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ABSTRACT

Oxaliplatin induced perpheral neuropathy(OXLIPN)
. Risk factor

Woo Jin Lee
Advisor : Prof. Sang-Gon Park, Ph.D.
Department of Medicine

Graduate School of Chosun University

Purpose : Chemotherapy induced peripheral neurotoxicity(CIPN) is the most
common adverse effect of oxaliplatin that usually presents as peripheral
sensory neuropathy. CIPN can be extremely painful and/or disabling, causing
significant loss of functional abilities and decreasing quality of life. Although
many study has been done, effective prevention or treatment of CIPN has not
been found. Therefore, for early detection of high risk CIPN patients, we

reviewed known risk factor of CIPN, and investigated another risk factor.

Patients and Methods : Among the patients who visited the Chosun university
hospital from May 2009 through August 2012, 83 patients who received
oxaliplatin based chemotherapy (cumulative dose >500mg/BSA) was included
in this study. We performed history taking, physical examination at the first
initiation of chemotherapy and each treatment visit. Laboratory assessments
were performed at the same time. We checked the neurotoxicity symptom by

Common Terminology Criteria for Adverse Events(CT-CAE) version 4.0
Result : It is not related to patient's personal history and onset of OXLIPN,
except Diabetes history. And it is difficult to estimate the risk of OXLIPN by

laboratory finding. Only chemotherapy frequency, cumulative dose are related



to risk of OXLIPN, whereas chemotherapy duration and interval are not related
to OXLIPN. The more chemotherapy frequency and cumulative dose increased

in number, the more increased the risk of OXLIPN.
Conclusion : This study provides the risk factor of oxaliplatin—induced
neuropathy, helps prevention of OXLIPN by early diagnosis of OXLIPN. But

only Diabetes history is related to onset of OXLIPN.

Keyword : Oxaliplatin, Neuropathy, OXLIPN, Risk factor
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Table 1. National Cancer Institute Common Toxicity Criteria—version 4.0 (2010)

Grade Peripheral sensory neuropathy

0 Normal

1 Asymptomatic; loss of deep tendon reflexes or paresthesia

2 Moderate symptoms: limiting instrumental ADL'

3 Severe symptoms; limiting self care ADL*

4 Life—threatening consequences; urgent intervention indicated
5 Death

Definition : A disorder characterized by inflammation or degeneration of the
peripheral sensory nerves

ADL : Activities of daily living

T Instrumental ADL refer to preparing meals, shopping for groceries or clothes,
using the telephone, managing money, etc.

*: Self care ADL refer to bathing, dressing and undressing, feeding self, using the

toilet, taking medications, and not bedridden.
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Table 2. Patient characteristics at baseline

Neuropathy

Category

No(grade 0) Yes(grade 1-3) pvalue
N 22 28
Sex
Male 14(63.6%) 18(64.3%) 0.962*
Female 8(36.4%) 10(35.7%) 0.962*
Age 64.4(15.8) 59.6(12.3) 0.234*
Cancer type
Colon cancer 14(63.6%) 16(57.1%) 0.642%
Gastric cancer 8(36.4%) 12(42.9%) 0.642%
Metastasis 15(68.2%) 19(67.9%) 0.981%
Distant metastasis 13(59.1%) 11(39.3%) 0.164*
LN metastasis 2(9.1%) 8(28.6%) 0.0917
Past history
Diabetes mellitus 5(22.7%) 0(0.0%) 0.008"
Hypertension 9(40.9%) 7(25.0%) 0.231%
Spine disease 1(4.5%) 6(21.4%) 0.0917
CNS disease 2(9.1%) 0(0.0%) 0.107*
Radiotherapy history 6(27.3%) 3(10.7%) 0.134"
Surgery history 18(81.8%) 23(82.1%) 0.977"

Statistics were analyzed by Pearson's chi—-square test and Independent T-Test

T: Fisher's exact test, ¥: Pearson's exact test
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Table 3. Patient characteristics for laboratory test at baseline

Neuropathy

Category

No(grade 0) Yes(grade 1-3) pvalue
N 22 28
Na (mEa/L) 139.95 £3.68 140.57 £3.21 0.531
K (mEa/L) 4.34 £0.42 4.27 £0.54 0.644
Cl (mEa/L) 104.82 £4.13 105.96 £2.60 0.236
Total Ca(mg/dL) 8.67 £0.72 8.77 £0.65 0.603
lonized Ca(mg/dL) 4.31 £0.25 4.38 +0.31 0.410
Total Mg(mg/dL) 2.25 £0.29 2.25 £0.36 0.981
lonized Mg(mg/dL) 1.22 £0.13 1.19 £0.15 0.382
Phosphorus(mg/dL) 3.73 £0.57 3.56 +0.56 0.282
AST(U/L) 28.55 £21.40 27.29 £16.02 0.814
ALT(U/L) 18.83 £13.76 22.22 £13.60 0.388
Total bilirubin (mg/dL) 0.45 £0.20 0.53 £0.20 0.198
Albumin(g/dL) 3.95 +£0.80 4.39 £0.80 0.060
LOH(U/L) 407.36 £234.80 366.39 £152.04 0.459
BUN(mg/dL) 13.92 £4.55 13.61 £5.11 0.825
Creatinine(mg/dL) 1.01 £0.23 1.08 £0.29 0.366
Fibrinogen (mg/dL) 368.38 +£96.12 313.23 £79.92 0.062
FDP(ug/mL) 10.14 £6.79 9.33 +8.51 0.755
O-dimer(ng/ML) 395.94 +£477.37 655.91 £945.97 0.320

Mean xStandard deviation

Statistics were analyzed by independent T test
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Table 4. Patient characteristics associated with chemotherapy history

Neuropathy R

Category ovalue
No Mild Severe

N 22 10 18
Chemotherapy duration (day) 106.0+£89.2  85.6 £49.7  140.5%80.1 0.186
Chemotherapy times 5.73+£2.43 6.40 £3.34  8.94 £3.42 0.005
Mean duration (day) 17.13+8.36 12.65+2.71 15.38+4.79 0.193
Chemotherapy dose (mg) 515.94+217.8 569.5+275.5 818.6+£323.9 0.003

Mean duration = chemotherapy duration / chemotherapy times

Statistics were analyzed by independent T test

T: Statistical significances were tested by Oneway analysis of variances among

groups.
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