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Oxaliplatin injection 50mg/25 ml 

Oxaliplatin injection 100mg/50 ml 

X-plat

X-plat
Composition 

X-plat - 50 
Each ml contains: 

50 

1 00 

Oxaliplatin Ph.Eur . . . . . . . . . . . . . . . . . .. 2 mg. 
Water for Injection IP . . . . . . . . . .  q.s 
X-plat - 100 
Each ml contains: 
Oxallplatln Ph.Eur . . . . . . . . . . . . . . . . . .. 2 mg. 
Water for Injection IP . . . . . . . . . .  q.s 
Dosage Form 
Injection 
Phannacology 

Pharmacodynamies 

Mechanlsm of Action 
Oxaliplatin undergoes nonenzymatic conversion in physiologie solutions to active derivatives via displaœment of the 
labile oxalate ligand. Several transie nt reactive species are formed, including monoaquo and diaquo DACH platinum, 
which covalenlly bind with macromolecules. Both inter- and intrastrand PI-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 inlervening nudeotide {GNG). These crosslinks inhibil □NA replicalion and transcription. 
Cytotoxicity is cell-cyde nonspedfic. 
ln vlvostudles have shown antltumoractlvltyofoxallplaUn agalnsl colon carclnoma. ln comblnatlon wlth 5-fluorouracll, 
oxaliplatin exhibits in vitro and in vivo antiproliferative activity greater than either compound alone in several tumor 
models [HT29 (colon), GR (mammary), and L 1210 (leukemia)]. 
Cllnlcal Studles 
Combination Adjuvant Therapy with Oxaliplatin and lnfusional 5-fluorouraciVleucovorin in Patnmts with 
Colon cancer 
An international, multicenter, randomized stucty compared the efficacy and evaluated the safety of oxaliplatin in 
combination with an infusional schedule of 5-fluorouracil/leucovorin to infusional 5-fluorouracil/leucovorin alone, in 
patients wilh stage Il (Dukes' B2) or Ill (Dukas' C) colon cancer who had undergone complete resection of the 
primary tumor. The primary objective of the study was to compare the 3-year disease-free survival (DFS) in patients 
recelvlng oxallplalln and lnfuslonal 5-fluorouracll/leucovorln to those recelvlng 5-fluorouracll/leucovorln elone. 
Patients were to be treated for a total of 6 months (i.e., 12 cycles). A total of 2246 patients were randomized; 1123 
patients par study arm. Patients in the study had ta be belween 18 and 75 years of age, have histologically proven 
stage Il (T3-T4 NO MO; Dukas' 82) or I l l  (any T N1-2 MO; Dukas' C) colon carcinoma (with the inferior pole of the 
tumor above the perltoneal reflectlon, I.e., i1!15 cm from the anal margln) and undergone (wlthln 7 weeks prier to 
randomization) complete reseciion of the primary tumor without gross or microscopie evidence of residual disease. 
Patients had ta have had no prier chemotherapy, immunotherapy or radiotherapy, and have an ECOG performance 
stetus of 0, 1, or 2 {KPS !:60%), absolute neutrophil cou ni (ANC) > 1 .5x1 Qi/L, plalelets !:100x10S'/L, sarum crealinine 
S 1 .25 x ULN total bilirubin < 2 x ULN, AST/ALT < 2 x ULN and carcino-embyrogenic antigen (CEA) < 10 ng/mL. 
Patients wlth preexlstlng perlpheral neuropathy (NCI grade !: 1 )  were lnellglble for thls trtal. 
The following table shows the dosing regimens for the two arms of the study. 
Table 1 • Dosing Regimens in Adjuvant Therapy Study 

Treatmant Ann Dose Regimen 
Oxaliplatin + 5-FU/I.V Day 1 :  Oxaliplatin: 85 mg/m2 (2-hour infusion) + LV: every 2 weeks 12 cycles 
{FOLFOX4) (N =1123) 200 mglm2 (2-hour Infusion), followed by 5-FU: 400 mg/ 

m2 (bolus), 600 mg/m2 (22-hour infusion) Day 2: LV: 
200 mg/m2 (2-hour Infusion), followed by 5-FU: 400 mg/ 
m2 (bolus), 600 mg/m2 {22-hour infusion) 

5-FU/LV (N=1123) Day 1 :  LV: 200 mg/m2 (2-hour infusion), followed by every 2 weeks 1 2  cycles 
5-FU: 400 mg/m2 (bolus), 600 mg/m2 (22-hour infusion) 
Day 2: LV: 200 mg/m2 {2-hour infusion), followed by 
5-FU: 400 mg/m2 (bolus), 600 mg/m2 (22-hour infusion) 

The following tables show the baseline characteristics and dosing of the patient population entered inlo this sb.Jdy. 
The baseline characteristics were well balanced between arms. 
Table 2 - Patient Characterlstlcs ln Adjuvant Therapy Study 

Oxaliplatin + infusional 5-FU/ lnfusional 5-FU/LV N=1123 
LV N=1123 

Sex: Male {%) 56.1 52.4 
Female {%) 43.9 47.6 
Median age (yeara) 61.0 60.0 
<65 years of age (%) 64.4 66.2 
.!:65 yea.ra of age (%) 35.6 33.8 
Kamofsky Performance Status (KPS) (%) 
100 29.7 30.5 
90 52.2 53.9 
80 4.4 3.3 
70 13.2 1 1 .9 
<60 0.6 0.4 

Primary sHe (%) 
Colon including cecum 54.6 54.4 
Sigmoid 31.9 33.8 
Recto slgmold 12.9 10.9 
Other including rectum 0.6 0.9 

Bowel obstruction (%) 
Vas 17.9 l 19.3

Perforation (%) 
Vas 6.9 6.9 
Stage al Randomization(%) 
Il (T=3,4 N=O, M=O) 40.1 39.9 
Ill (T=any, N=1 ,2, M=O) 59.6 59.3 
IV (T=any, N=any, M=1) 0.4 0.8 

Staging - T (%) 
T1 0.5 0.7 
T2 4.5 4.8 
T3 76.0 75.9 
T4 19.0 18.5 
Staging - N (%) 
NO 40.2 39.9 
N1 39.4 39.4 
N2 20.4 20.7 
Staging - M (%) 
M1 0.4 1 0.8 

Table 3 -Dosing in Adjuvant Therapy Study 

Oxaliplalin + infusional 5-FUILV lnfusional 5-FU/LV N•1111 N=11D8 
Median Relative Dose lntensity (%) 
5-FU 84.4 97.7 
Oxaliplatin 80.5 N/A 
Median Number of Cycles 1 2  1 2  
Median Number of cycles with Oxaliplalin 1 1  N/A 

The following table and figures summarize the disease-free survival (DFS) results in the overall randomized 
population and in patients with stage Il and I l l  disease based on an ITT analysis. The median duration of follow-up 
was approximately 77 months. 
Table 4 - Summary of DFS analysls - rTT analysls 

Oxaliplatin + lnfusional 5-FU/LV l 1nfusional 5-FU/LV 
Parameter 1 
Overall 
N 1 123 1123 
Number of events - relapse or death (%) 304 (27.1 )  360 (32.1) 
Disease-free survival % [95% Cl] " 73.3 [70.7, 76.0] 67.4 [64.6, 70.2) 
Hazard ratio [95% Cl] ... 0.80 [0.68, 0.93] 
Stratified Logrank test p=0.003 
Stage Il l  (Dukas' C) 
N l 672 675 
Numberof events --relapse or death (%) 226 (33.6) 271 (40.1) 

Disease-free survival % [95% Cl] * 66.4 [62.7, 70.0] 58.9 (55.2, 62.7] 

Hazard ratio [95% Cl] ,.. 0.78 [0.65, 0.93] 
Logrank test p=0.005 
Stage Il (Dukes' 82) 
N 451 448 
Number of events - relapse or death (%) 78 (17.3) 89 (19.9) 

Disease-free survival % [95% Cl] e 83.7 [80.2, 87.1] 79.9 (76.2, 83.7] 
Hazard ratio [95% Cl] .., 
Logrank test 

Data eut off for disease free survival 1 June 2006 
• Disease-free survival at 5 yeara 

0.84 [0.62, 1 .14] 
p=0.258 

uA hazard ratio of less than 1 .00 favors Oxaliplatin + lnfusional 5-fluorouracil/leucovorin 
ln the overall and stage I l l  colon cancer populatlons DFS was statlstlcally slgnlflcantly lmproved ln the oxallplatln 
combination arm compared to infusional 5-fluorouraciVleucovorin alone. However, a statistically significant 
improvement in DFS was not noted in Stage Il patients. 
Figure 1 shows the DFS Kaplan-Meier curves for the comparison of oxaliplatin and infusional 5-fluorouracil/ 
leucovorln comblnatlon and lnfuslonal 5-fluorouraclVleucovorln alone for the overall populatlon (ITT analysls). 
Figure 2 shows the DFS Kaplan-Meier curves for the comparison of oxaliplatin and infusional 5-fluorouracil/ 
leucovorin combination and infusional 5-fluorouraciVleucovorin alone in stage Il l  patients. 
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Figure 1 - DFS Kaplan-Meier curves by treabnent arm (cutoff: 1 June 2006) - ITT population 
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Figure 2 • DFS Kaplan-Meier curves by treatment arm in Stage Ill patients (cutoff: 1 June 2006) - ITT 
population 
The following table summarizes the overall survival (OS) resulls in the overall randomized population and in patients 
with stage Il and Il l  disease, based on the ITT analysis. 
Tabla 5 - Summary of OS analysls - ITT analysls 

Parameter 1 O.xaliplatin + lnfusional 5•FU/LV l 1nfusional5 FU/LV 
Overall 
N 1123 1 1 123 
Number of death even1s (%) 245 (21.8) l 283 (25.2) 
Hazard ratio*[95%CI] 0.84 [0.71 , 1 .00] 
Stage Il l  (Dukes' C) 
N 672 1 675 
Number of death events (%) 182 (27.1)  1 220 (32.6) 
Hazard ratio•[Q5%CI] 0.80 [0.65, 0.97] 
Stage Il (Dukas' 82) 
N 451 1 448 
Number of death even1s (%) 63 (14.0) 1 63(14. 1 )  
Hazard ratio*[95%CI] 1 .00 10.70 , 1 .41] 

�A hazard ratio of less than 1 .00 favors Oxaliplatin + lnfusional 5-fluorouracil/leucovorin Data eut off for overall 
survival 16 January 2007 
Combination Therapy with Oxaliplatin and 5-fluorouraci/Reucovorin in Patients Previously Untrwted for 
Advanced Colorectal Cancer 
A North American, multicenter, open-label, randomizad controlled study was sponsored by the National Cancer 
lnstitute (NCI) as an intergroup study led by the North Central Cancer Treatment Group (NCCTG). The study had 
7 arms at different times during its conduct, four of which wera closed due to either changes in the standard of 
care, toxicity, or simplification. During the study, the contrai arm was changed ta irinotecan plus 5-fluorouracil/ 
leucovorin. The results reported below compared the efficacy and safety of two experimental regimens, oxaliplatin in 
combination with infusional 5-fluorouradl/leucovorin and a combination of oxaliplatin plus irinotecan, to an approvad 
contrai regimen of irinotecan plus 5-fluorouracil/leucovorin in 795 concurrenlly randomized patients previously 
untreated for locally advanced or metastatic colorectal cancer. Mer completion of en roll ment, tha dose of irinolecan 
plus 5-fluorouracil/leucovorin was decreased due to toxicity. Patients had to be al least 18 years of age, have known 
locally advanced. locally recurrent, or metastadc colorectal adenocarclnoma not curable by surgery or amenable 
to radiation therapy with curative intent, histologically proven colorectal adenocarcinoma, measurable or evaluable 
disease, wilh an ECOG performance statua 0,1, or 2. Patients had to have granulocyte count .!: 1 .5 x 10S'/L, platelats 
.!: 100 x 1 09/L, hemoglobin .?9.0 gm/dl, creatinine s 1 .5 x  ULN, total bilirubin s 1 .5 mgldL,ASTs 5 x  ULN, and alkaline 
phosphatase s 5 x ULN. Patients may have received adjuvant therapy for resected stage Il or Ill disease wilhout 
recurrence within 12 months. The patients were stratified for ECOG performance status (0, 1 vs. 2), prier adjuvant 
chemotherapy (yes vs. no), prier immuno1herapy (yes vs. no), and age (<65 vs. ë!:65 years). Although no post study 
treatment was specified in the protocol, 65 to 72% of patients raceived additional post study chemotherapy afler 
study 1reatrnenl disconlinualion on all arms. Fifly-eight percent of patients on the oxaliplatin plus 5-fluorouracil/ 
leucovorin arm received an irinotecan-conteining ragimen and 23% of patients on the irinotacan plus 5-fluorouracil/ 
leucovorin arm received oxaliplatin-containing regimens. Oxaliplatin was not commercially available during the trial. 
The following table presents the dosing regimens of the three arma of the study. 
Table 6 - Doslng Reglmens ln Patients Prevlously Untreated for Advanced Colorectal Cancer Cllnlcal Trial 

Treatment Arm Dose Reglmen 
Oxaliplatin + 5-FU/LV Day 1: Oxaliplatin: 85 mg/m2 (2-hour infusion) + LV 200 mg/ every 2 weeks 
(FOLFOX4) (N=267) m2 (2-hour infusion), followed by 5-FU: 400 mg/m2 (bolus), 

600 mg/m2 (22-hour infusion) Day 2: LV 200 mg/m2 (2-hour 
Infusion), followed by 5-FU: 400 mg/m2 (bolus), 600 mg!m2 

{22-hour infusion) 

lrinotecan + Day 1: irinotecan 125 mg/m2 as a 90-min every 6 
5-FU/LV Infusion + LV 20 mg/m2 as a 15-mln Infusion or lntravenous weeks 
(IFL) push, followed by 5-FU 500 mg/m2 intravenous bolus weekly 
(N=264) x 4  

Oxaliplatin + Day 1: Oxaliplatin: 85 mg/m2 inlravenous (2- every 3 
lrinotecan heur infusion) + irinotecan 200 mg/m2 intravenous over 30 weeks 
(IROX) minutes 
(N=264) 

The following table presents the demographics of the patient population entered into this sb.Jdy. 
Table 7 - Patient Demographlca ln Patients Prevlously Untreated for Advanced Colorectal Cancer Cllnlcal 
Trial 

Oxallplatln + 5-FU/LV lrlnotecan + 5-FUILV Oxallplatln + lrlnotecan 
N=287 N=284 N=264 

Sex: Male (%) 58.8 65.2 61 .0 
Female (%) 41 .2 34.8 39.0 
Median age (years) 61.0 61.0 61 .0 
<65 years of age (%) 61 62 63 
� years of age (%) 39 38 37 
ECOG (%) 
0.1 94.4 95.5 94.7 
2 5.6 4.5 5.3 
lnvolved organs (%) 
Colon only 0.7 0.8 0.4 
Llver only 39.3 44.3 39.0 
Livar + other 41 .2 38.6 40.9 

PACKAGING DEVELOPMENT 

Lung only 6.4 3.8 5.3 
Other (including lymph nodes) 1 1 .6 1 1 .0 12.9 
Not reporled 0.7 1 .5 1 .5 
Prier radiation (%) 3.0 1 .5 3.0 
Prier surgery (%) 74.5 79.2 81.8 
Prier adjuvant (%) 15.7 14.8 15.2 

The length of a treatment cycle was 2 weeks for the oxeliplatin and 5-fluorouracil/leucovorin regimen; 6 weeks 
for the irinotecan plus 5-fluorouracil/leucovorin regimen; and 3 weeks for the oxaliplatin plus irinotecan regimen. 
The madian number of cycles administered per patient wes 10 {23.9 weeks) for the oxaliplatin and 5-fluorouraciV 
leucovorin regimen, 4 (23.6 weeks) for the irinotecan plus 5-fluorouraciVleucovorin regimen, and 7 (21.0 weeks) for 
the oxalipletin plus irinotecan regimen. Patients treated wilh the oxaliplatin and 5-fluorouredl/leucovorin combination 
had a significanUy longer time to tumor progression based on invesligalor assessmenl, longer overall survival, 
and a significantly higher confirmed response rate based on investigator assessment compared to patients given 
irinotecan plus 5-fluorouracil/leucovorin. The following table summarizes the eflicacy results. 
Table 8 - Summary of Efficacy 

lrlnotecan + Oxallplatln + 
Oxaliplalin + 5• FU/LV 5-FU/LV irinotecan 
N=287 N=264 N=264 

Survival (ITT) 
Number of deaths N (%) 155 (58.1)  192 (72.7) 175 (66.3) 
Median survival (months) 19.4 14.6 17.6 
Hazard Ratio and (95% 0.65 (0.53-0.80).J confidence interval) 
P-value <0.0001• . 

TTP (ITT, investigator 
ass98Sment) 
Percentage of progressors 82.8 81.8 89.4 
Median TTP (months) 8.7 6.9 6.5 
Hazard Ratio and (95% 0.74 (0.61 -0.89).J 
confidence lnterval) """ 
P-value 0.0014" . 

Response Rate (investigator 
assessmentt* 
Patients with measurable 210 212 215 diseasa 
Complete response N (%) 13 {6.2) 5 (2.4) 7 (3.3) 
Partial response N (%) 82 (39.0) 64 (30.2) 67 (31.2) 
Complete and partial 95 {45.2) 69 {32.5) 74 (34.4) 
response N (%) 
95% confidence interval (38.5 - 52.0) (26.2 - 38.9) (28.1 - 40.8) 
P-value 0.0030• . 

"Compared to irinotecan plus 5-fluorouracil/leucovorin (IFL) am, 
""Based on all patients wlth measurable dlsease at basellne 
The numbers in the response rate and TTP analysis are based on unblinded investigator assessment. 
.,.,�A hazard ratio of less than 1 .00 favors Oxaliplatin + lnfusional 5-fluorouracil/leucovorin 
Figure 3, illustrates the Kaplan-Meier survival curves for the comparison of oxaliplatin and 5-fluorouracil/leucovorin 
combination and oxaliplatin plus irinotecan to irinotecan plus 5-lluorouracil/leucovorin. 
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Figure 3 - Kaplan-Meler Overall Survlval by treatment arm 
A descriptive subgroup analysis demonstrated thal the improvemenl in survival for oxaliplatin plus 5-fluorouraciV 
leucovorin compared to irinotecan plus 5-fluorouraciVleucovorin appeared ta be maintained across age groups, prier 
adjuvant therapy, and number of organs involved. An estimeted survive! edventage in oxaliplatin plus 5-fluorouraciV 
leucovorin versus irinotecan plus 5-fluorouracil/leucovorin was seen in bath genders; however it was greater among 
women than men. lnsufficient subgroup sizes preventad analysis by race. 
Combination Therapy with Oxaliplatin and 5-tluorouraci!Reucovorin in Previously Treated Patients with 
Aclvanced Colarectal cancer 
A multicenter, open-label, randomized, three-arm controlled study was conducted in the US and Canada comparing 
the efficacy and safety of oxaliplatin in combination with an infusional schedule of 5-fluorouracil/leucovorin to the 
same dose and schedule of 5-fluorouracil/leucovorin alone and ta single agent oxaliplatin in patients with advanced 
colorectal cancerwho had relapsed/progressed du ring orwHhin 6 months offirst-line lherapy with bolus 5-fluorouraciV 
leucovorin and irinotecan. The study was intended to be analyzed for response rate after 450 patients were en roll ad. 
Survival will be subsequently assessed in all patients enrolled in the completed study. Acaual to this study is 
complets, with 821 patients enrolled. Patients in the study had to be at least 1 8  years of age, have unresectable, 
measurable, histologically proven colorectal adenocarcinoma, wHh a Kamofsky performance slatus >50%. Patients 
had to have SGOT(AST) and SGPT(AL T) �2x the lnstltutlon's Upper llmlt of normal (ULN), unless llver matestasas 
were present and documented at baseline by CT or MRI scan, in which case s5x ULN was permitted. Patients had 
to have alkaline phosphatase S2x the institution's ULN, unless liver metasteses were presenl and documented at 
baseline by CT or MRI scan, in which cases s5x ULN was permitted. Prier radiolherapy was permitted if il had been 
completed at least 3 weeks before randomization. 
The dosing regimens of the three arms of the sb.Jdy are presented in the table below. 
Table 9 - Doslng Reglmens ln Refractory and Relapsed Colorectal Cancer Cllnlcal Trial 

T reatment Arm Dose Regimen 
Oxaliplatin + 5-FU/LV Day 1 :  Oxaliplatin: 85 mg/m2 (2-hour infusion) + LV every 2 weeks 
{N =152) 200 mg/m2 (2-hour infusion), followed by 5-FU: 400 

mg/m2 (bolus), 600 mg/m2 (22-hour infusion) Day 2:  
LV 200 mg/m2 (2-hour infusion), followed by 5-FU: 400 
mg/m2 (bolus), 600 mg/m2 (22-hour Infusion) 

5-FU/LV Day 1 :  LV 200 mg/m2 (2-hour infusion), followed every 2 weeks 
(N=151) by 5-FU: 400 mg/m2 (bolus), 600 mg/m� (22-hour 

infusion) Day 2: LV 200 mg/m2 (2-hour infusion), 
followed by 5-FU: 400 mg/m2 {bolus), 600 mg/m2 {22-
hour infusion) 

Oxaliplatin Day 1 :  Oxaliplatin 85 mg/m2 (2-hour infusion) every 2 weeks 
(N=156) 

Patients entered into the study for evaluation of response must have had at least ana unidimensional lesion 
measurlng .!:20mm uslng conventlonal CT or MRI scans, or .!:10mm uslng a spiral CT scan. Tumor response and 
progression were assessed every 3 cycles (6 weeks) using the Response Evaluation Crileria in Solid Tumors 
(RECIST) until radiological documentation of progression or for 1 3  months following the first dose of study drug(s), 
whichever came first. Confirmed responses were based on Iwo tumor assessments saparated by at least 4 weeks. 
The demographics of the patient population entered into this stucty are shown in the table below. 
Table 10 - Patient Demographlcs ln Refractory and Relapsed Colorectal Cancer Cllnlcal Trial 

5-FU/LV (N = 151) Oxallplatln (N = 1 56) Oxallplatln + 5-FU/LV 
(N = 152) 

Sex: Male (%) 54.3 60.9 57.2 
Fema.le (%) 45.7 39.1 42.8 
Median age (years) 60.0 61.0 59.0 
Range 21-l!O 27-79 22-88 
Race (%) 
Gaucasian 87.4 84.6 88.8 
Black 7.9 7.1 5.9 
Asian 1 .3 2.6 2.6 
Other 3.3 5.8 2.6 
KPS (%) 
70-100 94.7 92.3 95.4 
50-60 2.6 4.5 2.0 
Not reporled 2.6 3.2 2.6 
Prier radiotherapy (%) 25.2 19.2 25.0 
Prier pelvic radiation (%) 18.5 13.5 21 .1  
Number of metastatic sites (%) 
1 27.2 31.4 25.7 
22 72.2 67.9 74.3 
Liver involvement (%) 
Liver only 22.5 25.6 18.4 
Liver+ other 60.3 59.0 53.3 

The median number of cycles administered per patient was 6 for the oxaliplatin and 5-fluorouracil/leucovorin 
combination and 3 each for 5-fluorouradl/leucovorin alone and oxaliplatin alone. 
Patients 1reated wlth the comblnaUon of oxallplatln and 5-fluorouracll/leucovorln had an lncreased response rate 
compared to patients given 5-fluorouraciVleucovorin or oxaliplatin alone. The efficacy results are summarized in the 
tables below. 
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Table 11 - Rasponse Rates (ITT Analysis) 

Best Response 5-FU/LV (N=151) Oxaliplatin (N=158) Oxaliplatin + 5-FU/LV 
(N=152) 

CR 0 0 0 
PR 0 2 (1%) 13 (9%) 
p-value 0.0002 for 5-FU/LV vs. oxaliplalin + 5-FU/LV 
95%CI 0-2.4% 0.2-4.6% 4.6-14.2% 

Table 12 - Summary of Radiographie Tima to Progression" 

5-FU/LV (N=151) Ox:aliplatin (N=156) Oxaliplalin + 5-FU/ 
A,m LV (N=1 52) 
No. of Progressors 74 101 50 
No. of patients with no 
radiological evaluation beyond 22 (15%) 16 (10%) 17 (11%) 
basellne 
Madian TTP (months) 2.7 1 .6 4.6 
95% CI 1 .8-3.0 1 .4-2.7 4.2-6.1 

•This is not en ITT enalysis. Events were limited to radiographie disease progression documented by independent 
review of radiographs. Clinical progression was net included in this analysis, and 18% of patients were excluded from 
the analysis based on unavailability of the radiographs for independent review. 
At the time of the interim analysis 49% of the radiographie progression events had occurred. ln this interim analysis 
an estlmated 2-month lncrease ln medlan llme to radiographie progression was observed compared to 5-fluorouracll/ 
leucovorin alone. 
Of the 13 patients who had tumor response to the combination of oxaliplatin and 5-fluorouracil/leucovorin, 5 were 
female and 8 were male, and responders included patients <65 years old end :!:65 years old. The small number of 
non-Caucasien participants made efficacy analyses in these populations uninterpretable . 
f""""'1t1<. 
Oxaliplatin has been tested in 2 Phase 1 and 2 Phase 2 trials in 235 patients ages 7 months to 22 years with solid 
tumors (see below) and no significant activity observed. 
ln a Phase 1/2 study, oxaliplatin wes administered as a 2-hour intravenous infusion on Deys 1 ,  8 and 15 every 4 
weeks (1 cycle), for a maximum of 6 cycles, lo 43 patients with refractory or relapsed malignant solid tumors, mainly 
neuroblastama end osteosercome. Twenty eight padietric patients in the Phase 1 study received oxaliplatin et 6 dose 
levels sterling at 40 mg/m2 wilh escalation to 110 mg.tm2• The dose limiting toxidty (DLT) was sensory neuropathy at 
the 110  mg/m2 dose. Fifteen patients received oxaliplatin at a dose of 90 mg/m2 intravenous in the Phase 2 portion 
of the sludy. At this dose, peresthesia (60%, 03/4: 7%), fever (40%, G3/4: 7%) and thrombocytopenia (40%, G3/4: 
27%) were the main adverse reaclions. No responses were observed. 
ln a second Phase 1 study, oxaliplatin was administerad to 26 pediabic patients as a 2-hour intravanous infusion on 
day 1 every 3 weeks (1 cycle) at 5 dose levels starting at 100 mg/m'- with escalation to 160 mg/m2, for a maximum 
of 6 cycles. ln a separate cohort, oxallplatln 85 mg/m2 was admlnlstered on day 1 every 2 weeks, for a maximum 
of 9 doses. Patients had metastatic or unresectable sol id tu mors mainly neuroblastoma and ganglioneuroblastoma. 
No responses were observed. The DLT was sensory neuropathy at the 160 mg/m2 dose. Based on these studies, 
oxaliplatin 130 mg/m'- as a 2-hour intravenous infusion on dey 1 every 3 weeks (1 cycle) was used in subsequent 
Phase Il sb.Jdies. A dose of 85 mg/m2 on day 1 every 2 weeks was also found to be tolerable. 
ln one Phase 2 study, 43 pediatric patients with recurrent or refrectory embryonal CNS tumors received oxalipletin 
130 mg/m2 every 3 weeks for a maximum of 12 months in absence of progressive disease or unacœptable toxicity. 
ln patients < 10 kg the oxallplalln dose used was 4.3 mg/kg. The most common adverse reactlons reporled were 
leukopenia (67%, 03/4: 12%), anemia (65%, 03/4: 5%), thrombocytopenia {65%, 03/4: 26%), vomiting (65%, 03/4: 
7%), neutropenia (58%, G3/4: 16%) and sensory neuropathy (40%, G3/4: 5%). One partial response was observed . 
ln a second Phase 2 study, 123 pediatric patients with recurrenl solid tumors, including neuroblastoma, 
osteosarcoma, Ewing sarcome or peripheral PNET, ependymoma, rhabdomyosa.rcoma, hepatoblastoma, high grade 
astrocytoma. Brain stem glioma, low grade astrocytoma, malignant germ cell tumor end other tumors of intarest 
reœived oxaliplatin 130 mglm2 every 3 weeks for a maximum of 12 months or 1 7  cycles. ln patients < 12 months old 
the oxallplatln dose used was 4.3 mg/kg. The most common adverse reactlons reporled were sensory neuropathy 
(52%, G3/4: 12%), thrombocytopenia (37%, G3/4: 17%), anemia (37%, G3/4: 9%), vomiting (26%, G3/4: 4%), ALT 
increased (24%, G3/4: 6%), AST increased (24%, G3/4: 2%), and nausea (23%, 03/4: 3%). Two partial responses 
were observed. -
ln the adjuvant therapy colon cancer randomized cliniœl trial 723 patients traetad with oxalipletin and infusional 
5-fluorouracil/leucovorin were <65 yeara and 400 patients were � years. 
A descriptive subgroup anelysis demonstrated 1hat the improvement in DFS for the oxalipletin combination am, 
compared to the infusional 5-fluorouracil/leucovorin alone ann appeared ta be maintained across genders. The 
effect of oxaliplatin in patients i1!65 years of age was net conclusive. lnsufficient subgroup sizes prevented analysis 
by race. Patients .!: 65 years of age receiving the oxaliplatin combination therapy experienced more grade 3-4 
granulocytopenia than patients < 65 years of age (45% versus 39%). 
ln the previously un1reated for advanced colorectal cancer randomized clinical trial (of oxalipletin, 160 patients 
treated with oxalipletin and 5-fluorouraciVleucovorin wera < 65 yeara end 99 patients were :i:65 yeara. The same 
efficacy improvements in response rate, lime to tumor progression, and overall survival were observed in the 
;i:65 year old patients as in the overall study population. ln the previously treated for advanced coloreclal cancer 
randomized clinical trial of oxalipla1in, 95 patients treated with oxaliplatin and 5-fluorouracil/leucovorin were <65 
years and 55 patients were :i:65 years. The ratas of overall adverse reactions, including grade 3 and 4 avants, were 
similar across and wilhin arms in the differenl age groups in all sludies. The incidence of diarrhea, dehydration, 
hypokalemla, leukopenla, fatigue and syncope were hlgher ln patients .!:65 years old. No adjustment to startlng dose 
was required in patient's ;i:65 yeara old. 
Patients with Renal lmpainnent 
The exposure (AUC) of unbound platinum in plasma ultrafiltrate tends ta increasa in ranally impaired patients (See 
Pharmacokinetics). Caution and close monitoring should be exercised when oxaliplatin is adminislered to patients 
with renal impairment. The starting oxaliplatin dose does not need to be reduœd in patients with mild (creatinine 
clearanœ=5D-80 mUmin) or moderate (creatinine clearance=30-49 mUmin) renal impairment. However, the sterling 
dose of oxaliplatin should be reduced in patients with severe renel impairment (creatinine clearance < 30 mUmin) 
(See Dosage and Method of Administration) 

Pharmacoklnetlcs 
The reactive oxaliplatin derivatives are present as a fraction of the unbound platinum in plasma ullrafiltrate. The 
decline of ultrafilterable platinum levels following oxalipletin administration is triphesic, cheracterized by two relatively 
short disbibution phases (t1/2a; 0.43 heurs and 11/213; 16.8 heurs) and a long terminal elimination phase (t1/2y; 391 
heurs). Pharmacokinetic parameters obtained after a single 2-hour intravenous infusion of oxaliplatin at a dose of 85 
mg/m2 expressad as ultrafilterable platinum were C_, of 0.814 mcg /ml and volume of distribution of 440 L. 
lnterpatient and intrapalienl variability in ultrafitterable platinum exposure (AUC

ü--1811
,) assessed over 3 cycles was 

moderate to low (23% and 6%, raspectlvely). A pharmacodynamie ralatlonshlp b81W8en platlnum uttraflltrate levels 
and clinical safety and effectiveness has net been established. 
Distribution 
At the end of a 2-hour infusion of oxaliplatin, approximately 15% of the administered platinum is presenl in the 
syatemlc circulation. The remalnlng 85% ls rapldly dlstrlbuted lnto tissues or ellmlnated ln the urine. ln patients, 
plasma prote in binding of platinum is irreversible and is greater than 90%. The main binding proteins are albumin and 
gamma-globulins. Platinum aise binds irreversibly and accumulates (approximately 2-fold) in erylhrocytes, where it 
appears to have no relevant actlvlty. No plaUnum acc:umulatlon was observed ln plasma ullraflltrate followlng 85 mg/ 
m2 every two weeks. 
Metabolism 
Oxaliplatin undergoes rapid and extensive nonenzymatic biotransformation. There is no evidence of cytochrome 
P450-mediated metabolism in vitro. 

Up to 1 7  pla11num-contalnlng derlvatlves have been observed ln plasma ultraflltrate semples from paUents, lncludlng 
several cytotoxic species {monochloro DACH platinum, dichloro DACH plalinum, and monoaquo and diaquo DACH 
platinum) and a number of noncytotoxic, conjugated spedes. -
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 aliminetad, with fecal excration accounting foronly about 
2%. Platinum was cleared frum plasma al a rate (10 - 1 7  Uh) that was similar to or exœeded the average human 
glomerular flltratlon rate (GFR; 7.5 Uh). There was no slgnlflcant effect of gender on the clearance of ultrafllterable 
platinum. The renal clearance of ullrafilterable plalinum is significantly correlaled with GFR. 
Pharmacoklnetlcs ln Speclal Populations 

The pharmacokineüc parametera of ultrafiltrable platinum have been evaluated in 105 pedialric patients during the 
firat cycle. The mean clearance in pediatric patients estimated by the population phermacokinetic analysis wes 
4.7 Uh. The inter-patient variability of plalinum clearance in pediatric cancer patients was 41%. Mean platinum 
pharmacoklneUc parameters ln ultraflltrate wera Cm of 0.75 .:!:....0.24 mcg/ml, AUC� of 7.52 :t 5.07 mcg-h/ml and 
AUC

1
,.. of 8.83 ± 1 .57 mcg-h/mL at 85 mg/m2 of oxafi"platin and C._ of 1 . 10  .:!:..._0.43 mcg/ml, AUCo-4s of 9.74 ± 2.52 

mcg·h/mL and AUCmi of 17.3 ± 5.34 mcg-h/mL et 130 mg/m2 of oxaliplatin. 
Benal lmoairment 
A sb.Jdy was conducted in 38 patients with advanced GI cancer and varying degrees of renal impairment Patients 
in the normal (craatinine clearance (CrCL) > 80 mUmin, N=11), mild (CrCL=50-80 ml/min. N=13), and moderate 
(CrCL=30-49 mUmin, N=10) groups were treated with 85 mg/m2 oxaliplatin and those in the severe (CrCL < 30 mu 
min, N=4) group wera traated with 65 mg/m2 oxaliplatin. The maan AUC of unbound platinum was 40%, 95%, and 
342% higher in the mild, mode rate, and severe groups, respectively, than in the normal group. Mean C of unbound 
platinum appeared to be similar among the normal, mild and moderate renal function groupa, but wes 38% higher in 
the severe group than in the normal group. Caution should be exercised in renally impaired patients (See Wamings 
and Precautions). The sterling dose of oxaliplatin should be reduced in patients with severe renal impainnent (See 
Dosage and Method of Administration) 

Dnm - Drue Interactions 
No pharmacokinetic interaction between 85 mg/m2 of oxaliplatin end infusional 5-fluorouracil has been observed 
in patients treated every 2 weeks, but increases of 5-fluorouracil plasma concentrations by approximately 20% 
have been observed with doses of 130 mg/m2 of oxaliplatin administered every 3 weeks. ln vitro, platinum was not 
displaced from plasma proteins by the following medications: erythromycin, salicylate, sodium valproate, granisetron, 
and paclitaxel. ln vitro, oxaliplatin is net metabolized by, nor does it inhibit, human cytochrome P450 isoenzymes. 
No P450-madiated drug-drug interactions ere tharefore anticipated in patients. Since platinum-containing species 
are eliminated primarily through the kidney, clearance of these products may be decreased by co-administration of 
potentially nephrotoxic compounds, although this has not been specifically studied. 
Indications 
Oxaliplatin, used in combination with infusional 5-fluorouracil/leucovorin, is indicated for: 
• adjuvant treatment of stage Il l  colon cancer ln patients who have undergone complete resectlon of the prlmary 

tumor. 
• treatment of advanced colorectal cancer. 
Dosage and Mathod of Administration 
Oxallplatln Injection should be admlnlstered under the supervision of a quallfled physicien experlenced ln the use 
of cancer chemotherapeutic agents. Appropria-te management of therapy and complications is possible only when 
adequate diagnostic and treatment facilities are readily available. 
Dosage 
Administer X plat in combination wilh 5-fluorouraciVleucovorin every 2 weeks. For advanced disease, treatment is 
recommended until disease progression or unacceptable toxicity. 
For adjuvant use, treatrnent is recommended for a total of 6 months (12 cycles): 
Q§y_i: Oxaliplatin 85 mg/m2 intravenous infusion in 250-500 ml 5% Dextrose injection, USP and 1 
eucovorin 200 mglm2 intravenous infusion in 5% Dextrose Injection, USP both given over 120 minutes at the same 
lime ln separate bags uslng a Y-llne, followed by 5-fluorouracll 400 mg/m2 lntravenous bolus glven over 2-4 minutes, 
followed by 5-fluorouracil 600 mg/m2 intravenous infusion in 500 ml 5% Dextrose lnjeclion, LISP {recommended) as 
a 22-hour continuous infusion. 
Qa,)'._2: Leucovorin 200 mg/m2 intravenous infusion over 120 minutes, followad by 5-fluorouracil 400 mg/m2 

intravenous bolus given over 2-4 minutes, followed by 5-fluorouracil 600 mg/m2 intravenous infusion in 500 ml 5% 
Dextrose Injection, USP (recommended) as a 22-hour con1inuous infusion. 

Figure 4 

Day 1- 5-FU bolus 400 mg/m2 over 2-4 minutes Day 2-5-FU bolus 400 mg/m2over 2-4 minutes 
Leucovorin 200 mg/m2 5-FU infusion Leucovorin 5-FU infusion 

600 mg/m' 200mglm' 600 mglm' 
Oxaliplatin 85 mg/m2 2h"' 22hrs 0 hc 2h 22h"' 

0 h, 2 ""' 

2 h"' 

The administration of oxaliplatin does not require prehydration. Pramedication with antiemetica, including 5-HT3 
blockers with or without dexamethasone, is recommended. 
For information on 5-fluorouracil and leucovorin, see the respective package inserts. 
Dose Modlfleatlon Recommendatlons 
Prier to subsequent therapy cycles, patients should be evaluated for clinical toxicities and recommended laboratory 
tests (see Wamings and P18Cautions). Prolongation of infusion time for oxaliplatin from 2 houra ta 6 houra may 
mitigate acute toxicities. The infusion times for 5-fluorouracil and leucovorin do not need to be changed. 
Ad/want Jherapy ln Patients wlth Stage Ill Colon cancer 
Neuropathy and other toxicities were graded using the NCI CTC scale veraion 1 (see Wamings and Precautions) 

For patients who experience persistent Grade 2 neurosensory events that do not resolve, a dose reduction of 
oxaliplatin ta 75 mg/m2 should ba considerad. For patients with persistent Grade 3 neurosensory avants, 
discontinuing therapy should be considered. The infusional 5-fluorouracil/leucovorin regimen need not be altered. 
A dosa raductlon of oxallpladn to 75 mg/m2 end lnfuslonal 5-fluorourecll to 300 mg/m2 bolus and 500 mg/m2 22 heur 
infusion is recommended for patients after recovery from grade ¾ gastrointestinal {despite prophylaciic treatment), 
or grade 4 neutropenie, or febrile neutropenia, or grade 3/4 thrornbocytopenia. The next dose should be delayed 
until: neutrophils 2:1.5 x 109/L and platelets :i:75 x 109/1.. 
Dose Mod1ications in Therspy in Previousty UntFeated end Prevîousiy Treated Patients with Advsnced Co/orectal 

Neuropathy was graded using a study-spedfic neurotoxicity scale (see wamings and Precautions). Other toxicities 
were graded by the NCI CTC, Vera.ion 2.0. 
For patients who experience persistent Grade 2 neurosensory events that do not resolve, a dose reduction of 
oxaliplatin to 65 mg/m2 should be considered. For patients wilh persistent Grade 3 neurosensory events, 
discontinuing therapy should be considered. The 5-fluorouracil/leucovorin regimen need not be altered. 
A dose reduction of oxaliplatin lo 65 mg/m2 and 5-fluorouracil by 20% (300 mglm2 bolus and 500 mg/m2 22-hour 
Infusion) ls recommended for patients afler recovery from grade ¾ gastrolntestlnal (desplte prophylactlc treatment), 
or grade 4 neutropenia, or febrile neutropenia, or grade 3/4 thrombocytopenia. The next dose should be delayed 
until: neutrophils ë!:1.5 x 108/L and platelets i:!:75 x 108/L. 
Dose Modifications in Therspy for Patients with Rena/ lmpsirment 
ln patients with normal renal function or mild to moderate renal impairment, the recommended dose of oxaliplatin is 
85 mg/m2. ln patients wlth severe renal lmpalrment. the Initial recommandad oxallpledn dose should ba reduced to 
65 mg/m2 (See Wamings and Precautions and Pharmacokinetics) 

Paediatric Use 
The effeciiveness of oxaliplatin in children has not been established. 
Geriatric Use 
No significant affect of age on the clearance of ullrafilterable platinum has been obsarved. 
Preparation of Infusion Solution 
Do net freeze and protect from light the concentrated solution. 
A flnal dllutlon must nevar be performed wlth a sodium chlorlde solutlon or other chlorlde-contalnlng 
solutions. 
The solution must be furlher diluted in an infusion solution of 250-500 ml of 5% Dextrose Injection, USP. 
After dilution with 250-500 ml of 5% Dextrose Injection, USP, the shelf life is 6 heurs at room temperature (20-25°C 
(68-77.F)] or up to 24 hours under refrtgeratlon [2■a•c (36-46.F}]. 
After final dilution, protection from light is nol required. 
Oxallplatln ls Incompatible ln soluUon wlth alkallne medlcadons or media (such as basic soluUons of 5-fluorouracll) 
and must net be mixed with these or administered simultaneously through the same infusion line. 
lncompatibility Oxaliplatin 
Parenteral drug products should be inspected visually for particulate matter and discoloralion prior to administration 
and discarded if present. 
Needles or intravenous administration sets containing aluminum parts that may coma in contact with oxaliplatin 
should not be used for the preparation or mixing of the drug. Aluminum has been reported to cause degradation of 
platinum compounds . 
Contraindications 
Oxallplatln should net be admlnlstered to patients wlth a hlstory of known allergy to oxallplatln or other platlnum 
compounds (See wamings and Precautions). 

Wamlngs and Precautlons 

WARNING: ANAPHYLACTIC REACTIONS 
Anaphytactlc reactlons ta oxallplatln have been reported, and may occur wlthln minutes of oxallplatln 
administration. Epinephrine, cortiçosteroids, and antihistamines have been employed to alleviate 
symploms. 

Allergir; Reactions 
See boxed warning 
Grade 3/4 hypersensitivity, including anaphylacticlanaphylactoid reactions, to oxaliplatin has been obsarvad in 2-3% 
of colon cancer patients. These allergie reactlons whlch ca.n be fatal, can occur wlthln minutes of administration and 
at any cycle, and were similar in nature and severity to those reported with other platinum-conlaining compounds, 
such as rash, urlicaria, erythema, pruritus, and, rarely, bronchospasm and hypotension. The symptoms associated 
with hypersensitivity reaciions raporled in the previously untreated patients were urticaria, pruritus, flushing of 
the face, diarrhea associated with oxaliplatin infusion, shorlness of breath, bronchospasm, diaphoresis, chest 
pains, hypotension, disorientation and syncopa. Thase reactions are usually managed wilh standard epinephrine, 
corlicosteroid, antihistamine therapy, and require disconlinuation oftherapy. Rechallenge is contraindicated in these 
patients (Sea Contrsindîcstions) Drug-related deaths associated with plalinum compounds from anaphylexis hava 
been reported. 
Neurologie Toxicity 
Neurooalhv 
Oxaliplatin is assodated with two types of neuropathy: 
An acute, revarsibla, primarily peripharal, sensory nauropathy that is of early onset, occurring within hours 
or one to two days of dosing, that resolvas within 14 days, and that frequently recurs with further dosing. 
The symptoms may be precipHatad or exacerbated by exposure to cold lemperalure or cold abjects end they usually 
present as transient paresthesia, dysesthesia and hypoesthesia in the hands, feet, perioral area, or throat. Jaw 
spasm, abnormal tangua sensation, dysarthrie, eya pain, and a feeling of chast pressure have also been observad. 
The acute, reveraible pattern of sensory neuropathy was observed in about 56% of study patients who received 
oxallplatln wlth 5-fluorouracll/leucovorln .  ln any lndlvldual cycle acute neurotoxlclty was observed ln approxlmately 
30% of patients. ln adjuvant patients the median cycle of onset for grade 3 peripheral sensory neuropathy was 9 
in the previously treated patients the median number of cydes administered on the oxaliplatin with 5-fluorouracil/ 
leucovorln comblnatlon arm was 6. 
An acute syndrome of pharyngolaryngeal dysesthesia seen in 1-2% (grade 3/4) of patients previously untreated 
for advanced colorectal cancer, and the previously treated patients, is characterized by subjective sensations 
of ctysphagia or dyspnea, without any laryngospasm or bronchospasm (no stridor or wheezing). lce (mucositis 
prophylaxis) should be avoided during the infusion of oxaliplatin because cold temperature can exacerbate acute 
neurological symptoms. 
A persistent (>14 days), primarily peripheral, sensory neuropathy that is usually characterized by 
paresthesias, dysestliesias, hypoeethesias, but may also include deficits in proprioception that can 
interfera with daily activities (e.g., writing, buttoning, swallowing, and difficulty walking from impaired 
proprioception). These forms of neuropathy occurred in 48% of the study patients receiving oxaliplatin with 
5-fluorouracil/leucovorin. Peraistent neuropathy can occur wilhoul any prier acute neuropalhy event. The majority of 
the patients (80%) who developed grade 3 persistent neuropathy progressed from prier Grade 1 or 2 events. These 
symptams may improve in soma patients upon disconlinuation of oxaliplatin. 
ln the adjuvant colon cancer trial, neuropathy was graded using a prelisted module derived from the Neuro-Sensory 
section of the National Cancer lnstitute Common Toxicity Criteria (NCI CTC) scale, Version 1 ,  as follows: 
Table 13 - NCI CTC Grading for Neuropathy in Adjuvant Patients 

Grade De-finition 
Grade O No change or none 
Grade 1 Mild paresthesias, loss ofdeep tendon reflexes 
Grade 2 Mild or moderate objective sensory loss, moderele paresthesias 
Grade 3 Severa objective sensory loss or paresthesias that inlerfere with function 
Grade 4 Not applicable 

Peripheral sensory neuropathy was reporled in adjuvant patients treated with the oxaliplatin combination with a 
frequency of 92% (all grades) and 13% (grade 3). Al the 28-day follow-up afler the last treatrnent cycle, 60% of all 
patients had any grade (Grade 1 =40%, Grade 2=16%, Grade 3=5%) peripheral sensory neuropathy decreasing to 
39% al 6 months follow-up (Grade 1 =31 %, Grade 2=7%, Grade 3==1 %) and 21 % at 1 8  months of follow-up (Grade 
1=17%, Grade 2=3%, Grade 3=1%). 
ln the advanœd colorectal cancer studies, neuropathy was graded using a study-specific neurotoxicity scale, which 
was dlfferent from the NCI CTC scale, Version 2.0 (see below). 

Tabla 14, Grading Scala for ParesthasiasJDysesthasias in Advancad Calo rectal Cancer Patients 

Grade Definition 
Grade 1 Resolved and did not interfere with functioning 
Grade 2 lnterfered with function but net daily activHies 
Grade 3 Pain or functional impairment that interfered with daily activities 
Grade 4 Persistent impairment that is disabling or life-threatening 

OVerall, neuropathy was reported in patients previously untreated for advanced colorectal cancer in 82% {all 
grades) and 19% (grade 3/4), and in the previously trealed patients in 74% (ell grades) and 7% (grade 3/4) avants. 
Information regarding reveraibility of neuropalhy was not available from the trial for patients who had not been 
previously treated for colorectal cancer. 
Reversible Posterior Leukoencephalopathy Syndrome 
Reversible Posterior Leukoencephalopathy Syndrome (RPLS, aise known as PRES, Posterior Reversible 
Enœphalopathy Syndrome) has been observed in clinical biais (< 0.1%) and postmarketing experienœ. Signs and 
symptams of RPLS could be headache, altered mental functlonlng, selzures, and abnormal vision from blurrlness 
to blindness, associaled or not with hypertension (See Undesirable Effects) Diagnosis of RPLS is based upon 
confirmation by brain imaging. 
Sewua Neutropenla 
Grade 3 or 4 neutropenia occurred in 41-44% of patients wHh colorecial cancertreated with oxaliplatin in combination 
with 5-flurouracil (5-FU) and leucovorin compared to 5% wHh 5-FU plus leucovorin alone. Sepsis, neutropenic sepsis 
and septic shcck have been reported in patients treated with oxaliplatin, including fatal outcomes (See Undesirable 
Effacts) 
Delay oxaliplatin until neutrophils are 2: 1 .5 x 109/L. Withhold oxaliplalin for sepsis or septic shock. Dose reduce 
oxaliplatin afler recovery from Grade 4 neulropenia orfebrile neutropenia (See Dosage and Method of Administration) 
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