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FULL PRESCRIBING INFORMATION

WARNING: HYPERSENSITIVITY REACTIONS, INCLUDING ANAPHYLAXIS
Serious and fatal hypersensitivity reactions, including
anaphylaxis, can occur with oxaliplatin injection within minutes of
administration and during any cycle. Oxalipltin njection &
in patient: actions to oxaliplatin

and ot arugs [s6e
od pelmﬂnemiy discontinue oxaliplatin injectios nsitivi
Feackions and admiister appropriste treatment for mansgement of the
hypersensitivity reaction [see Warnings and Precautions (5.1)].

1 INDICATIONS AND USAGE
‘Oxaliplatin injection USP, in combination with infusional fluorouracil and leucovorin, is
indicated for:
* adjuvant reatment of stage I colon cancer i paients who have underoone

te resection of the primary tus
 treatment of advanced colorectalcancer.

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage
Administer oxaliplatin injection in combination with fluorouracil and leucovorin every 2
we

» For adjuvant treatment, continue treatment for up to 12 cycles or unacceptable
toxicity.

» For advanced colorectal cancer, continue treatment until disease progression or
unacceptable toxictty.

Dayl
Adminster oxepleth Fiecton 85 mg/m 2as an intravenous infusion over 120 minutes
and leucovorin 200 mg/m 2as an intravenous infusion over 120 minutes at the same

time in separate bags followed by fluorouraci 400 ma/m Zas intravenous bolus over 2-4
minutes, folowed by fuorouracil 600 mg/m Zas a 22-hour continuous infusion.
Day2
Administer leucovorin 200 mg/m Zas an intravenous infusion over 120 minutes, folowed
by fiuorouracil 400 mg/m 2as intravenous bolus over 2-4 minutes, folowed by
fluorouracil 600 mg/m Zas a 22-hour continuous infusion.

Refer o theprescribing nformatin fo firouracdand leucovorin for addiiol
information.

2.2 Dose Modifications for Adverse Reactions

Prolongation of infusion time for oxaliplatin injection from 2 hours to 6 hours may

mitigate acute toxicities, such as non-ife-threatening infusion-related reactions.

Permanently discontinue oxalplatin injection for any of the folowing:
Hypersensitivity Reactions [see Warnings and Precautions (5.1)]

» Posterior [ and Precautions
(5.4]

= Confirmed interstitial g disease or pulmonary fibrosis [see Warnings and
Precautions (5.5

» Rhabdomyolysis [see Warnings and Precautions (5.8)]

Refer to the fluorouracil and leucovorin prescribing information for dosage modifications.
for adverse reactions.

for for adj

g

are presented in
Table 1.

Table 1: Dosage Modifications for Adjuvant Treatment in Patients with Stage
1l Colon Cancer
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Persistent Grade_[Consider reducing oxalplatin njection dose to
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‘Dosage Modifications for Advanced Colorectal Cancer.



[ for advanced are

presented in Table 2.
Table 2: Dosage Modifications for Advanced Colorectal Cancer

Aerse,  [severity oxaliplatin InjectionDosage Modifications
Ieuropatny [peraRient Grade [ConSEr educng oxalpkt Iecton dose o 65
nd Precautions ;252 619 consider discontinuing oxaliplatin injection.

5.2)]

[Myelosuppression|

ebriie [Delay the next dose until neutrophis greater than
r equalto 1.5 x 10 9L and platelets greater than
" caualto 75 x 10 %/ Reduce oxalpatn mecton

e recoery, reduce oot npcton dose o
(Grade 3-4. 165 mg/ m 2along with a

fiworoura i os om pirovenous bolus
D S50 i 202 .35 hour ontnaant s

2.3 Dose Modifications for Patients with Renal Impairment
In patients with severe renal impairment (creatinine clearance [CLcr] less than 30
mLjmin, calculated by the Cockcroft-Gault equation), reduce the oxaliplatin injection dose
to 65 mg/m 2(see Use in Specific Populations (8.6), Clinical Pharmacology (12.3)].

2.4 Preparation and Administratior
. oxahpunn riecton £ 2 ytotoxe drug. Folow appicable special handing and dsposal

+ oot

* Protect the concentrated solution from lght,

* Die concentrted soluton weh 250to 500 . of 5% Detrose necto, USP. Do
not dilute with chloride solution or other chloride-containing
solutions.

+ Store diuted solution for no more than 6 hours at room temperature (20°C to 25°C
[68°F to 77°F]) or 24 hours under refrigeration (2°C to 8°C [36°F to 46°F))
Protection from light is not required.

» Visualy ropect for partulte matter and discobraton pir o sdminstraton and
discard

+ Do ot mix axa\wam injection or administer oxaiplatin injection through the same
infusion line concurrently with alkaline medications or media (such as basic solutions
of fluorouracil.

» Flush the infusion ine with 5% Dextrose Injection, USP prior to administration of any
concomitant medication.

Do not use needles or intravenous administration sets containing akuminum parts for

the preparation or mixing of oxalplatin injection. Aluminum has been reported to

cause degradation of platinum compounds.

» Administer oxalplatin njection as an intravenous infusion over 120 minutes
concurrently with leucovorin over 120 minutes in separate bags.

3 DOSAGE FORMS AND STRENGTHS
Injection: 50 mg (5 mg/mL) or 100 g (5 mg/mL) clear, coloriess solution in a single-
dose vial

4 CONTRAINDICATIONS

‘Oxalplatin injection is contraindicated i patients with a history of a hypersensitivity
reaction to oxalplatin or other platinum-based drugs. Reactions have included
anaphylaxis (see Warnings and Precautions (5.1)].

5 WARNINGS AND PRECAUTIONS

5.1 Hypersensitivity Reactions
Serous and fta bypersenskiky rescons, cludng anaphyle,can occur wit

‘oxalplatin injection within min administration and during any cycle. Grade 3-4
opersensituty reactons. neludng anaph Jox, oceurred n 3% t 39 of patnts wth
colon cancer who received oxalplatin injection. Hypersensitivity reactions, including rash,
uricaria. eryhema, prurius an rarel. brenchospasm and hycotenson, were smir
nature and severity to those reported with other platinum-based

Oxahplawv injection e contraindicated in patients with hypersensmwty resctons to

s [see Contraindications (4)]. Immediately and permanently
econtimue eyt biacio for ryparanciivey rencions e sminires sapropriate
treatment for management of hypersensitivty reactions.

5.2 Peripheral Sensory Neuropathy

Oxalplatin infection can cause acute and delayed neuropathy. Reduce the dose or
permanently discontinue oxaliplatin infection for persistent neurosensory reactions
based on the severity of the adverse reaction [see Dosage and Administration (2.2)]

Acute Neuropathy

Acute neuropathy typicall presents as a reversible, primarily peripheral sensory
neuropathy that occurs within hours or 2 days following a dose, resolves within
days, and

‘exacerbated by exposure to cold temperature or cold objects and they usually present
as transient paresthesia, dysesthesia and hypoesthesia in the hands, feet, perioral area,
or throat Jaw spas, abnormal tongue sensation, dysarthria, eve pan, and feeing of
chest pressure have also been observed. The acute, reversible pattern of s
Reuropathy was observed n about 56% of patients wh recaved oxalipati mcton
with fluorouracilleucovorin. In any individual cycle, acute neuropathy occurred in
approximately 30% of patients. For grade 3 peripheral sensory neuropathy, the median
time to onset was 9 cycles for adjuvant treatment and 6 cycles for previously treated
advanced colorectal cancer.

Ute syndrome of pharyngolaryngeal dysesthesia occurred in 1% to 2% (grade 3-4)
al panems Breviolsly unirested for advenced coorectcancer. Subjctve sensatos

or dyspnea, without any laryngospasm or bronchospasm (no stridor or

wnaezmq: o currict i petents previushy Ueated for advanced Colorectal cancer.
Avoid topical appiication of ice for mucositis prophylaxis or other conditions, because
cold tempe

Deleyed neuropathy (ypKaHy presents o5  persstent (gresterthan 14 days) privarly
s usualy by

and that

can nertere rig et ey swalmwmg and difficuly
iking from impaired proprioception). These forms of neuropathy occurred in 48% of
iente receiing oxalpitn mjection. Delayed nearopathy cah occar wihout any prior

BEute neuropathy. Most patients (80%) who deveioped fade 3 perstent neuropathy

progressed from prior grade 1 or 2 reactions. These symptoms may improve in some

atients upon discontinuation of oxaliplatin injection.
Adjuvant treatment

Inthe adjovant reatment ria, neuropathy was graded using NCI CTC, version 125
summarized in Table

\g for Neuropathy in Adjuvant Treatment Trial

© paresthesias
T paresthesias that interfere with function

Peripheral sensory neuropathy occurred in 92% of patients (al grades), including 13%
of patints (grade 3) who received oxalplatin nection with luorouracileucovorin. At the
26-day folowup after the st treatment cyck, 60% o patients ad any o

perpheral, sensory neuropathy, de(veesmg to39%
1% rade 3=1%) and 21% at
9%).

0%, grade 2=16%, grade
at 6 months of folow-up (grade
months of follow-up (grade 1
Advanced colorectal cancer

7o, arade 52

%gr

Inthe sdvanced colrectal cancertris, neuropathy was graded using the naurotaxity
scale summarized in Table

Table 4: Grading for uaum.mhy in Advanced Colorectal Cancer Trials

Neuropathy occurred i 2% (allorades) of patents previously ntreated for advanced
colorectal cancer, including 19% grade 3-4; and in 74% (all grades) of p:
oy sested Tt Sduanced coarecta cancer, mOAnG 75 arode 34

5.3 Severe Myelosuppression

Grade 3 or 4 neutropenia occurred in 41% to 44% of patients with colorectal cancer
who receved oxalplatin njection with fluorouracilleucovorin. Seps's, neutropenic sepsis
and septic shock, including fatal outcomes, occurred in patients who recelved oxalpatin
injection [see Adverse Reactions (6.1, 6.2)]

Grade 3 or 4 thrombocytopenia occurred in 2% to 5% of patients with colorectal cancer
who received oxalplatin injection with fluorouracifleucovorin
fonitor complete blood cel count at baseiie, before each subsequent cycle and as

chmcaw dcate -Deoy oxclpltin iecton ntineutrophis rc geoter than or equalto
L and platelets are greater than or equal to 0 9/L. Withhokd oxalipiatin

ecton' o etk or septc Shock Dove s oxatpth P after recovery from

grade 4 neutropenia, febrile neutropenia or grade 3-4 thrombocytoper

recommended [see Dosage and Administration (2.2)]

5.4 Posterior Reversible Encephalopathy Syndrome

PRES occurred in less than 0.1% of patients across ciinical trals [see Adverse Reactions

(8.1, Signs and symptoms of PRES can cude headache, akered mental functioning,

fon from blurriness to blindness, assaciated or not witt
Fypertension. Confirm the dagnosis of PRES whh magneix resonance Mmaghg.
Permanently discontinue oxaliplatin injection i patients who develop PRES.

5.5 Pulmonary Toxicity

‘Oxalplatin injection has been associated with pulmonary fbrosis (less than 1% of
ts), which may be fatal [see Adverse Reactions (6.1)]

In the adjuvant treatment trial, the combined incidence of cough and dyspnea was 7.4%
(any grade), including less than 1% (grade 3) in the oxalplatin injection arm. One patient
died from eosinophilc pneumonia in the oxaiplatin injection arm.

In the prevously unreated advanced colorectal cancer il the combined cidence of
2nd hyporia was 43% (any grade), inclucing 7% (grade 3-4) n the
oxenplaun ecton wkh Ruorouracifedcovoris a

In case of unexplained respiratory symptoms, such as non-productive cough, dyspea,
crackles, or radiological pumonary infitrates, withhold oxaiplatin injection unti further
pulmonary nvestigaton excldes terstial g dsease or pumonary foross
ntly discontinue oxaliplatin injection for confirmed interstital ing disease or
pmmnnary fibrosis.

5.6 Hepatotoxicity

In the adjuvant treatment trial, increased transaminases (57% vs 34%) and alkaiine
phosphatase (42% v 20%) occurred more commonly n the oxalplatn nfction arm
than in t arm [

Incressed blubin wes simlar on both arms, Cham;es noted on ber biopskes nchde:
pelioss, nodul 3
or vend-occlusie kesions

Gonsider evehatig patents who deveop sbnoral e tests o portal hypertension,
‘which cannot be explained by liver metastases, for hepatic vascular disorders. Monitor
v functon tests at baselne, before each subseduent cyck, and as Cinicaly ndKeted

5.7 QT Interval Prolongation and Ventricular Arrhythmias

QT profongation and ventricular arhythmias, including fatal torsade de pointes, have

been reported with oxaiplati injection (see Adverse Reactions (6.2)]

okt oxatinrjection b patents wan congenkal o OT synceome, onkor
(ECG) in patients with fail




and electrolyte abnormaities and in patients taking drugs known to prolong the QT
interval, including Class la and Ill antiarrhythmics [see Drug Interactions (7.1)]. Monitor
and correct electrolyte abnormalities prior to intiating oxaliplatin injection and periodically
during treatment.

5.8 Rhabdomyolysis

Rhsbdomyclysk, nckuing ftal cases has been rapor\ed with oxaliplatin injection [see
2)]. P ntly. injection for any signs or

Somarome of rabdamyores

5.9 Hemorrhage

The ncidence of emarrhage in clicl ik was higher on the oxalat jecton

combinaton arm compared to the fluorouraci/eucovorin arm. reactions included

gastrointestinal bleeding, hem: ‘epstaxs. I the scjant treatment ol 2
e o o, raserebral hemnrrhage [see Adverse Reactions (6.1)]

Prolonged prothrombin time and INR occasionally associated with hemorrhage have
oeen reported i patents who receled oxalotin iecton wkh firouracieucovorh
whie on anticoagulants [see Adverse Reactions (6.2)]. Increase frequency of montoring
In patients who are receiing oxalpatn njecton wkh fluorouracifeucovori and oral
anticoagulants [see Drug Interactions (7 3.

and have been observed wi
axalplatn niecton. Ropid onset of tnmmbu(ytonema and greater rick of bleding e
thrombocytopenia. In this case, consid:
ds:nnmumg oxaipitin mjecton.

5.10 Embryo-Fetal Toxicity
Based on findings from animal studes and ts mechanism o action oxalplat jecton
can cause fetal harm when administered to a pregnant woman.
Gata 60 ot estabiah the presénce of absence of mapr bith defects or \scamage
related to the use of oxalplatin injection. Reproductive toxicity studies demonstrated
adverse effects on embryo-fetal development in rats at maternal doses that were below
the recommended human dose based on body surface area. Advise pregnant women of
the potential risk to a fetus. Advise females of reproductive potential to use effective
contracepton durng treatment wh oxalpatn njction and for 9 months afer the fnal
vise males with female partners of reproductive potential to use effective
Contraception curing reatment WER oxalplath mection and for & months afte the fina
jose [see Use in Specific Populations (8.1, 8.3)].

6 ADVERSE REACTIONS
e folowing cnicaly significant adverse reactons are descrbed cewhere n Gbeing:
Hypersensitiviy Re 's [see Warnings and Precautions (5.1
Peripheral sensory N Naumpa hy (see Warnings and precauions (5.2)]
Severe Mydosuppressin [see Warnings and Precautions (5

drome [see ¥ id Precautions
(5.4)]

Pulmonary Toxicity [see Warnings and Precautions (5.5)]

Hepatotoxicity [see Warnings and Precautions (5.6)]

O interval Probingation and Venlriar Aehythmis fse Warmigs and Precautions
(5.7)]

. Rhabdomyo\yss [see Warnings and Precautions (5.8)]
» Hemorrhage [see Warnings and Precautions (5.9)]

6.1 Clinical Trials Experience
Because cincaltrials are conducted under widely varying condiions, adverse reacton

rved i the clnicaltriss of a g cannot be directy compared to rtes in the
it of aother drug and may not reflect the rates observed in pra

More than 1100 patients with stage Il or lll colon cancer and more than 4,000 patients

weh advanced coloectal cancer wers reated  rls weh oxalplatin jecton. The mos
mon adverse reactions i patents Wi stage I or Il colo cancer recening adjuvant

reatment were perigheral sentory neurapathy. neutropena, thromisocytopen, anema,

nausen, Increns n ransaminaséa and akaing phosphatase, darrhe, omest, faigue

and stomats Tne most common adverse reactons n previously unreated and trated

patients with advanced atigue,

neutropenia, nausea, emesis, and diarrhea.

Adiuvant Treatment

The safety of oxaliplatin injection in combination with fluorouracil (FU)/leucovorin (LV)

was evaluated in patients with stage Il or il colon cancer, who had undergone complete.

resection of the primary tumor in the adjuvant treatment trial[see Clinical Studies

4.

Fataladverse reacions n potents who receivd oxaoltin ection i the combination
arm included sepsis/neutropenic sepsis (n=3), intracerebral hemorrhage

eosinophiic pneumona (n=1).

‘Thromboembolic events occurred in 6% (grade 3-4, 1.2%) of patients in the oxaiplatin
injection arm.

Grade 3 or 4 adverse resctions accured i 10% o paiets 1 the oxalpath jectin
arm. Grade 3-4 gastrointestinal bleeding occurred in 0.2% of patients. Febrie
r\eulmpama occurred in 0.7% and documented infection with concomitant grade 3-4.
neutropenia occurred in 1.1%

Discontinuation due to an adverse reaction occurred in 15% of the patients in the
oxalplatin injection arm.

Tables 5, 6, and 7 summarize the adverse reactions reported in patients with colon
cancer receiving adjuvant treatment.

Table 5: Adverse Reactions Reported in Patients with Colon Cancer Rece
Adjuvz ent (greater than or equal to 5% of all patients and with
Greater than or ecqual o 19 grade 3-4)

[Oxaliplatin Injection+ Fonv
FULY =1111
N=1108

A
|All Grades rade 3-4 rade 3-4
%3) ’f%) s ’(‘vﬂ)

Adverse Reaction®

perbherr sensory

Iz e [
T E
T 5 i
z3 I
0 3

=
I3 8 IL

i 17

12 6. 12
B i B
L iz L
I IS B

B B 158

* Event coded in WHO-ART dictionary.
+ Includes thrombosis related to the catheter

Table 6: Adverse Reactions Reported in Patients with Colon Cancer Recelving
Adjuvant Treatment (greater than or equal to 5% of all patients but with less
than 1% grade 3.4

Tnjection+

* Event coded in WHO-ART dictionary
 No complete alopecia was reported

In females, the folowing grade 3-4 adverse reactions were more frequent: diarrhea,
fatigue, neutropenia, nausea, and vt

In patients greater than or equal to 65 years o, the incidence of grade 3-4 diarrhea and
neutropenia was higher than in younger aduts.

Clinically refevant adverse reactions were reported in greater than or equal to 2% and
less than 5% of the patients in the oxaliplatin injection arm (isted in decreasing order of
frequency) were pain, leukopenia, weight loss, and cough.

Table 7: Laboratory-Related Adverse Reactions Occurring in 25% of Patients
with Colon Cancer Recelving Adjuvant Treatment

Laboratory-Related
iverse Reaction

Fyperbiirubinema

Previously Untreated Advanced Colorectal Cancer.
The safety o axalolatin nfcton n comblnation wih farouracl (FU)eucovorh (1Y)
whs cvaloated i a randomied i of patints wih previously untreated adva

(14.2). Th o i il was

o 1ot e other i

Tables 8, 9, and 10 summarize the adverse reactions reported in the previously

untreated advanced colorectal cancer trial

Table 8: Adverse Reactions Reported in Patients in the Previously Untreated
inced Colorectal Cancer Clinical Trial (greater than or equal to 5% of all

patients and with greater than or equal to 1% grade 3-4)

oxaliplatin firinotecan + [oxaliplatin
iInjection+ FUILV  FU/LV lInjection-+
IN=259 IN=256 irinotscan
) rades Al e AT rades 3-
[grades [3-4 (%) [Grades [ (%) [(Grades 4 (%)
3] 3) ltoe)
7 19 i} 3 69 T
18 16 R 62
2 L 28 L
12 I 2 o L
I o I Ir
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3
Fypotension b b 3

* Event coded in WHO-ART dictionary
1 Not otherwise speciied
# Absolute neutrophi count

Table 9: Adverse Reactions Reported in Patients in the Previously Untreated
Advanced Colorectal Cancer Clinical Trial (greater than or equal to 5% of all
patients but with less than 1% grade 3-4]

alplatin Ijection [Fotecan + OXaUpati rjectiont
FuLV. [FU/LV

ladverse Reaction*

59
I Grades I Grades
) %) %)

Hypocalcemia
[Elevated Creatinne

* Event coded in WHO-ART dictionary
+No complete alopecia was reported
+ Absolte neutrophil count
Cincal reevant adversereactons that occurred n greser than or aual 0 2% and

tients in the oxalpiatin njection and fluorouracifieucovorin
Cambnaton s (el 1 4or635 et o Uiy were. metabole. preumonts
Catheter infection, vertigo, prothrombin time, pulmonary, rectal bieeding, dysuria, nail
Changes, chest pai, ectal pan, syncope, nypmmsm nypoxia, unknown infecton.
bone pain, pigmentation changes, and u
Table 10: Laboratory-Related Adverse Reactions Occurring in =5% of
Patients in the Previously Untreated Advanced Colorectal Cancer Trial

xaliplatin injectionand frinotecan and xalpiin nectionand irnotecan
ULy FuLv IN=25:
50 IN=256
Laboratory-Related Adverse Reaction o s o e T e
rades (%) -4 rades (%) -4 [Grades (%) -4
o6 o6 %)
5 R0 B4 B3 T76 7
Neutropena 1 53 77 T 71 6
rombocytopena T 5 26 b 3
122 B o8 I3 ps B
7 I £ i 53 i
b o 3 3 ha 3
L B T b 2
L 7 o 3

* Aspartate transaminase
+ Alanine transaminase
‘Previously Treated Advanced Colorectal Cancer.
“The safety of oxaliplatin injection in combination with fluorouracil (FU)/leucovorin (LV)
was evaluated in a randomized trial in patients with refractory and reiapsed colorectal
cancer (see Cinical Studies (14.3)]. The adverse reaction profie in this trial was simiar to
that seen in other trials.
‘Three patients who received oxaliplatin injection in the combination arm experienced fatal
adverse reactions: gastrointestinal bleeding and dehydration.
Grade 3 and 4 neutropenia were reported n 27% and 17% of patients, respectivel, in
the oxaleth biectin wkh fliorouracheucovorh combineton e Grade

of patients. injection with

Combination fluorouraciIeUCOVOR arm.
Thirteen percent of patients in the oxaliplatin injection with fluorouracifleucovorin
combination arm discontinued treatment; the most frequent reasons were:
gastrointestinal adverse reactions, hematologic adverse reactions and neuropathies.
Tables 11, 12, and 13 summarize the adverse reactions reported in the previously
treated advanced colorectal cancer trial

Table 11: Adverse Reactions Reparted in Patients in the Previously Treated
Advanced Colorectal Cancer Trial (greater than or equal to 5% of all patients
and with greater than or equal to 1% grade 5-4)

alipiatin
injection+ foxaliplat
FULY

iverse Reaction* |N=
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Neurol
Neurova\h

*Event coded in WHO-ART dictionary
Table 12: Adverse Reactions the Previously Treated
Advanced Colorectal Cancer Cimcal Trul lyreaterth-n or equal to 5% of all
pationts but with less than 1% grade

[oxaliplatin "
Imiectons pratpiatn Ly
oy iecti 142
IN=150 -

f
‘A;)Grnlas A;)Gr‘des lGrades
! (%)
2 T 5
T >
5 i

i




*Event coded in WHO-ART dictionary.
 No complete alopecia was reported

inicaly reevant adverse reactons in greater than or cqual o 2% and less than 5% of
the patients in the oxalplatin injection and fluorouracileucovorin combination arm (lsted
in Gbcreasing order of requenty) were: anxicty, myaka, erythamatous rash, ncressed
sweating, conjunctivits, weight decrease, dry mouth, rectal hemorrhage, depr
ks, asckes, hemorrholds, muscl weaness, nervousness, tachycard, 2 abnormal
micturition frequency, dry skin, pruritus, hemoptysis, purpura, vaginal hemorrhage,
melena, somnolence, pneumonia, proctits, involuntary muscle centracmns testl
ohslruclmn Gt tenesmu, hotfashes, enarged abomen, and urkary
incontinen

Table 13: Labaramry—r(aland Adverse Reactions Occurring in =5% of
Patients with Previously Treated Advanced Colorectal Cancer

xaliplatin
xalipk foxaliplatin FuLv.
Injectionand FU/LY |1

pry njectionN=153 |N=142

T Grades (%) [Grades Al rades(al rades|
-4 (Grades [3-4 [Grades3-d
(%) o) )

Laboratory-Related

(%) %)
13 I3 I 8 P
119 E o E 1L
laz i lo E I5
3 0 B 0 b
o E I e B
Io 13 B 12
I 3 13 2o

* Alanine transaminase
+ Aspartate transaminase

‘The following adverse reactions were observed across cnical trials.
Intravenous site reactions

Inicton sk reacton. Ichdng redness, swelig. and pain, can occur wih oxalatn
ection. In some cases, skin necrosis has occurred with extravasatior

PRES
PRES occurred in less than 0.1% of patients

Pulmonary fibrosis and interstitial luing disease

Pulmonary fibrosis, which may be fatal, occurred in less than 1% of patients.

6.2 pnsmark-mg Experience

lowing adverse reactions have been identified e during postapprovaluse of
oxalpain fecton. Because thebe reactons e Voluntariy from a population

i ot aays possi t relabl e eetate v frequency or establish
a causal relationship to drug exposure.
» General: angioedema, anaphylactic shock
» Cardiovascular: QT prolongation leading to ventricular arrhythmias, including fatal

torsade de pointes; bradyarrhythmia
Neurological: loss of deep tendon reflexes, dysarthria, Lhermitte’s sign, cranial nerve
palsies, fasciculations, convulsion
Hearing and vestibular system: deafness
Infections: septi shock, incuding fatal outcomes
reactions and
Hepatk. and gastioitestiat Severe derrheaNomiEng resukiig i hypokalera, coks
(including Clostridium difficiediarrhea), metabolic acidosis, lleus, intestinal obstruction,
pancreatie sinusoidal obstruction syndrome, perisinusoidal fibrosis which rarely
progress, focal nodur hyperplasia, sophagits
. d connective tissue: including fatal outcomes
" Platet, leeding, and cloting disorders: mmuno-alergic thrombocytopenia.
prolonged prothrombin time and INR in patients receiving anticoagulants
Blood disorders: secondary leukemia
Red blood clt hemoytc uremic syndrome, imuno-alergic hemoltc anerma
Renal: acute tubular necrosis, acute interstital nephrits, acute renal fai
Resplrstory:nterstl g disesses (sometmes fatal and pneumena including fata
es)

§5

resse of viualscuky, vsual fld dsturbance, aptic neurkis and transient
fon loss (reversible folowing treatment discontinuatio
+ Inkry. pafsoning, and procedural complcations: fabrelted ures

7 DRUG INTERACTIONS

7.1 Drugs that Prolong the QT Interval
QT interval prolongation and ventricular arrhythmias can occur with oxalplatin injection
[see Warnings and Precautions (5.7)]. Avold coadministration of oxalplatin injection with
medicinal products with a known potental to prolong the QT interval

7.2 Use with Nephrotoxic Products
Because spec ol idney,
clesrance of these products may e decrcaned by Conammetraton of potermaﬂy
ephrotoxic compounds [see Ciinical Pharmacology (12.3)]. Avoid coadministration of
it Fiecton weh madeina oGS Knwr 10 C3ust RephIOtoRERy

7.3 Use with Anticoagulants.

Prolonged prothrombin time and INR occasionally associated with hemorrhage have
een reported i patents who receled oxalotin jecton wkh firouracieucovorhy
whie or

autions (5.9), (6.2)
Incresse fraquency of ankarig n potents wh o6 +eccvG oxalpith machon win
fluorouracilleucovorin and oral anticoagulants.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Risk Summary
Based on its direct interaction with DNA, oxaliplatin injection can cause fetal harm when
dmitered o 2 pregrant waman. e avalole uman data o not establen the

nce or absence of majo bith defects or miscarriage reated to theuse of
Oxaiphtin miecton: foricky stude

were below the
o 4654 based on bocy urisce res (see ety Adwie s pregnan worn o1 tre
potential risk to a fetus.

In the U.S. general population, the estimated background risk of major birth defects and
miscartioge in clnical recogrized pregnances is 2% to 4% and 1% to 20%,
espectively.

Data
Animal data
pregnant rats were administered oxalplatn ot less than ane-tenth th recommended
uman dose based on body surface area during gestaton days (CDILLS
(preimplantation), GD 6-10, or GD 11-16 (during organogenesis). Oxalplatin caused
developmental mortalty (increased early resorptions) when administered on days GD 6-
10 1 GD 1115 nd adversel tfctsd et growth (decresse fealweigh, delyed
ossification) when administered on days

8.2 Lactation

Risk Summary.

There are no data on the presence of oxalplatin or its metaboltes in human or animal
ik or s effects on the breastfe nfant or o ik prodction, Because of the potential
for serious adverse reactions In breastfed infants, advise women not to breastfeed
ring trestiment wih oxalplati mjection and for 3 manthé after the fnal dose.
8.3 Females and Males of Reproductive Potential
Pregnancy Testing
Verify pregnancy status in females of reproductive potential prior to initating oxafplatin
injection (see Use in Specific Populations (8.1)].
Contraception
Oxalplatin injection can cause embryo-fetal harm when administered to a pregnant
woman [see Use in Specific Populations (8.1).
Females
Advise female patients of reproductive potential to use effective contraception whie
receiving oxalplatin injection and for 9 months after the final dose.
Males
Based on its mechanism action as a genotoxic drug, advise males with female partners
of reproductive potential to use effective contraception whie receiving oxaiipiatin
injection and for & months after the final dose [see Noncinical Toxicology (13.1))
Infertity
Based on animal studies, oxaliplatin injection may impair fertiity in males and females
[see Noncinical Toxicology (13.1)].
8.4 Pediatric Use

The safety and effectivenccs of oxalplatin jection n pediatrics have ot been
establshed. Safety in23s
patients aged 7 At Vears with soid tumrs.
In a mukicenter, open-label, non-comparative, non-randomized study (ARDS531),
oxalipiatin was administered to 43 patients wkh refractory or relapsed malignant sold
tumors, mainly toxicity (DLT) was.
sensory neuropathy at a dose of i mg/m Z. The main adverse reactions wer
paresthesia (60%, grade 3-4: 7%), fever (40%, grade 3-4: 7%), and thrombocytopenia
(40%, grade 3-4: 27%). No responses were observe
In an open-label non-randomized study (DFI7434), oxalplatin was administered to 26
pedietrc patents wh metastatc or uncsectable solfumors, mabiy ncuroblstome

DLT w: y at a dose of 160 mg/m 2.

o responses were e

In an open-label, single-agent study (ARDS021), oxalplatin was administered to 43
pedatric patients wih recurrent or refracory embryonal ONS tumors, The most

ommon adverse reactons reported were eukopeni (67% grade 3-4: 125, anemia
{65%, grade 3.4: 59) thrombocytopenta (65%, rade 3.4 36%), voritng (65%, grade
572, 92y, neutropenis (36%, orode 3.4 16%, 4nd sonsory neurapamymo% grade 3-
a:5%)

In an openabelsinge-agent study (ARDSS30) oxalpat was adminstered o 123
pediatric patients with tumors, includ

Ewing sarcoma or peripheral PNET, ependymoma, rhabdumyosar:uma
hepatoblastoma, high grade astrocytoma, brain stem glioma, low grade astrocytoma,




malignant germ cell tumor and other tumors. The most common adverse reactions

reparted were:sensary neuropethy (525, grade 3-4 12%) trombocytapena (37%
grade 3-4: 17%), anemia (37%, grade 3-4: 9%), vomiting (26%, grade 3-
increased ALT (24%, grade 3-4: 6%), increased AST (24%, grade 3-4
(23%, grade 3-4: 3%)

5, and nausea

par: in 105 pediatric
Sakents Gurng the fret cyce o meon clearande peditric patients. esumaxed by the.
Population pharmacokiete analyss was 4.7 LIn (4, 41%). Mean piatin

Pharmacoknali perameters i Utrafirate were C moyof 075 + 0,24 megimL, AUC o
aen 07 mcgshimL and AUC iyof 8.83 + 1,57 mcgeh/mL at 85 mg/m 2of
oxaliplatin and C maof 1.10 + 0.43 meg/mL, AUC g.4gr0f 9.74 + 2.52 mcge h/mL and
AUCnjof 17.3 £ 5.34 mcgeh/mL at 130 mg/m Zof oxaiplatin.

8.5 Geriatric Use

In the adjuvant treatment trial [see Clincal Studies (14.1)], 400 patients who received
axaipatn njecton wkh florouractfeucovork were greae than or equslto 65 years.
ffect of oxalpltin jecton i patients grester than or equal o 65 years was ot
Concishe, Patont greaterthan oF equal 1 65 years recetng oxalotn fjecton
Sperienced more glarthea and orade 3-4 neutropenia (45% vs 39%) compared to
patients less than 65 ye
In the previously untreated advanced colorectal cancer trial [see Clinical Studies (14.2)],
99 patets who recelved axalpleth hjectin wh lorouractand leucovorin were
greater than or equal to 65 years. The same efficacy improvements in response rate,
v 1o tumor progression, and overah survial wera cbbervad n e Gragter than or
equal to 65 years patients s in the overal study population. Adverse reactions were.
swmlar in patients less than 65 and greater than or equal to 65 years, but older patients
have been more susceptible to diarrhea, dehydration, hypokalemia, leukopenia,
Tatiue, and syncepe.

Inthe previously reated advanced cobrectal cancer s fsee ClnkalStues (14.3), 55
patnts who receed axalpltin nfcton wih florourac and leucovorin were
than or equalto 65 years. No overslldHferences Iy effectheness were obser

d younger adutts, were simior pal\en!s
e then 65 an Greater then or eauata 65 years, but oder patints may have
more susceptible to diarrhea, dehydration, hypokalemia, and fati

No significant effect of age on the clearance of ultrafitrable pnamum has been observed
[see Ciinical Pharmacology (12.3)]

8.6 Patients with Renal Impairment
The AUC of unbound platium n plsma utrafRrate wss ncressed n patnts whh renal
mpaiment [see Clncal Pharmacobgy (12.3) No dose reductin s recommen
patents wth mkd (creatiine ceorance 50 t 79 i) ar moderate (e
clesrance 30to 49 mimin) renalimpairment,cacated by Cockcraft: Gawt <quatn,

e dose of oxaliplatin injection in patients with severe renal i
eremine manee eas oo 30 mimin fee Dosage 3nq Acminstron (.31

10 OVERDOSAGE

The maximum dose of xallatin that has been adrminstered n a sngle nfusion & 825

mg. Several cases of overdoses have been reported with oxalplatin injection. Adver
Teactons obgerved falowng an overdosage were grade 4 thrombocytopenis (e thon
25,000/mm 3) without bleeding, anemia, sensory neuropathy (including paresthesia,
Gysesthesi, laryngospasm and facia muscle spasTs), gastrontestinaldsorders.
{including nauses, vomiting, stomais, iatuence, abdomen enbrged and grade
intestinal obstruction), grade 4 dehydration. dyspnea, wheezing, chest i raspeatory
falure, severe bradycardia, and ik

Closely monitor patients suspected of receiving an overdose, including for the adverse
reactions described above and administer appropriate supportive treatment.

11 DESCRIPTION
ekt s s pitinum-hased drug weh the moleculr formula C #1450 4Pt and the
2]

is-[(1R.2 R)-1, 1 loxaito(2)- 0, 0
Satinum. Oxaliatin & an arganuplaunum complex in "ieh the platinum atom
complexed with 1 H) and with an as 2 aving
aroup.

The moleculr weight s 3973, Oxalpltin & skt soluble It water o & g, very
slightly soluble in methanol, and practically insoluble in ethanol and aceton

Oelpisth Flection, USP. fo intravenous use b suppled 1wk containng 50 mg or 100
mg of tin as a sterle, preservative-free, aqueous solution at a concentration of 5
mg/mL et for \mechon 555 & present 2 an nactive naredient

12.1 Mechanism of Action

xalplatin undergoes nonenzymatic conversion n physiogic soltons to active
deriatves v dpiacement of igand.

e formed, including monoaquo and diaquo DACH platinum, which covalently bind with
macromoicuics. Both nte-ang nrestrand PLONA crossins ore farmed. Crossins
sre formed between (GG),

Guanines (AG), and Quanines separated by an Itervenng nuckeot ey e
Srossinks ik DNA replcation and transcrintion. Cytotoxicey s cel-cycie nonspectfc
In vivo studies have shown antitumor activity of oxalplatin against colon carcinoma. In
combination with fluorouracil, oxaiilatin exhibits in vitro and in vivo antiproiferative
activity greater than either compound alone in several tumor models (HT29 [colon], GR
[mammaryl, and L1210 [leukemial).

12.2 Pharmacodynamics

A pharmacodynamic relationship between platinum ultrafikrate levels and ciinical safety
and effectiveness has not been establshed.

12.3 Pharmacokinetics

‘The reactive oxalplatin derivatives are present as a fraction of the unbound platinum in

plasma utrafitrate. After a single 2-hour intravenous infusion of oxaliplati injection at a

dose of 85 ma/m 2, pharmacokinetic parameters expressed as ulrafitrable platinum

Were C max0f 0.814 mcg/mL and volume of distribution of 440 L.

Interpatientand ntrapaten valbity Iy ukrafRrable pltinum exposure (AUC g.4a)

assessed over 3 cycles was 23% and 6%, respectively

Distribution

At the end of a 2-hour infusion of oxalplatin injection, approximately 15% of the

administered piatinum is present in the systemic circulation. The remaining 85% is rapidly

distributed into tissues or eiminated in the urine. The decine of ultrafitrable platinum

leveis following oxaliplati injection administration s triphasic, including two distribution

phases (t 172q; 0.43 hours and t 1,2p; 16.8 hours)

In patints,plesma protein binding of lathum i reversie and i greater than 90%.

The main binding proteins are albumin and gamma-globuin

Pltium ko bnds ireversty and accurates 1apprux|mala?y 2f0k) n enytrocytes,
in

where t apy ave no rekevant activiy. No platinum accumulation was observ
o GHaTRrte 1lowing 55 mam Severy two wee:
Eimination

The decine of ulrafitrable platinum concentrations from plasma s characterized by a
long terminal elimination phase (¢ 112,; 391 hour).

Metaboism

Oxalst undergoes apid and extenshe nonenzymatc biotransfornation, There s o
evidence of cytochrome P450-mediated metabolsm in vt

Up to 17 platinum-containing derivatives have been observed in plasma utrafitrate

samples rom patirts,inchiclng several cytotoxlc specks {monachibro DACH platinur,

dichloro DACH platinum, and monoaquo and diaquo DACH platinum) and a number of

noncytotoxic, conjugated species

Excretion

‘The major route of platinum elimination s renal excretion. At five days after a single 2-

hour infusion of oxalplatin injection, urinary efmination accounted for about 54% of the

platinum eiminated, with fecal excretion accounting for only about 2%. Platinum was.

cleared from plasma at a rate (10-17 L/h) that was simiar to or exceeded the average

rular fitration rate (GFR; 7.5 Lih). The renal clearance of ukrafitrable

platinum is significantly correlated with GFR.

‘Special Populations.

Sex

There was no significant effect of sex on the clearance of ultrafitrable platinum,

Patients with renal impairment

Patients wih normal function (CLer greaterthan 80 mmin) and patents wth mid

(c mLjmin) and moderate (CLcr equal to 30-49 mLjmin) renal impairment

ecevea on auplam injection 85 mg/m Zand those with severe (CLcr less than 30 mLjmin)

renslimpakmen recaked oxclpietn lction 65 maim 2. Mean dose adjusted AUC of
inbor and 34;

unbound platinum was 40%, 95%, ‘/vhrgherfcrpahen(swn mid, moderate,
20 Severe rensl mparment,respactcl. compared to patents wih) normal renal
fonciion. Mean dose achusted C mesof U500NG patnum appeared to be simiar among

the normial, d and moGerate rSha fUnction Qroups. but was 38% higher n the severe
group than in the normal group [see Dosage and Administration (2.3)].
Drug Interaction Studies

o pharmacokinec eraction between oxlpitn nictan 85 o Zand infusional
florouract s been observed  patients rated aery 2 weoks, bt ncresses of

) 30 e heon abserves ni
doses of 130 mg/m 2of oxaliplatin n‘ec(um administered every 3 weeks.

In Rro pltinum was not dislaced rom plasma pratens by the folowing medicatons
erythromycin, salicylate, sodium valproate, granssetron, and paclta;

1n vitro oxalplatin does not inhibit human cytochrome Paso isoenzymes

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

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

In a fertiity study, male rats were given oxalplatin 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 oxalplatin 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 oss (increased early resorptions,
decreased live fetuses, decreased ive births), and delayed growth (decreased fetal
weight)

Testicuar damage, characterized by degeneraton, hypoplasa, and atrophy

Gogs Baminsterent oxaipitn 3t 0.75 a/kaiday (3pproximately One-sith of
therecommended nomen dose oy body surface area basis) x 5 days every 28 days
for three cycles. A no effect level was not identified

14 CLINICAL STUDIES

14.1 Adjuvant Treatment with Oxafpatin Injection in Combination with
Fluorouracil and Leucovorin
“The efficacy of oxa\a\a{n ifectin i comblnaion wkh flarourect FUMeucovork (1Y)
Was evaluated n an ntenationl mukicente, endom tril (The Mukicenter

" (e Adivant Treciment of
Colon Cancer [MOSAIC], NCT00275210) n patents with stage Il (Dukes: 82) or




{Dukes ) cobon cancer who had undergone complete resecton of the pimary tumor.
Patients were randomized t injection with v
Tuorouracieucoutrm aone fo 3 el o 8 MonMs (L6, 12 Cycks). Tabl 14 Snows the
dosing regimens for the two arms.
Elgible patients were between 18 and 75 years of age, had histologically proven stage II
(T 3T 4NO MO; Dukes’ B2) or Il (any T N 1.;M0; Dukes’ C) colon carcinoma (with the
inferor pole of the tumor above the peritoneal reflection, L., greater than or equal to 15
m the anal margin) and had undergone (within 7 weeks prior to randomization)
‘complete resection of the primary tumor ithout gross or microscopic evidence of
residual disease and carcinoembyrogenic antigen (CEA) less than 10 ng/mL.. Addtional
elgibilty criteria were no prior chemotherapy, immunotherapy or radiotherapy; Eastern
Cooperative Oncology Group performance status of 0, 1, or 2 (Karofsky Performance
Stats grater han o ol o 60%) o pre exethg nelgapathy nd absoe
nestropn count (ANC) grestar then o equalto 1 Jatelets greater than or
o5 100 10 1. o réatne o thon o equal (5135 x upper bk narme
OLR total bt Kos than 2 = ULN. 3nd asparate ransaminase (ASTyalanne
transaminase (ALT) less than 2 x ULN. The major efficacy outcome was 3-year disease-
free survival (

Table 14: Dosing Regimens in Adjuvant Treatment Study

reatmentinose IRegimen|

xaipath[Day T Oxalpiati Injection: 85 mjm 2(2-hour fusion) T LV: 200 fevery 2
Injection + fma/m 2(2-hour infusion) followed by FU: 400 ma/m 2(bolus), 600 fweeks
FuLY gim 2(22-hour infusion cyces
[FoLFx ay 2:Lv: 200 majm “(-hour tuson, foowed by FUs 400
Z(ba\us) 600 mg/m 2(2 )

m/m 2(2-hour fusion), olowed by FU 400 fevery 2
m 2(bous), 605 mi 5132-nowt oo eeks

ay 2: LV: 200 mgim 2(2-hour infusion), folowed by FU: 400 (12 cycles
/i Ziboles), 600 maim H22-hour fusin)

There were 2246 patients enrolled, of whom 1347 (60%) had Stage Il disease. Tables 15
and 16 show the baseine characteristcs and exposure to oxalplati injection

Table 15: Baseline Characteristics in Adjuvant Treatment Study

xaliplatin injection+ Infusional FU/LV [infusional FU/LV|
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Median Number of Cycles With Oxalpiatin
injection

‘The median duration of follow-up was approximately 77 months. In the overall and the
stage Il colon cancer populations, DFS was statisticall significantly improved in the
oxalipatin ector-contaning am compares o fluorouracilieucovori dlone; Movever, 3
statisticall significant improvement in DFS was not observed n Stage I pati

significant differences in overall survival (OS) were detected in the overall pnpulaunn or
those with Stage I disease. Table 17 and Figures

rates in the overal randomized population and in patients with stage Il and il )
based on an intention.-to-treat (ITT) analysis

Table 17: Summary of DFS Analysis in Adjuvant Treatment Study - ITT
Population

xaliplatin Injection+ [infusional
nfusional FU/LV ULV

patients 123
Pumber o events - elpse o death 7] _b03 271]
7 Diease free survial % (5% O 33 (70.7, 76.0)
o

T patients
25 p26G3E |

o Ci) 0.78 (0.65.0.53)
fp=0-005

[58.9 (55.2. 62.7)

Sta
Rumber o 51 Iy
5 73] I
Hazard atio (35

nk test b=u

A hazard ratio of less than 1 favors Oxalplatin Injection + Infusional FU/LV
Data cut off for disease-free survival June 1, 2006

Figure 1: Kaplan-Meier Curves of Disease-Free Survival (cutoff: 1 June 2006)
in Adjuvant Treatment Trial - ITT Population
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Figure 2: Kaplan-Meer Curves of Disease-Free Survival in Stage il Patients
(cutoff: 1 June 2006) in Adjuvant Treatment Trial - ITT Population
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Table 18 summarizes the OS results in the overall randomized population and in patients

with stage Il and Il disease, based on the ITT analysis.

Table 18: Summary of OS Analysis in Adjuvant Treatment - ITT Population

xaliplatin Injection+ infusional FU/LV
linfusional F/LV

Harara vt 055 &

A hazard ratio of less than 1 favors Oxalplatin Injection + Infusional FU/LV
Data cut off for overall survival January 16, 2007

14.2 Previously Untreated Advanced Colorectal Cancer
The efficacy of oxsloatn ecton n combiatin wth fiorourech (FUecovorh (1)
was evaluated in a North American, multicenter, open-label, randomized,

Controles il (x Randomised e 1 Tl of Te Diferert Regment of CPT-11 Pls
5-Fluorouraci and Leucovorin Compared to 5-Fluorouracil and Leucovorin in Patients
with Advanced Adenocarcinoma of the Colon and Rectum; NCT00003594). The trial
included 7 arms at different times during its conduct, four of which were closed due to
efther changes In the standard of care, toxicity, or simpification. During the trial, the
control arm was changed to irinotecan with fluorouracifleucovorin.

‘The results reported below compared the efficacy of oxaliplatin injection with



lorourackeucouorh and axalpltin hiector wkh Fnotecen to n approved corirol

of irinotecan with fluorouraci/leucovorin in 795 concurrently randomized

Pedents previousty ntreated for ocal advanced of metastal coorecta cancer. Table

19 presents the dosing regimens for the three arms. After completion of enroliment, the
dose of irinotecan with fluorouracilleucovorin was decreased due to toxicity.

Elgible patients were at least 18 years of age; had known locally advanced, locally
recurrent, or metastatic colorectal adenocarcinoma not curable by surgery or amenable
to radiation therapy; with an Eastern Cooperative Oncology Group (ECOG) performance
status <0, 1. or 2. Patients had to have absolute neutrophil count (ANC) greater than or
qual to 15 x 10 9L, platelets greater than or equal to 100 x 10 9/L, hemoglobin
greater than or equal to 9.0 g/dL, creatinine kess than or equal to 1.5 x upper imit of
normal (ULN), total biirubin less than or equal to 1.5 mg/dL, aspartate transaminase
(AST) less than or equalto 5 x ULN, and akaline phosphatase less than or equal to 5 x
L. Patents may havereceved adjuvant treament for esected stage I ol dsease

Wkhou recurrence wRhn 12 manths. Randomizaton was stratfied b
performance status (0, 15 2 prior aduant chemotherapy (yes
immunotherapy (yes vs o). and age (kss than 65 s greater than or equialto 65 years).

0ugh 10 poststudy trestment was speciied i the protacol, 65% 0 723 of paknts
received additional post stuch onal
arms. Fifty-eight per:enl of patents onthe albth hjcton wen

d ar regimen and 23% of

patients on he rotecen weh flororaciieccovori ar Teceved an oxaiti-
containing regimen. The main efficacy outcome measure was 3-year
Survival (B75) and adionaleficacy outcome measures were overal survhal (05),
Table 19: Dosing Regimens for Previously Untreated Advanced Colorectal
Cancer Ciinical Trial

[Treatment Arm [Dose [Regimen
e N S
LV 200 mg/m ZZLZ -hour w\!usmn), followed by
: 400 mg/m (1 Lﬂus 600 m 2(22-hour infusion)
Foow U ooan B o
: 400 mg/m Z(bu\us 600 m ur infusion)
T B ot 1 i oS S
Ko T e ron o avenecn sush v
) muwed by FU 500 mg/m Zintravenous bolus weekly x
((N=264) 23
e e
B e
[rinotecan nfuslun) + irinotecan 200 mg/m Zintravenous over 30
(IROX) inutes
(N=264)

Table 20 presents the baselne characteristics.

Table 20: Baseline Characteristics for Previously Untreated Advanced
Colorectal Cancer Clinical Trial

xaliplatin firinotecan_ [Oxaipiati
Injection+ [+ !lmw
[FULY Fuy  fiinotecan
IN=267
588
1.2
J61.0
o1
3
ey
56
7
% 3
53
3
hie hio h2.o
7 L5 L5
) L5 5.0
a5 792 BLE
5.7 18 152

The median number of cyckes administered per patent was 10 (23,9 weeks) for the
‘oxaliplatin injection plus fluorouracilleucovorin regimen, 4 (23.6 weeks) for the irinotecan
Dus fluoroLracieucovorin regimen, and 7 (21.0 weeks) for the oxalplat njacton pus
rinotecan regimen.

ts who received oxalplatin injection with fluorouracilleucovorin had a significantly
longer time to tumor progression based on investigator assessment, longer 0S, and a
significantly higher confirmed response rate based on investigator assessment
compared to patients who received rinotecan with fluorouracifleucovorin. Efficacy
results are summarized in Table 21 and Figure 3

Table 21: Efficacy Results for Previously Untreated Advanced Colorectal
Cancer Trial

firinotecar

xaliplatin Injection+
can

xaliplatin
lInjection-+ FU/LV
IN=267

p1s

Fza (3
/64 (302) 67 (31.2)

lo5 (45.2) 69 (32.5) [14(34.4)

262,
5% C1 (38.5,52.0) O )
Prvalue 000801

* A hazard ratio of less than 1 favors Oxaiipatin Injection + Infusional FULV.
+ Compared to irinotecan plus fluorouracilfeucovorin (IFL) arm
+ Based on all patients with measurable disease at baselne

The numbers in the response rate and TTP analysis are based on unblinded nvestigator
assessment.

Figure 3: Kaplan-Meler Curves for Overall Survival in Previously Untreated
Advanced Colorectal Cancer Trial
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In descriptive subgroup analyses, the improvement in overal survival (OS) for oxalplatin

injection with fluorouracifleucovorin compared to irinotecan with fluorouracileucovorin
red to be maintained across age groups, prior adjuvant treatment, number of

organs involved and both sexes; however, the effect appeared larger among women

14.3 Previously Treated Advanced Colorectal Cancer

“The efficacy of oxaliplatin injection in combination with fluorouracil (FU)/leucovorin (LV)
was evaluated in a mukicenter, open-label, randomized, three-arm controlled trial was
conducted in the US and Canada in patients with advanced colorectal cancer who
relapsed/progressed during or within 6 months of first-iie treatment with bolus.
fluorouracilleucovorin and rinotecan (A multicenter, open-label, randomized, three-arm
study of 5-fluorouraci (5-FU) + leucovorin (LV) or oxaliplatin or a combination of 5-
FU/LV + oxalplatin as second-ine treatment of metastatic colorectal carcinoma:
NCT00008281). Patients were randomized to one of three regimens; the dosi
regimens are presented in Table 22. Eligble patients were at least 18 years of age, had
unresectable, measurable, histologically proven colorectal adenocarcinoma, wi
Karnofsky performance status (KPS) greater than 50%. Patients had to have aspartate
(AST), alanine ) a
‘equal to 2x upper fmit of normal (ULN), unless ver metastases were present and
documented at baseline by CT or MRI scan, in which case less than or equal to 5x ULN
was permitted. Prior radiotherapy was permitted f it had been completed at least 3
weeks before randomization. The main efficacy outcome measure was 3-year disease-
(0s).

Table 22: Dosing Regimens in Refractory and Relapsed Colorectal Cancer Trial

[[reatment [pose [Regimen
xalipatin Tnjection + [Day 1: Oxalplatin Infection: 85 mg/m 2(2-hour fvery 2
FULY. fnfusion) + LV 200 eeks
(N=152) \g/m 2(2-hour infusion), followed by FU: 400 mg/m
(bolus).
00 mafm 2(22-hour infusion)
IDay 2: LV 200 mg/m 2(2-hour infusion), followed by
U: 400

/m 2(bolus), 600 ma/m 2(22-hour infusion)

FULY ay 1: LV 200 mg/m Z(2-hour nfusion), folowed by [every 2
(N=151) U: 400 ecks
g/ 2(bolus), 600 mo/m 2(22-hour infusion)
ay 2: LV 200 mg/m 2(2-hour infusion), followed by
U: 400
ym (bolus). 600 mg/m 2(22-hour infusion)
xaliplatin Injection ay 1: Oxaliplatin Injection 85 mg/m Z(2-hour levery 2
((N=156) fusion) jeeks.

Patients must have had at least one unidimensional lesion measuring greater than or
ual to 20 mm using conventional CT or MRI scans or greater than or equal to 10 mm
using a spiral CT scan. Tumor response and progression were assessed every 3 cycles
(6 weeks) using the Response Evaluation Criteria in Solid Tumors (RECIST) unti
radiological documentation of progression or for 13 months folowing the first dose of
study drug(s), whichever came first. Confirmed responses were based on two tumor
assessments separated by at least 4 weeks. Baseline characteristics are shown in Table

Table 23: Sesalne Characteritics b Refractory and Relapsed Colorectal
Cancer

Oxaliplatin Injection+ Funv
ULV xaliplatin InjectionN=156 |{ 1Y)
=152

0.9 [5a3

12.8 5.1 5.7

5.0 1.0 l60.0




The median number of cycles administered per patent was 6 for the oxaiplatin necton
d fluorouracilleucovorin combination and 3 each for fluorouracilieucovorin alone and
oxanplann iecton one. Paintstreated wih the combinaton of oxalplatn ecton
s given
Prorouracitescontrm or axanplaun sone. Em:a:y Tesuks are Surmmariecdn Tables 24
and 25

le 24: Response Rates in Refractory and Relapsed Colorectal Cancer
Clinical Trial ITT Analysis.

[Oxalipiatin Injection+ —
Best Response  FU/LV allpatin InjectionN=156 |R2/LY
52
oot Fesporse o o
13 (9%) (1%) o

N M - ¢ E——
0002 FUJLV vs Oxalphtin Injection + FULV
14.6%, 14.2% 10.2%. 4.6% 0. 2a%

Table 25: Radiographic Time to Progression (TTP)* in Refractory and
Relapsed Colorectal Cancer Clinical Trial

aipiatin
Imjection+ (Oxaliplatin ULV
FUnLY InjectionN=156 =151
ln=1s
Number of progress 5o ffo 2]
Pmberor pahents w.m o radeogical (L7 (%16 (10%7 2z
nd baselne 15%)
it 77 oo 12 i b7
5% CI 2 61 ha27 =

*This is not an ITT analysis. Events were limited to radiographic disease progression

documented by independent review of radiographs. Clinical progression was not

Inclided i this anayss, and 18% of patents were exchded from the analysis based on

unavaiabity of the radiographs for independent review.

At the tin of the nterim anayss 49% of theradiographic progression events had
curred. In this interim analysis an estimated 2-month increase in median time to

Tadigraphie progression wes observed comparea to forouraclieucoverh abne.
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16 HOW SUPPLIED/STORAGE AND HANDLING
Oxalplethn jcton, USP s suppled 1 cear, glass, sholedose viss with gray chiorabutyl
rubber stoppers and aluminum flip-off seals containing 50 mg or 100 mg of oxaiplatin
oo, e preservative-free, aqueous solution ot concontratan ot 5

L

NDC 42677-336-01: 50 mg single-dose vial with blue flip-off seal individualy packaged in
a cartor

NDC 42677-337-01: 100 mg singledose vialwith bue fg-off ealndividualy packaged
ina carte

Store at 25°C (77°F); excursions permitted to 15°C to 30°C (59°F to 86°F). Do not
freeze and protect from light (keep in original outer carton). Discard unused portion.
Qrelplatin rjcton, USP b o cytotoxk drug. Fokow applcatle speclending and

“The use of glove lution of oxaliplatin
injection, USP P ‘skin, wash tne sk immedtely o momugw with s0ap
and water. 1 oxalplatin ijecton, USP contacts the mucous membranes, flsh
thoroughly with water.

17 PATIENT COUNSELING INFORMATION
H nsitii i

of and that oxalplatin injection is
Comtraitared 1 patints wih o story of ypersensEaky esctont 1 oxaipith and
othr patinur-based crugs Instuctpatentsto seck inmedate medcal tenton for
signs of severe hypersensitivity reaction such as chest tightness; shortness of breath;
g, S o s o Sweig of i e, eyeles, o ok sce WabmGS
and Precautions (5.1)].
Peripheral Sensory Neuropathy

of the risk of ac i
Advie patints o avokd CoR ks, use of e, ahd exposure of i to €0
temperature or cokd objects [see Warnings and Precautions (5.2)].
Myelosuppression

Inform patients that oxaliplatin injection can cause low blood cel counts and the need for
frequent monkaring of bioad cel counts. Advie patients to contact thlrheakhcare
provider mmedal or bieeding, fever partulry ¥ sssocitod wkh persistent

. or ymploms of infection develop [see Warnings and Precautions (5.3).

Posterior Reversible Encegha\ngamy Syndrome

of articular transient
Veion 058 reverabe foloming thropy 4contensation. wheh may siect the pavents
abity 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

ecurrent 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 toxicty to their heakthcare
provider [see Warnings and Precautions (5.6)1.
gr Interval Prolongation

uise patents tht oxalplate necton can cause QT ntervlprokngation and to

nform i they have any symptoms, such as syncope [see Warnings and
Frecastions 1
Bhabdomyolysis

to contact their new or worsening

signs or symptoms of muscle toxicity, dark urine, decreased urine output, or the
inabity to urinate [see Warnings and Precautions (5.8)].
Hemorrhage

Advise patients that oxalipltin injection 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

Acvise fomals of reproductive poentisl of the patertil sk t a etus. Advise females

to inform thelr healthcare provider of a known or suspected pregnancy [see Warnings
and Precautions (5.10), Use in Specific Populawns (8.1)]

Advise emals of reproductive potenial o use ffectvecontroception during treatment
yih xalglain iection and for 9 monins afer th fnal dose [se Use 1 Spec
Populations (8.3,

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

Lactation

Advise women not to breastfeed during treatment with oxalplatin injection and for 3
months after the final dose [see Use in Specific Populations (8.2)].

Infertity

Advise females and males of reproductive potential that oxalplatin injection may impair
fertiity (see Use in Specific Populations (8.3), Nonciinical Toxicology (13.1)].
Gastrointestinal

Advise patients to contact therr heakthcare provider for persistent vomiting, diarrhea, or
signs of dehydration [see Adverse Reactions (6.1)].

Inform patients about the risk of drug interactions and the importance of pmmmg alst
of prescription and nonprescription drugs to their heakhcare provider [see Dru
Interactions (7)].

Manufactured by:
Shandong New Time Pharmaceutical Co., Ltd.,
No. 1, North Outer Ring Road,

Feixian, Linyi, Shandong 273499, China,
Revised: 09/2025
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Patient Information

[Patient informati

xaliplatin(ox al” i pla’ tin)
injection, USP, for intravenous
Tt i the most important information T shou know a5ouE oxalpiatn
injection?
foxaliplatin injectioncan cause serious allergic reactions, including allergic
reactions that can lead to death. oxanphun \n[e(l\nn is a platinum-based medicine.
ISerious allergic reactions including death can happen in peaple who take oxalplatin
Iiecion and ho have had previous air g reactons i pitinurm besed medicines
fSerious allergic reactions can happen within a few minutes of your oxalplatin injection
infusion or any. Lime during your treament with oxalipiatin njection.

lg u:

 feel ke your throat & closing up
© chest tightness

(Gt your doctor right away ¥ you have anyof the folowing signs o symptoms of an
lergi eact
ash

ezing
flushed face
sudden cough

ives
dizziness or feel faint

itching

eating

sweumg of yourIps or tongue face o eyelds
ches

[Soe “What are the possie side effects of oxalplatin nection?"for informaton
bout other seraus sde cifec

hat iplatin injec 3
xalplatn mfction & o antscencer (chemotherapy) medicine that s used wkh other
nt-cancer medicines called fluorouracil and leucovorin to treat people with:




= stage Il colon cancer after surgery to remove the tumor
= advanced colon or rectal cancer (colorectal cancer)

It is not known if oxalplatin injection s safe and effective in chidren.

Do not receive oxaliplatin injection ifyou are alergi to oxalpiatin or any of the
ingredients in oxaliplatin njection or f you are allergic o Other platinum-based
redcines.Sce the end o s lafet fo 3 compee st of the ngredents i oxalpiatn

.wfyu

o have lung, liver, or Wney probjems

 have bl

« have or had h pmmems such as an abnormal heart test caled a

ele:!mcardmgram {ECG or EKG), 2 condeon caled ong QT syndrome, an reguiar or
eartbeat, or a family history of heart prot

o had b changes i the evl o cetahn bood sok Tectrobtes) eves, including

potassium, magnesium, and c

+ ore pregnant of plan o become pregnant Qakleth Flection can barm your uriborn

baby. Tell your doctor right away i you become pregnant o think you may be

Preanant during eatment wkh exaspati IRtEon

les who are able to become pregnar
o Your Goctor il e o regnancy test efore you start treatment with oxalpatn
fiecton.

ouid use effective bith control (contraception) during treatment wih

xaip\aun jection and for & manthe after the fnl dos

K to your doctor about forms of bith contro that may be rght for you

Matesui femse partners who are able to become pregnant should use effective

pith contoldurhg trestment weh axalpltin nfcton

r 6 months after the final dos
<« are breastieading of plan to breastfeed. I not known I oxaliiatin passes nto your|
breast mik. Do not breastfeed during treatment with oxalplatin injection and for 3
months after the final dose.

ITell your doctor about al the medicines pou take,  including prescripton and over-the-
s, vitamins, an

he meeicinés you take. Keap a st of B e show tto your doctor and
Rarmacst when you get a new medicine
T receive oxaliplatin injection?
» Oxaliplatin injection is given to you into your vein through an intravenous (V) tube.
Your doctor wil prescribe oxalplatin injection in a dose that is right for you.
Your doctor may change how often you receive oxaliplatin injection, your dose, or
how long your infusion wil take.
You and your doctor wil decide how many oxalplatin injection treatments you wil
recelve.
It s very important that you do exactly what your doctor and nurse tell you o do.
‘Some medicines may be given to you before oxaliplatin injection to help prevent
nausea and vomiting.
Each treatment course s given o you over 2 days. You wilreceive oxalplatin
injection on the first day.
There re usualy 14 days (2 weeks) between each chermotherapy treatment course.
Itis important for you to keep al of your medical appointments. Call your doctor if
you miss an appointment. There may be special instructions for you.

[reatment Day L:
* Oxallain jecton and leucovorh wilbe iven thraugh  thn pstic (ube ko a ven
(intravenous infusion or IV) and given for 2 hours. You will be watched b
haatheare prover during th tine.
« Right after the oxalplatin injection and leucovorin are given, 2 doses of fluorouracil
will be given. The first dose is given right away into your IV tube. The second dose wil
be given into your IV tube over the next 22 hours, using a pump

[Treatment Day 2:
fou will notget oxalplatin injection on Day 2. Leucovorin and fluorouracil wil be given
he same way as on Day 1.
[The fiorouract wl be gven through your IV wkh o pump. I you have any probiems
ith the pump o the tube, call your doctor, your nurse, or the person
Fesponsbl for your purmp. Do ot et anyone other than a eathare prowder touch
jour infus: 3
Rt should | avokl whi recening oxaipiati Iection?
 Avoid cold temperatures and cold objects. Cover your skin f you go outdoors in cold
temperatures.
Do not drink cold drinks or use ice cubes in drinks.
Do ot put ice or ice packs on your body.
* Oxalotin hlecton can cause dizzhes; vision problems, o vlon oss thet can
affect your abitty to drive or use machines. You shoukd not drive or operate
Trachinery f you develop these symptoms whie receiing oxalpiati ection.

can | reduce the side effects caused by cold temperatures?”for
Imore information.
[Talk with your doctor and nurse about your level of activity during treatment with
xaliplatin injection. Follow their istructions.
hat are the possible side effects of oxaliplatin injection?
(Oxalllatin njectioncan cause serious side effects, includin
ot s the most important information | shoukd know about
oxaliplatin injectio
+ Nerve pmhumsoxaupmm injection can affect how your nerves work and make
e Nerve problems may Hppen W the irst trestment or W bwo days
Lfter your reatment with oxalplatin njection. Nerve problems may lst a short
{acute) or may become persistent, Symptorms may Improve sftr stopping treatment
with oxaliplatin injection. Exposure to cold or cold objects may cause o
nerve praslems. Tel your doctor right away f you g any ns of nerve pronems,
including:
© very sensitive to cold temperatures and cold objects
* troubl breating, swauuwmg of 52ying words, jw tiohtness, odd feelgs Iy yourl

congue, or chest
o paln tingling, bumlnq {oins and needes, num lee\ng) in your hands, feet,
Eround your mouth o throat, which may cause prokms waking,fall and al-

Tented Wi ot provleme potorming etk of oty WG

FFor information on ways to lessen or help with nerve problems, see the section “How

an | reduce the side effects caused by cold temperatures?”below.

« Severe low blood cell counts (myelosuppression).Oxalplatin injection when
used weh fliorouraci and leucovori can cause ow bood cels counts, Low bood cel
counts are common with oxalplatin injection when used with fluorouracil and
eucovori and can lead to Sérious féction and death. Your doctor wildo bood
tests to check your bood el counts before starting exelpitin nfecton snd curng
trestment. Tefyour doctor iht away I you have a faver grester
(334C)or a polonged fever greatet than 100.4°F (36 for more han o nour
(febrie neutropenia). Call your doctor right away f you get any ofthe olowing signs
of infectio

o chils or shivering
© burning or pain on urination
© pain on swalowin
o redness or sweling at intravenous site
o sore throat
o persistent dia
o cough that bnr\gs up mucus
« Posterior Reversible Er lopathy Syndrome (PRES).PRES is a rare
Comtion ok stects the o 61 your doctor right away if you have any of the
following signs and symptoms of PRES:
o headache
o confusion or a change in the way you think

ko problems, such 85 bbriness or vekn kss

ung Problems.Oxaliplatin inection can cause lung problems that may lead to
e ek your doctor right away if you get any of the folowing symptoms as these.
may be indicators of a serious lung disease:

o shortness of breath ocough o wheezing
« Liver problems (hapatotaxicity) tour doctor wi 4o blood tests to check
er when you startrecehing oxaKoti jecton, and bfore each trestment Fourse

« Heart mbhm,ommaun injection can cause heart problems that have led to
death. Your doctor may do bood and heat tests durng tresment wth oxalath
injection if you have certain heart problems. If you faint (lose consciousness), or
Pave an reguar heartheat or chest pa Guring treatmen wih oxalplath fECton,
et medical help right away as this may be a sign of a serious heart condition

* Muscle problems.Oxalpai necton can cause muscle damage (thabdomyolyss)

h can lead to death. Tell your doctor right away if you have muscle pain
Sweling, song Wit wesknes3, ever, 166-brown e, decrased amouht of u e or

« Bleeding problems (hemorrhage).Oxalipatin njection when used with fluorouracil
and leucovorin can cause bleeding problems (hemorrhage) that can lead to death.

your heakthcare provider if you have any signs or symptoms of bleeding, including:

o blood in your ook or black stools (looks fice tar)
o increased bru
izziness
ophk or brown urie
o we
o unexpectad bleeding, or bleeding that is severe or you cannot control

peech
o yomk bood ar o tha oaks ke coffee grounds
0 headache that asts a long
 cough up blood or bood iy
The most common side effects of oxaliplatin injection includ
T mmoness, pam Togig. e g Sing the rees
« changes in ver functin tests
« darrhea
v ke blod cels (vod cels mportan o ightng fecton)
« vomit
* drean
= low platelet count (important for clotting and to control bleeding)
- mouth sores
« low red blood cels (blood cels that carry oxygen to the tissues)
« nausea

xaiath jecton may cause fertiky problms i maes and femae. Tak to your

joctor If this s a concern for

Irllyour doctor i you have any side effect that bothers you or that does not go aviy.

[Tese ere nok o the possheskieefect of oxalleth kiecton, Fo more nformation,

sk your doctor or pharr

cat your duc(or for memcal Sivice about sideeffects, ou may report il efects to
at 1-800-FDA-10¢

Fow can Vreduce the-side sffects caused by cold temperatures?
 Cover yourself with a blanket whike you are getting your oxalplatin injection infusion.
Do not breathe deeply when exposed to coid air.
 Wear warm clothing in cold weather at al times. Cover your mouth and nose with a
scarf or a pulkdown cap (ski cap) to warm the air that goes to your lungs.
Wear gloves when taking things from the freezer or refrigerator.
Drink fluids warm or at room temperature,
Always drink through a straw.

notuse ice chips if you have nausea or mouth sores. Ask your doctor about
what you can use.
Be aware that most metals are cold to touch, especially in the winter. These include
your car door and mailbox. Wear gloves to touch cold objects.
Do not run the air conditioning at high levels in the house or in the car in hot
weather.
If your body gets cold, warm-up the affected part. If your hands get cold, wash

water.

Always let your doctor know beforeyour next treatment how wel you did since your|
last visi.

four doctor may have other useful tis for helping you with side effects.
eneral information about the safe and effective use of oxallplatin Injection.
IMedicines are sometimes prescribed for purposes other than those isted in the Patient
information leaflet. You can ask your doctor or pharmacist for information about
et cton the  wrkten fo heskh professionak
hat are the ingredients in oxaflatin inection?
Ictive ngredient. Sxalp
Inactive ingredient: water "fo necton
Manufactured by:

handong New Ve pharmaceutica Co, L.

. 1, North Outer Ring

Feiian, Linyi Shandong 593809, china.
Revised: 09/2025
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‘This Patient Information has been approved by the U.S. Food and Drug
Administration. Revised: September 2025

PACKAGE LABEL.PRINCIPAL DISPLAY PANEL
Container label

NDC 42677-336-01

Oxalplatin Injection, USP

50 mg/10 mL.
(5 mg/mL)

For Intravenous Infusion After Diltion
Warning: Cytotoxic Agent

Single-dose vial

DO NOT MIX OR ADD TO SODIUM CHLORIDE/
CHLORIDECONTAINING SOLUTIONS

Rx only

Manufactured by:

Shandong New Time Pharmaceutical Co., Ltd
Feixian, Linyi, Shandong 273499, China,
LBL161 REV092025
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Container label
NDC 42677-337-01
Oxalplatin Injection, USP

100 mg/20 mL.
(5 mg/mi)
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DONOT MIX OR ADD TO SODIUM CHLORIDE/
CHLORIDECONTAINING SOLUTIONS
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Feixian, Ly, Shandong 273499, China
LBL163 REV092025

Oxaliplatin Injection, USP NDC 42677-337.01
s vl s v 100G
100 mg/20 m Walorcion (50
5 mg/mL) ? et kimon S
For navanous euson A Do e 225 C 17" F) exrsion ot o
et s St e
i okt o =
Do =
70 S0DIUM CHLORIDE! =
A e mmmmmmu i

e e ramassa co. s
Fetm o S s G
Reonly_ Ll 163 Revoean

Carton label
NDC 42677-337-01
Oxalplatin Injection, USP.
100 mg/20 mL.
(5 mg/ml)
For Intravenous Infusion After Dilution
Warning: Cytotoxic Agent
See ul prescriong Information

ADD TO SODIUM
CHLOR\DE/CHLGRIDECQNTA\NING
SOLUTIONS
One single-dose vial
Rx only
Manufactured by:
Shandong New Time Pharmaceutical Co., Lt
Feixian, Linyi, Shandong 273499, China
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OXALIPLATI
‘oxaliplatin injection, solution

Product Information
Product Type HUMSN FRESCRFTION DRUG e Code (Source)  NOC:42677-357
Route of Administration  ITRAVENOUS

Active Ingredient/Active Moiety
redient Name. Basis of Strength _ Strength
(OXALIPLATIN (UNI: 042R38536)) (DXAUPLATIN - UNIOSZR38536) onpuTIv sma mim

Inactive Ingredients.
Ingredient Name strength
WATER (UM 0350F0K00R)

Packaging

o Code ackage Description Marketing Start  Marketing End
# tem Cod Package Descriptior Date Date.
2 005867 30101 camron outsiozs

3 NDCA26TT. 20 mL n 1 VAL SWGLEDOSE: Type : ot 3
55705 Combinsion roauet

Marketing Information
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