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Abstract 

Objective: Clinical laboratory test data obtained prior to treatments were previously analyzed 
from the standpoint of susceptibility to hypersensitivity reactions in patients treated with the 
platimun anticancer agent, oxaliplatin (L-OHP). In the present study, the time course from the first 
to last cycle of the treatment was additionally analyzed to determine a better predictor of these 
reactions. 
Methods: A total of 20 laboratory test data were obtained from 108 Japanese patients with 
advanced colorectal cancer who were treated with the L-OHP-containing regimens, FOLFOX4 
and/or mFOLFOX6. The averages and variation coefficients (CV%) of the data until the last cycle 
of the treatment were compared between patients with hypersensitivity reactions and those 
without. 
Results: The average serum lactate dehydrogenase (LDH) level was lower in patients with grade 
1/2 reactions (P=0.016), whereas its CV% value was higher in patients with grade 3/4 reactions 
(P=0.005) than in those without reactions. An increase in serum LDH levels was observed in some 
patients with grade 3/4 reactions as the cycle number increased, and thereafter hypersensitivity 
reactions occurred. This phenomenon was not always observed, but was never detected in pa-
tients with grade 1/2 reactions. 
Conclusions: Serum LDH levels may be a predictive marker of hypersensitivity reactions in pa-
tients treated with L-OHP. Further extensive examinations with a larger number of patients are 
needed to establish a patient management strategy. 

Key words: colorectal cancer, FOLFOX, oxaliplatin, hypersensitivity reactions, serum lactate de-
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Introduction 
Oxaliplatin (L-OHP) is a third-generation plati-

num anticancer drug, and L-OHP-containing regi-
mens, including FOLFOX4 and mFOLFOX6, are cur-
rently standard treatments for colorectal cancer [1-5]. 
The dose-limiting toxicities of L-OHP were shown to 
be cumulative sensory neurotoxicity and neutropenia 
[1-3,5], whereas hypersensitivity reactions have been 
recognized as problematic with the increasing use of 
L-OHP in clinical practice [6-13]. Hypersensitivity 
reactions are an important adverse effect that may 
determine whether the treatment can be continued. 
We previously demonstrated that L-OHP-related 
grade 3/4 hypersensitivity reactions occurred imme-
diately after the initiation of infusion, whereas grade 
1/2 reactions did not [14]. A total of 20 laboratory test 
data obtained prior to the treatments were analyzed 
[15]. A lower serum level of lactate dehydrogenase 
(LDH) was found to be a risk factor for grade 1/2 
reactions, while a lower monocyte count was a risk 
factor for grade 3/4 reactions [15]. These pretreatment 
markers may contribute to the better management of 
L-OHP-induced hypersensitivity reactions; however, 
the treatment has to be repeated several times if it is to 
be tolerated by patients. The cycle number, i.e., num-
ber of repetitions, averaged 7.1±4.2 (±SD, range: 1-19) 
in these studies. Laboratory test data were continu-
ously obtained to assess the condition of the patient 
before and after each cycle of the treatment. These 
values often fluctuate and are used for deci-
sion-making regarding the postponement of the next 
cycle of the treatment. A more detailed assessment of 
laboratory test data from the first to last cycle of the 
treatment may provide a better predictor of hyper-
sensitivity reactions, and an additional analysis was 
performed herein. 

Methods 
Laboratory test data were obtained from 108 pa-

tients treated with the FOLFOX4 and/or mFOLFOX6 
regimens at either of the Labor Health and Welfare 
Organization Kobe Rosai Hospital, National Hospital 
Organization Kobe Medical Center, Kobe University 
Hospital, Kobe Red Cross Hospital, or Shinko Hospi-
tal, Japan, between April 2005 and March 2009. All 
patients had histologically or cytologically confirmed 
advanced or metastatic colorectal adenocarcinoma. 
Patients had received no prior chemotherapy or only 
one regimen with a washout period of more than 4 
weeks after the final day of the previous treatment. 
Adjuvant chemotherapy performed more than 6 
months previously was not counted as previous 
treatment. Further eligibility criteria included: 1) age 
of 20-75 years; 2) Eastern Cooperative Oncology 

Group (ECOG) performance status of 0 or 1; 3) life 
expectancy of 3 months or more; 4) adequate hema-
tological (leukocyte count: 4,000/mm3-12,000/mm3, 
neutrophil count: 2,000/mm3 or more, platelets: 
100,000/mm3 or more), hepatic (transaminases: 2.5 
times or less the upper limit of normal, total bilirubin: 
2.0 mg/dL or less), and renal (serum creatinine: less 
than the upper limit of normal) function; and 5) the 
ability to take oral medication. Depending on the 
clinical situation, patients who did not meet the crite-
ria could be treated with L-OHP under the careful 
supervision of medical doctors. Patients were ex-
cluded if they had either brain metastases, a history of 
other neoplasms (except for cured nonmelanoma skin 
carcinoma or cured carcinoma in situ), a history of 
severe drug allergies, interstitial pneumonitis or 
pulmonary fibrosis, severe pleural effusion or ascites, 
active infection, bowel obstruction, diarrhea, and se-
rious uncontrolled comorbidity or medical conditions. 
Pregnant or lactating women or women not using 
effective contraception were also excluded.  

Hypersensitivity reactions were assessed and 
classified according to the National Cancer Institute 
Common Criteria (NCI-CTCAE v3.0). A total of 20 
laboratory test data were compared between patients 
who exhibited hypersensitivity reactions and those 
who did not, including hematological parameters 
(erythrocyte count, hemoglobin, hematocrit, leuko-
cyte count, neutrophil count, lymphocyte count, eo-
sinophil count, basophil count, monocyte count, and 
platelet count), hepatic parameters (aspartate ami-
notransferase, alanine aminotransferase, gam-
ma-glutamyl transpeptidase, total bilirubin, and alka-
line phosphatase), serum LDH, renal parameters 
(blood urea nitrogen and serum creatinine), carci-
noembryonic antigen, and CA19-9 antigen. This ret-
rospective study was approved by the Institutional 
Review Board of each of the 5 hospitals. It should be 
noted that laboratory test data obtained prior to the 
first cycle of the treatment were analyzed in terms of 
susceptibility to hypersensitivity reactions [15]. In this 
study, the time course from the first to last cycle of the 
treatment was additionally analyzed to identify a 
better predictor of hypersensitivity reactions. Labor-
atory test data at the n-th cycle represented those from 
initiation of the n-th cycle to just before the initiation 
of (n+1)-th cycle of the treatment, and worst ones 
were adopted when they were measured more than 2 
times. The averages and variation coefficients (CV%) 
of the data until the last cycle of the treatment were 
used for comparisons. Fisher’s exact test was used for 
analysis of the contingency table. The unpaired Stu-
dent’s t-test/Welch’s test or Mann-Whitney’s U test 
was used for group comparisons, and after a Bonfer-
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roni correction, P values of less than 0.05 were con-
sidered significant.  

Results 
The cycle number in patients with no, grade 1/2, 

and 3/4 hypersensitivity reactions is summarized in 
Table 1. No significant differences was observed 
among 3 groups (p=0.149, Fisher’s). The cycle number 
at which grade 1/2 reactions occurred was 7.5±4.6 
(range: 2-17), whereas it was 9.3±3.9 (range: 5-16) for 
grade 3/4 reactions. An additional cycle of the treat-
ment was not performed when grade 3/4 reactions 
occurred, whereas it was possible for grade 1/2 reac-
tions. The average values of hematological parameters 
and serum LDH levels are summarized in Table 2. 
Serum LDH levels were lower in patients with grade 
1/2 reactions than in those with no reactions (P=0.016, 
Mann-Whitney’s); however, no significant differences 
were observed in hematological parameters between 
patients with no and grade 1/2 reactions, or between 
those with no and grade 3/4 reactions. No significant 
differences were noted in the other parameters ex-
amined in this study between patients (data not 
shown).  

Laboratory test data fluctuated extensively from 
the first to last cycle of the treatment. CV% values are 
summarized in Table 3. Among the 20 laboratory test 
data analyzed herein, the CV% value was the highest 
for the basophil count, followed by the eosinophil 
count, and neutrophil count. The CV% value of serum 
LDH levels was relatively low, and a correlation was 
observed with hypersensitivity reactions; the CV% 
value was higher in patients with grade 3/4 reactions 
than in those with no reactions (P=0.005, 
Mann-Whitney’s). The difference between the maxi-
mum and minimum values was also higher in pa-
tients with grade 3/4 reactions (P=0.017, 
Mann-Whitney’s), while no such relationship was 
found for the maximum values (P=0.060, 

Mann-Whitney’s). The time courses of serum LDH 
levels in patients with grade 3/4 are shown in Figure 
1, and are from all 10 patients and expressed as a 
function of the cycle number. Serum LDH levels were 
increased in 4 of 10 patients as the cycle number in-
creased until grade 3/4 reactions manifested, and 
these phenomena reflected the higher value of CV% in 
Table 3. An increase in serum LDH levels before the 
manifestation of hypersensitivity reactions was not 
observed for grade 1/2 reactions.  

 

 
Figure 1. Time courses of serum lactate dehydrogenase levels in patients 
with grade 3/4 hypersensitivity reactions. Time courses are indicated as a 
function of the cycle number, i.e., the number of treatment repetitions. 
Grade 3/4 hypersensitivity reactions occurred in 10 of 108 patients treated 
with oxaliplatin, and the time courses of all 10 patients were indicated. The 
cycle number at which grade 3/4 hypersensitivity reactions occurred was 
9.3±3.9 (±SD), and an additional cycle of the treatment was not performed. 

 

Table 1. Cycle number of therapy in patients with no, grade 1/2, 
and grade 3/4 hypersensitivity reactions 

 1-5 6-10 11-15 16-20 
No hypersensitivity 38 31 13 2 
Grade 1/2 hypersensitivity 4 6 3 1 
Grade 3/4 hypersensitivity 1 5 3 1 
No significant differences were observed among the 3 groups (p=0.149, Fisher’s). 

 

Table 2. Average values of hematological parameters and serum lactate dehydrogenase levels in patients with no, grade 1/2, and grade 3/4 
hypersensitivity reactions 

 No hypersensitivity 
N=84 

Grade 1/2 
N=14 

Grade 3/4 
N=10 

Erythrocyte count, ×104 /mm3 372±52 [380, 37] 382±58 [392, 27] 398±45 [397, 17] 
Hemoglobin, g/dL 11.3±1.8 [11.4, 1.3] 11.2±1.5 [11.1, 0.7] 11.7±1.8 [11.6, 1.3] 
Hematocrit, % 34.3±5.1 [34.4, 3.5] 34.4±3.9 [34.6, 2.5] 35.9±4.2 [35.7, 2.4] 
Leukocyte count, /mm3 5039±3036 [4469, 834] 4457±1164 [4327, 775] 4877±1227 [4543, 324] 
Neutrophil count, /mm3 3082±3051 [2487, 672] 2325±1068 [2115, 869] 3056±1691 [2676, 357] 
Lymphocyte count, /mm3 1311±460 [1322, 336] 1450±390 [1424, 171] 1319±371 [1364, 187] 

Eosinophil count , % 3.7±3.0 [3.0, 1.7] 6.0±5.5 [4.6, 1.7] 3.2±1.9 [2.6, 1.5] 

Basophil count , % 0.7±0.5 [0.7, 0.3] 0.9±0.5 [0.8, 0.2] 0.8±0.5 [0.7, 0.2] 
Monocyte count % 7.2±3.0 [7.2, 2.2] 6.8±2.7 [8.0, 1.6] 7.4±2.1 [7.7, 0.9] 
Platelet count, ×104 /mm3 20.0±7.2 [19.3, 4.7] 17.4±6.0 [16.1, 2.7] 18.8±8.8 [15.3, 3.1] 
Lactate dehydrogenase, IU/L 326±266 [240, 80] 241±172 [196, 22] * 336±132 [314, 79] 

Values are the means ± standard deviations with the medians and quartile deviations in parentheses.  
* significantly different from patients without hypersensitivity reactions 
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Table 3. CV% values of hematological parameters and serum lactate dehydrogenase levels in patients with no, grade 1/2, and grade 3/4 
hypersensitivity reactions 

 No hypersensitivity 
N=84 

Grade 1/2 
N=14 

Grade 3/4 
N=10 

Erythrocyte count , % 7.8±5.9 [6.2, 2.3] 8.0±7.7 [6.2, 1.1] 7.6±6.1 [6.3, 1.0] 
Hemoglobin, % 7.6±6.1 [6.0, 2.6] 8.1±8.1 [5.5, 1.4] 7.4±6.0 [6.1, 0.7] 
Hematocrit, % 7.6±6.1 [6.5, 2.8] 7.8±7.7 [4.9, 1.6] 7.2±5.6 [6.0, 0.4] 
Leukocyte count , % 31.6±18.5 [28.3, 10.2] 33.9±15.0 [31.1, 6.0] 32.9±9.0 [34.9, 6.6] 

Neutrophil count , % 48.6±24.5 [45.8, 14.4] 52.9±25.6 [54.1, 13.0] 55.2±28.7 [54.3, 13.6] 

Lymphocyte count , % 25.8±15.4 [24.3, 10.2] 21.4±7.3 [21.4, 4.9] 27.2±6.3 [27.4, 3.1] 

Eosinophil count , % 52.0±23.8 [54.3, 17.3] 64.9±33.3 [67.3, 21.9] 47.2±21.4 [39.0, 17.9] 

Basophil count , % 78.5±59.0 [68.9, 32.6] 74.0±52.9 [63.1, 18.9] 109.5±71.2 [87.9, 23.0] 

Monocyte count , % 44.2±29.0 [41.0, 18.6] 51.2±32.0 [46.1, 13.1] 36.2±10.9 [35.7, 6.9] 

Platelet count , % 31.1±15.9 [29.3, 10.6] 27.6±13.7 [26.5, 9.3] 31.4 ±8.7 [29.8, 5.1] 

Lactate dehydrogenase , % 17.8±19.3 [16.4, 8.0] 14.8±12.6 [11.7, 3.6] 32.5±20.5 [22.4, 15.3] * 

Values are the means ± standard deviations with the medians and quartile deviations in parentheses.  
* significantly different from patients without hypersensitivity reactions 

 

Discussion 
Glycolysis, the transformation of glucose to py-

ruvate, is a key step for energy acquisition in all 
mammalian cells, including cancer cells. Pyruvate is 
further transformed to acetyl-CoA under normoxic 
conditions; however, suboptimal oxygen availability 
switches the metabolic pathway, resulting in the 
transformation to lactate via LDH-5, one of the 5 iso-
enzymes of LDH [16]. Immunochemical studies have 
shown that LDH-5 is overexpressed in non-small-cell 
lung cancer [17] and advanced metastatic colorectal 
cancer [18, 19]. Removal of the primary tumor was 
shown to result in a significant reduction in serum 
LDH levels in patients with non-small cell lung cancer 
[17]; however, serum LDH levels have not always 
reflected the presence of a tumor [20]. In spite of the 
lack of information on the relationships between se-
rum LDH levels and presence of tumors, serum LDH 
levels have been investigated in terms of the response 
to treatment and prognosis of cancer patients [17, 
21-25], and higher serum levels were concluded to be 
associated with a poorer prognosis. We previously 
demonstrated that a lower serum LDH level prior to 
the treatments was a risk factor for grade 1/2 reac-
tions [15]. In this study, we analyzed laboratory test 
data from the first to last cycle of the treatment, and 
serum LDH levels were shown to be maintained at 
lower levels in patients with grade 1/2 reactions than 
those with no reactions (Tables 2 and 3). Our results 
suggest that patients without the exacerbation of tu-
mors are susceptible to grade 1/2 reactions.  

In our previous study, a lower monocyte count 
prior to the treatments was identified as a risk factor 
for grade 3/4 reactions [15]; however, no significant 
differences were observed in the average values be-
tween patients with no and grade 3/4 reactions (Table 
2). In contrast, patients with grade 3/4 reactions could 
be characterized by larger variations in serum LDH 

levels (Table 3). As shown in Figure 1, serum LDH 
levels increased as the cycle number increased in 
some patients, and thereafter grade 3/4 reactions oc-
curred (Figure 1). This phenomenon was not observed 
in patients with grade 1/2 reactions. If an increase in 
serum LDH levels suggests the exacerbation of a tu-
mor, it is accompanied by grade 3/4 reactions. 

 Hypersensitivity reactions are a well-established 
complication of platinum agents; however, the 
mechanisms responsible remain unclear [26-29]. Re-
actions are thought to be mainly caused by the type I 
IgE-mediated system because they occur after multi-
ple infusions; however, recent studies have suggested 
the contribution of the type IV T-cell-mediated system 
[26-29]. Regarding L-OHP, most reactions are thought 
to be of type I, while reports of hemolysis and 
thrombocytopenia suggest a type II reaction, and 
chronic urticaria, joint pain, and proteinuria can be 
attributed to a type III reaction [26-29]. In the present 
study, the CV% values of the eosinophil count were 
slightly higher in patients with grade 1/2 reactions 
(p=0.082), whereas those of the basophil count were 
higher for grade 3/4 reactions (p=0.089). Eosinophils 
and basophils are known to be involved in allergic 
reactions [30]. Eosinophils and basophils express 
many of the same receptors, whereas the cytokines 
produced differ [30]. The eosinophil and basophil 
counts may be predictive markers of L-OHP-induced 
hypersensitivity reactions.  

In conclusion, a total of 20 laboratory test data 
were obtained from patients with advanced colorectal 
cancer who were treated with the L-OHP-containing 
regimens, FOLFOX4 and/or mFOLFOX6. The time 
course until the last cycle of the treatment was com-
pared between patients with hypersensitivity reac-
tions and those without. We demonstrated that the 
average value of serum LDH levels was lower in pa-
tients with grade 1/2 reactions, whereas its CV% 
value was higher in patients with grade 3/4 reactions 
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than in those without reactions. These results sug-
gested that the serum LDH levels may be a predictive 
marker of L-OHP-induced hypersensitivity reactions. 

Competing Interests 
The authors have declared that no competing 

interest exists. 

References 
1. de Gramont A, Figer A, Seymour M, et al. Leucovorin and fluorouracil with or 

without oxaliplatin as first-line treatment in advanced colorectal cancer. J Clin 
Oncol. 2000; 18: 2938-2947. 

2. Tournigand C, André T, Achille E, et al. FOLFIRI followed by FOLFOX6 or the 
reverse sequence in advanced colorectal cancer: A randomized GERCOR 
study. J Clin Oncol. 2004; 22: 229-237. 

3. Goldberg RM, Sargent DJ, Morton RF, et al. A randomized controlled trial of 
fluorouracil plus leucovorin, irinotecan, and oxaliplatin combinations in pa-
tients with previously untreated metastatic colorectal cancer. J Clin Oncol. 
2004; 22:23-30. 

4. Grothey A, Sargent D, Goldberg RM, et al. Survival of patients with advanced 
colorectal cancer improves with the availability of fluorouracil-leucovorin, 
irinotecan, and oxaliplatin in the course of treatment. J Clin Oncol. 2004; 22: 
1209-1214. 

5. Venook A. Critical evaluation of current treatments in metastatic colorectal 
cancer. Oncologist. 2005; 10: 250-261. 

6. André T, Boni C, Mounedji-Boudiaf L, et al. Oxaliplatin, Fluorouracil, and 
Leucovorin as Adjuvant Treatment for Colon Cancer. N Engl J Med. 2004; 350: 
2343-2351. 

7. André T, Boni C, Navarro M, et al. Improved overall survival with oxaliplatin, 
fluorouracil, and leucovorin as adjuvant treatment in stage II or III colon can-
cer in the MOSAIC trial. J Clin Oncol. 2009; 27: 3109-3116. 

8. Thomas RR, Quinn MG, Schuler B, et al. Hypersensitivity and idiosyncratic 
reactions to oxaliplatin. Cancer. 2003; 97: 2301-2307. 

9. Siu SW, Chan RT, Au GK, et al. Hypersensitivity reactions to oxaliplatin: 
experience in a single institute. Ann Oncol. 2006; 17: 259-261. 

10. Maindrault-Goebel F, Andre T, Tournigand C, et al. Allergic-type reactions to 
oxaliplatin: retrospective analysis of 42 patients. Eur J Cancer. 2005; 41: 
2262-2267. 

11. Gowda A, Goel R, Berdzik J, et al. Hypersensitivity reactions to oxaliplatin: 
incidence and management. Oncology. 2004; 18: 1671-1675. 

12. Brandi G, Pantaleo MA, Galli C, et al. Hypersensitivity reactions related to 
oxaliplatin (OHP). Br J Cancer. 2003; 89: 477-481. 

13. Shibata Y, Ariyama H, Baba E, et al. Oxaliplatin-induced allergic reaction in 
patients with colorectal cancer in Japan. Int J Clin Oncol. 2009; 14: 397-401. 

14. Seki K, Senzaki K, Tsuduki Y, et al. Multicenter trial on hyper-sensitivity 
reactions following treatment with FOLFOX regimens. Jpn J Pharm Health 
Care Sci. 2008; 34: 919-926.  

15. Seki K, Senzaki K, Tsuduki Y, et al. Risk Factors for Oxaliplatin-Induced 
Hypersensitivity Reactions in Japanese Patients with Advanced Colorectal 
Cancer. Int J Med Sci. 2011; 8: 210-215.  

16. Colgan SM, Mukherjee S, Major P, et al. Hypoxia-induced lactate dehydro-
genase expression and tumor angiogenesis. Clin.Colorectal.Cancer. 2007; 6: 
442-446.  

17. Koukourakis MI, Giatromanolaki A, Sivridis E, et al. Tumour and Angiogen-
esis Research Group: Lactate dehydrogenase-5 (LDH-5) overexpression in 
non-small-cell lung cancer tissues is linked to tumour hypoxia, angiogenic 
factor production and poor prognosis. Br J Cancer. 2003; 89: 877-885. 

18. Koukourakis MI, Giatromanolaki A, Simopoulos C, et al. Lactate dehydro-
genase 5 (LDH5) relates to up-regulated hypoxia inducible factor pathway and 
metastasis in colorectal cancer. Clin.Exp.Metastasis. 2005; 22: 25-30.  

19. Koukourakis MI, Giatromanolaki A, Harris AL, et al. Comparison of metabolic 
pathways between cancer cells and stromal cells in colorectal carcinomas: a 
metabolic survival role for tumor-associated stroma. Cancer Res. 2006; 66: 
632-637.  

20. Koukourakis MI, Giatromanolaki A, Sivridis E, et al. Lactate dehydrogenase 5 
expression in operable colorectal cancer: strong association with survival and 
activated vascular endothelial growth factor pathway--a report of the Tumour 
Angiogenesis Research Group. J.Clin.Oncol. 2006; 24: 4301-4308.  

21. Hersey P, Watts RN, Zhang XD, et al. Metabolic approaches to treatment of 
melanoma. Clin.Cancer Res. 2009; 15: 6490-6494.  

22. Sturgeon CM, Duffy MJ, Stenman UH, et al. National Academy of Clinical 
Biochemistry laboratory medicine practice guidelines for use of tumor mark-
ers in testicular, prostate, colorectal, breast, and ovarian cancers. Clin.Chem. 
2008; 54: e11-79.  

23. Colovic N, Tomin D, Vidovic A, et al. Pretreatment prognostic factors for 
overall survival in primary resistant acute myeloid leukemia. Biomed Phar-
macother. 2012; 66: 578-582. 

24. Culine S. Prognostic factors in unknown primary cancer. Semin.Oncol. 2009; 
36: 60-64.  

25. Piccaluga PP, Agostinelli C, Gazzola A, et al. Prognostic markers in peripheral 
T-cell lymphoma. Curr.Hematol.Malig.Rep. 2010; 5: 222-228.  

26. Syrigou E, Syrigos K, Saif MW. Hypersensitivity reactions to oxaliplatin and 
other antineoplastic agents. Curr Allergy Asthma Rep. 2008; 8: 56-62. 

27. Eng C. Toxic effects and their management: daily clinical challenges in the 
treatment of colorectal cancer. Nat Rev Clin Oncol. 2009; 6: 207-218. 

28. Makrilia N, Syrigou E, Kaklamanos I, et al. Hypersensitivity reactions associ-
ated with platinum antineoplastic agents: a systematic review. Met Based 
Drugs. 2010; pii:20708. 

29. Lee C, Gianos M, Klaustermeyer WB. Diagnosis and management of hyper-
sensitivity reactions related to common cancer chemotherapy agents. Ann 
Allergy Asthma Immunol. 2009; 102: 179-187. 

30. Stone KD, Prussin C, Metcalfe DD. IgE, Mast Cells, Basophils, and Eosino-
phils. J Allergy Clin Immunol. 2010; 125: 73-80. 



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


