatin
?nd)l}or 3 months after the final dose [see Use in Specific Populations
8.2)].

Infertility

Advise females and males of reproductive potential that Oxaliplatin
may impair fertility [see Use in Specific Populations (8.3), Nonclinical
Toxicology (13.1)].

Gastrointestinal

Advise patients to contact their healthcare provider for persistent
\(/orr}i]ting, diarrhea, or signs of dehydration [see Adverse Reactions
6.1)].

Drug Interactions

Inform patients about the risk of drug interactions and the importance
of providing a list of prescription and nonprescription drugs to their
healthcare provider [see Drug Interactions (7)].

FRESENIUS
KABI

Lake Zurich, IL 60047

For Product Inquiry:
1-800-551-7176 or www.fresenius-kabi.com/us
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