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Abstract: Chronic myeloid leukemia (CML) is characterized by a Philadelphia chromosome 

which contains an oncogene, bcr-abl. This oncogene encodes a tyrosine kinase which is consti-

tutively activated. Imatinib, a tyrosine kinase inhibitor (TKI), has been widely used in the treat-

ment of CML. Dasatinib and nilotinib were recently approved for the treatment of CML. Other 

TKIs, such as bosutinib, erlotinib, and sunitinib, are under study for the treatment of CML as 

well as other hematologic and solid malignancies. Skin rash has been reported as one of the 

most common side effects of the TKIs. Here we present a case of severe skin rash together 

with unusual symptoms of high fever and diarrhea induced by imatinib in a CML patient. The 

dermatologic toxicities from a variety of tyrosine kinase inhibitors are reviewed and general 

principles of management are also discussed.
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Introduction
Chronic myeloid leukemia (CML) is a myeloproliferative disorder involving the 

clonal expansion of transformed hematopoietic progenitor cells. It is characterized 

by a reciprocal translocation between the long arms of chromosomes 9 and 22 which 

generate the Philadelphia chromosome (Ph) (Faderl et al 1999). This leads to formation 

of the Bcr-Abl oncogene which encodes the Bcr-Abl protein, leading to constitutive 

activation of the Abl tyrosine kinase (Nowell 2007). Imatinib mesylate, the fi rst selec-

tive tyrosine kinase inhibitor targeting Bcr-Abl protein, has shown clinical effi cacy 

in the treatment of CML by inducing complete remission and decreased mortality of 

CML patients. Since the approval of imatinib in 2001, dasatinib and nilotinib have 

been approved for use in imatinib-resistant or -intolerant CML cases (Madhusudan and 

Ganesan 2004; Ottmann et al 2005; Kantarjian et al 2006). Numerous other tyrosine 

kinase inhibitors (including anti-EGFRs and anti-VEGFRs) are under study for the 

treatment of hematologic and solid tumor malignancies. The most common side effects 

of these kinase inhibitors include myelosuppression, nausea, vomiting, diarrhea, and 

skin rashes (Schwab 2006). Here we report a case of severe, diffuse body rash together 

with unusual symptoms of fever and diarrhea in a patient with newly diagnosed CML 

after treatment with imatinib.

Case report
A 77-year-old female was found to have elevated white blood cell count (WBC) count 

on routine physical examination with lab tests. Her past medical history includes osteo-

porosis, Meniere’s disease, hypercholesterolemia, cholecystectomy, and appendectomy. 
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She has a history of allergy to codeine and clarithromycin. 

She had normal functional status at the fi rst offi ce visit. 

Physical examination was unremarkable with no palpable 

hepatosplenomegaly or lymphadenopathy. Her WBC count 

was 31,500/μL, hemoglobin was 12.5 gm/dL, hematocrit 

was 37.2%, and platelet count was 415,000/μL. Bone 

marrow revealed myeloid hyperplasia, and all metaphases 

had karyotype of t(9; 22) translocation. There were less than 

1% of myeloblasts and 19% promyelocytes. A diagnosis of 

CML in chronic phase was established. She was started on 

imatinib (Gleevec) 400 mg daily. 12 days after initiation of 

imatinib, she presented to the clinic complaining of profound 

malaise, progressive weight loss, high fever to 103 ºF (39 ºC), 

nausea, vomiting, and generalized skin rashes with no arthral-

gia or arthritis (Figure 1). The rashes were patchy, and papu-

lomacular in shape involving trunk and all extremities. At that 

time, WBC count was 35,700/μL with no eosinophilia. She 

was admitted to the Westchester Medical Center and con-

tinued to have high fevers. Imatinib was discontinued. 

The patient was treated with vancomycin and ceftazidime. 

All microbiologic cultures were repeatedly negative. 

Other infectious etiologies were also ruled out (including 

Lyme disease, Ehrlichiosis, and babesiosis). Fever, diar-

rhea, and rashes subsequently resolved after 4 days. At the 

outpatient evaluation one week later, the patient remained 

well with no residual symptoms. Imatinib 400 mg daily was 

resumed. Within hours of the fi rst dose, the patient experi-

enced recurrent fever, chills and similar rashes. Skin biopsy 

was not performed. Imatinib was immediately stopped and 

rash again resolved later. Her blood count at 2-week follow 

up evaluation revealed WBC 6,200, hemoglobin 10.4 and 

platelets 433,000. Bone marrow re-evaluation showed 1% 

blast and Ph+ in 14 out of 20 cells examined (70% Ph+). She 

was then enrolled in investigational studies (the result will 

be published separately) (Gontarewicz et al 2007; Paquette 

et al 2007; Tauchi et al 2007).

Discussion
The current case had grade 4 toxicity including skin rashes 

as well as high fever, vomiting, and diarrhea leading to dehy-

dration after ingestion of imatinib. DRESS syndrome (drug 

rash/reaction with eosinophilia and systemic symptoms, 

Figure 1 Skin rashes after ingestion of imatinib. The rashes were patchy and papulomacular in shape.
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drug hypersensitivity syndrome) is among the differential 

diagnosis (Sullivan and Shear 2001), even though this case 

does not have the full features of the syndrome due to the 

absence of internal organ damage (hepatitis) and eosinophilia. 

It has been shown that imatinib is responsible for grade 1–2 

skin rashes in 30% to 40% of the patients (O’Brien et al 2003; 

Druker et al 2006). Although rare vasculitis and Stevens-

Johnson syndrome have been reported in a few cases, skin 

rash associated with imatinib is generally mild, and is most 

often characterized by macropapular lesions occurring most 

prominently on the forearms, trunk, and occasionally on the 

face (Guilhot 2004). Grade 3–4 rash was seen in 2% to 5% 

of patients in 2 studies (O’Brien et al 2003; Guilhot 2004). 

Severe grade 4 toxicities including skin, GI, and high fever 

in a single patient has not been reported. Hair depigmentation 

and periorbital edema are two other cutaneous abnormalities 

associated with imatinib (Robert et al 2005).

As small molecules of tyrosine kinase inhibitors gradually 

arise as treatments for patients with CML and other malig-

nancies, the safety of these drugs becomes an important issue. 

The dermatologic side effects of dasatinib were observed in 

START A, B, C and L trials in a total of 789 patients with 

CML of all phases (Anon 2006). Lower incidence of skin 

rash (11% and 15%) was found in patients with blast crisis 

(myeloid and lymphoid, respectively), compared with 22% 

and 27% of the patients with accelerated and chronic phases 

of CML (Anon 2006). Most of these rashes were grade 

1–2. A rare presentation of painful subcutaneous nodules 

with overlying erythema (panniculitis) was described in 

two patients with chronic phase CML resistant to imatinib 

(Assouline et al 2006). In both cases, no cutaneous side 

effects were noticed during previous imatinib treatment 

(Assouline et al 2006). Nilotinib yields comparable results of 

rash occurrence with dasatinib and it is sometimes associated 

with dry skin. Another promising option for CML patients 

who are resistant to imatinib is bosutinib (SKI-606). In one 

of the clinical trials in patients with CML or ALL, grade 

1–2 rashes were noticed in 13% of the patients and grade 

3–4 rashes were found in 6% of the patients (Gambacorti-

Passerini et al 2007).

Epidermal growth factor receptor (EGFR) inhibitors, 

eg, erlotinib, gefi tinib, panitumumab, are well known to 

induce dramatic skin rashes and other characteristic cutane-

ous changes such as curling of hair and eyelashes, periun-

gual paronychia, and xerosis (Agero et al 2006). Tyrosine 

kinase inhibitors, including the Bcr-Abl kinase inhibitors 

imatinib and dasatinib, generate milder and less signifi cant 

skin/cutaneous side effects. It appears that the cutaneous 

side effects of Bcr-Abl kinase inhibitors are rather different 

from those of EGFR inhibitors in terms of distribution and 

morphology (Table 1). The rash associated with erlotinib usu-

ally ranges from simple infl ammatory papules and pustules 

on the scalp, face, neck and upper trunk (previously termed 

“acne-like, acneiform”), to unusual vasculitis (Agero et al 

2006). Incidence of mild-moderate (grade 1–2) skin rash 

was reported from 59% to 82% (Hidalgo et al 2001; Segaert 

and Van Cutsen 2005; Journagan and Obadiab 2006). More 

severe forms such as hemorrhagic-necrotic type leuko-

cytoclastic vasculitis were described in two patients with 

advanced hepatocellular carcinoma and metastatic pancreatic 

cancer treated with erlotinib (Boeck et al 2007). Paronychia 

infl ammation, curly hair and eyelashes (Agero et al 2006), 

xerosis (Agero et al 2006), and frontal alopecia (Robert et al 

2005) were also frequently described.

Hand-foot syndrome (HFS), synonymous with hand-foot 

skin reaction and palmar-plantar erythrodysesthesia, is a 

distinct cutaneous manifestation associated with sorafenib, 

sunitinib, and lapatinib (Adams and Leggas 2007; Chu et al 

2007; Strumberg et al 2007). Approximately 13% and 18% 

of patients experienced grade 1–2 HFS, and 4% and 8% of 

patients experience grade 3–4 HFS during the course of 

sunitinib and sorafenib treatment, respectively (Adams and 

Leggas 2007; Strumberg et al 2007). HFS appears to occur 

more often when lapatinib and capecitabine were combined 

(Chu et al 2007). It is likely that capecitabine contributes to 

the development of HFS, which has already been shown to 

be a dose-limiting toxicity of capecitabine (Gressett et al 

2006). In addition to alopecia and splinter subungual hemor-

rhages, which are induced by both sorafenib and sunitinib 

in a subgroup of patients, sunitinib can also lead to skin 

discoloration (Robert et al 2005; Adams and Leggas 2007). 

Similar to imatinib, hair depigmentation and periorbital 

edema are also seen with sunitinib treatment (Robert et al 

2005; Adams and Leggas 2007).

Although skin rash occurs quite often during treat-

ment with tyrosine kinase inhibitors, there are insuffi cient 

evidence-based data to establish guideline on the manage-

ment of this side effect. Due to their substantial clinical 

benefi t, continuation of therapy is preferred while the skin 

rash and other side effects are aggressively managed. In these 

cases, topical antiseptics, topical antibiotics (eg, 1% clinda-

mycin), and topical steroids have been used (Agero et al 2006 

Tsai et al 2006). Topical immunomodulatory agents such as 

pimecrolimus have also been used occasionally (Agero et al 

2006). In more severe situations, systemic antibiotics may 

be necessary since Staphylococcus aureus may supervene, 
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causing secondary bacterial infection (Agero et al 2006). 

Oral tetracycline 250 mg 4 times daily or minocycline 

100 mg two times daily appears to be a suitable regimen 

(Agero et al 2006). Short-term systemic steroids may also be 

very useful, especially in patients with grade 3 or 4 rashes. 

The acceptable strategy is initial dose reduction or inter-

ruption, followed by either reinitiation of kinase inhibitors 

with concomitant short-term steroids therapy. It appears 

30 mg or 50 mg prednisone per day for two weeks offered 

good protection (Rule et al 2002; Assouline et al 2006). The 

prednisone can be gradually tapered off (Rule et al 2002) or 

to a maintenance dose of 5 mg per day for the duration of the 

course of treatment (Assouline et al 2006), depending on the 

likelihood of recurrence of skin rash. Another strategy, which 

has been used quite often is the reinitiation with gradual dose 

escalation to the level which can be tolerated by the patients 

(Rule et al 2002; Assouline et al 2006). However, there is 

signifi cant concern about the effi cacy of lower doses of kinase 

inhibitors. Skin rash usually disappear after discontinuation 

of tyrosine kinase inhibitor. In severe cases, it will resolve 

in a couple of days with the administration of either topical 

or systemic medications.

The development of skin rash related to EGFR tyrosine 

kinase inhibitors seems to have an important implication in 

the effi cacy of the treatment. The appearance of skin rash 

in patients with non-small cell lung cancer and pancreatic 

cancer treated with erlotinib is strongly associated with 

longer survival, and the overall survival is increased with 

the rash severity (Wacker et al 2007). This leads to the 

notion that induction of skin rash by dose escalation may 

Table 1 Incidence and management of skin rash and other cutaneous side effects associated with tyrosine kinase inhibitors

Grade 1, 2 skin rash Grade 3, 4 skin rash Other cutaneous 
abnormalities

Management

Imatinib 30%–40% rash 
(Schwab, Druker)

3%–5% (Guilhot); 
2% (Schwab); Rare 
vasculitis, Stevens-Johnson 
syndrome, toxic epidermal 
necrosis (Guilhot)

Hair repigmentation 
(Roberts); periorbital 
edema (Roberts)

Initially discontinue with or without 
topical/systemic steroids; then either 
restart imatinib with concomitant 
short-term steroids therapy, or restart 
imatinib with gradual does 
escalation (Rul)

Dasatinib 27% (START-A, Anon); 
11% (START-B, Anon); 
22% (START-C, Anon); 
15% (START-L, Anon)

Panniculitis (Painful 
subcutaneous nodules 
with overlying erythema) 
(Assouline)

Discontinue, restart with concomitant 
steroids after rash resolved 
(Assouline)

Nilotinib 27% (Schwab); 
17% (Kantarjian)

�1% (5); 4% (Schwab) Dry skin

Bosutinib 13% (Gambacorti) 6% (Gambacorti)

Erlotnib 75% (package insert); 
59%–82% (Hidalgo); 
67%–79% (Segaert); 
77% (Journagan)

35%–50% (Wacker); 2.6% 
(Segaert)

Paronychia infl ammation; 
curly hair and eyelashes 
(Agero); Xerosis (Agero); 
frontal alopecia (Roberts)

Mile-mod: cont tx; severe: drying 
agents, topical antiseptics, topical 
antibiotics (clindamycin), systemic 
antibiotics (clindamycin, minocycline), 
topical steroids (tretinoin), topical 
immunomodulatory agents 
(pimecrolimus) and short term topical 
steroids or systemic steroids (Agero)

Lapatinib 26% rash; 41% HFS 
(package insert, Chu)

2% rash; 12% HFS 
(package insert, Chu)

Xerosis, pruritus, alopecia 
(package insert, Chu)

Sorafenib 18% HFS (Strumberg); 
24% rash (Strumberg)

8% HFS (Strumberg); 
2% rash (Strumberg)

18% Alopecia (Strumberg); 
splinter subungual 
hemorrhages (Roberts)

Dose reduction and interruption

Sunitinib 14% rash; 13% HFS (Adams); 
seborrheic dermatitis-like 
rash (Tsai)

1% rash (Adams); 
4% HFS (Adams)

5% alopecia; 8% hair 
depigmentation; 30% skin 
discoloration (Adams); 
periorbital edema 
(Roberts); splinter 
subungual hemorrhages 
(Roberts)

Topical 0.1% mometasone 
furoateointment and 
discontinuation of sunitinib (Tsai)

Abbreviations: Tx, therapy; HFS, hand-foot syndrome.
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correlate with higher effi cacy of tyrosine kinase inhibitors in 

the treatment of malignancies. Further understanding of the 

underlying mechanisms leading to the development of the 

rashes from different class of TKIs may assist us in fi nding 

new drug targets and modify the current therapies to a level 

of maximal effi cacy.

Acknowledgments
This study is partly supported by New York Medical College 

Blood Diseases Fund.

Disclosures
The authors have no confl icts of interest to disclose.

References
Adams VR, Leggas, M. 2007. Sunitinib malate for the treatment of metastatic 

renal cell carcinoma and gastrointestinal stromal tumors. Clin Ther, 
29:1338–53.

Agero ALC, Dusza SW, Benvenuto-Andrade C, et al. 2006. Dermatologic 
side effects associated with the epidermal growth factor receptor 
inhibitors. J Am Acad Dermatol, 55:657–70.

Anon. 2006. Results from phase II studies of dasatinib in patients with 
chronic myeloid leukaemia or Ph+ acute lymphocytic leukaemia 
with resistance or intolerance to imatinib. 11th Congress of European 
Hematology. Amsterdam, The Netherlands.

Assouline S, Laneuville P, Gambacorti-Passerini C. 2006. Panniculitis 
during dasatinib therapy for imatinib-resistant chronic myelogenous 
leukemia. N Engl J Med, 354:2623–4.

Boeck S, Wollenberg A, Heinemann V. 2007. Leukocytoclastic vasculitis 
during treatment with the oral EGFR tyrosine kinase inhibitor erlotinib. 
Ann Oncol, 18:1582–3.

Chu QSC, Schwartz G, de Bono J, et al. 2007. Phase I and pharmacokinetic 
study of lapatinib in combination with capecitabine in patients with 
advanced solid malignancies. J Clin Oncol, 25:3753–8.

Druker, BJ, Guilhot F, O’Brien SG, et al. 2006. Five-year follow-up of 
patients receiving imatinib for chronic myeloid leukemia. N Engl 
J Med, 355:2408–17.

Faderl S, Talpaz M, Estrov Z, et al. 1999. The biology of chronic myeloid 
leukemia. N Engl J Med, 341:164–72.

Gambacorti-Passerini C, Brummendorf T, Kantarjian H, et al. 2007. 
Bosutinib (SKI-606) exhibits clinical activity in patients with Phila-
delphia chromosome positive CML or ALL who failed imatinib. J Clin 
Oncol, 25(Suppl):7006.

Gontarewicz A, Balabanov S, Keller G, et al. 2007. Simultaneous target-
ing of aurora kinases and Bcr-Abl by the small molecule inhibitor 
PHA-739358 is effective in imatinib-resistant mutations including 
T315I. Blood, 110:316a #1042.

Gressett SM, Stanford BL, Hardwicke F. 2006. Management of hand-foot 
syndrome induced by capecitabine. J Oncol Pharm Pract, 12:131–41.

Guilhot F. 2004. Indications for imatinib mesylate therapy and clinical 
management. Oncologist, 9:271–81.

Hidalgo M, Siu LL, Nemunaitis J, et al. 2001. Phase I and pharmacologic 
study of OSI-774, an epidermal growth factor receptor tyrosine kinase 
inhibitor, in patients with advanced solid malignancies. J Clin Oncol, 
19:3267–79.

Journagan S, Obadiab J. 2006. An acneiform eruption due to erlotinib: 
prognostic implications and management. J Am Acad Dermatol, 
54:358–60.

Kantarjian H, Giles F, Wunderle L, et al. 2006. Nilotinib in imatinib-resistant 
CML and philadelphia chromosome – positive ALL. N Engl J Med, 
354:2542–51.

Madhusudan S, Ganesan TS. 2004. Tyrosine kinase inhibitors in cancer 
therapy. Clin Biochem, 37:618–35.

Nowell PC. 2007. Discovery of the Philadelphia chromosome: a personal 
perspective. J Clin Invest, 117:2033–5.

O’Brien SG, Guilhot F, Larson RA, et al. 2003. Imatinib compared with 
interferon and low-dose cytarabine for newly diagnosed chronic-phase 
chronic myeloid leukemia. N Engl J Med, 348:994–1004.

Ottmann O, Giles F, Wassmann B, et al. 2005. Activity of AMN107, a novel 
aminopyrimidine inhibitor of Bcr-Abl, in imatinib-resistant bcr-abl 
positive lymphoid malignancies. J Clin Oncol, 23(Suppl):3015.

Paquette RL, Shah NP, Sawyers CL, et al. 2007. PHA-739358, an aurora 
kinase inhibitor, induces clinical responses in chronic myeloid leukemia 
harboring T315I mutations of BCR-ABL. Blood, 110:312a #1030.

Robert C, Soria JC, Spatz A, et al. 2005. Cutaneous side-effects of kinase 
inhibitors and blocking antibodies. Lancet Oncol, 6:491–500.

Rule SAJ, O’Brien SG, Crossman LC. 2002. Managing cutaneous reactions 
to imatinib therapy. Blood, 100:3434–5.

Schwab C. 2006. Advances in the management of chronic myeloid leukemia 
with Abl kinase inhibitors. Oncology Briefi ngs, 4:1–3.

Segaert S, Van Cutsem E. 2005. Clinical signs, pathophysiology and man-
agement of skin toxicity during therapy with epidermal growth factor 
receptor inhibitors. Ann Oncol, 16:1425–33.

Strumberg D, Clark JW, Awada A, et al. 2007. Safety, pharmacokinetics, 
and preliminary antitumor activity of sorafenib: a review of four phase 
I trials in patients with advanced refractory solid tumors. Oncologist, 
12:426–37.

Sullivan JR, Shear NH. 2001. The drug hypersensitivity syndrome: What 
is the pathogenesis? Arch Dermatol, 137:357–64.

Tauchi T, Akahane D, Nunoda K, et al. 2007. Combined effects of a 
pan-aurora kinase inhibitor MK-0457 and dasatinib against T315I 
mutant form of BCR-ABL: in vitro and in vivo studies. Blood, 
110:247a #805.

Tsai KY, Yang CH, Kuo TT, et al. 2006. Hand-foot syndrome and seborrheic 
dermatitis-like rash induced by sunitinib in a patient with advanced 
renal cell carcinoma. J Clin Oncol, 24:5786–8.

Wacker B, Nagrani T, Weinberg J, et al. 2007. Correlation between develop-
ment of rash and effi cacy in patients treated with the epidermal growth 
factor receptor tyrosine kinase inhibitor erlotinib in two large phase III 
studies. Clin Cancer Res, 13:3913–21.

Powered by TCPDF (www.tcpdf.org)



Powered by TCPDF (www.tcpdf.org)



<<
  /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
  /CreateJDFFile false
  /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

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /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 <>
    /PTB <>
    /SUO <>
    /SVE <>
    /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


