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Multiple primary lung cancers (MPLCs) are that patients with lung cancer may present with
two primary tumors at the same time (synchronous multiple primary lung cancer, SMPLC)
or may develop a second, metachronous primary lung cancer after treatment of the initial
lesion. Currently, there are no definitive guidelines for the diagnosis and treatment of
multiple primary lung cancers. Herein, we report a case of double primary lung cancers
with ALK rearrangement. The patient was treated with chemotherapy, targeted therapy,
and radiotherapy. After these treatments, the patient was free of locally recurrent or distant
disease at 2 years.
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INTRODUCTION

We report a case of double primary lung cancers (DPLCs) with ALK rearrangement and review the
literature. The patient has provided her written informed consent for the publication of this
manuscript and any identifying images or data. DPLC is one type of MPLC. MPLC is divided into
synchronous MPLC (sMPLC) and metachronous MPLC (mMPLC). As the incidence of lung cancer
soars, the diagnoses of patients with multiple primary lung cancers (MPLCs) increase (1, 2). Martini
and Antakli et al. (3, 4) proposed the clinical and pathological diagnostic criteria of MPLCs.
Furthermore, if MPLC is isolated and has no distant metastasis, surgical resection is still necessary
(5). Therefore, invasive mediastinal staging and extrathoracic imaging (head computed
tomography/magnetic resonance plus whole-body positron emission tomography or abdominal
computed tomography plus bone scan) are recommended for patients with tumors located at
different lung lobes.

Multiple primary lung cancers have many characteristics, one of which is that the focus has
different histologic types or different molecular genetic characteristics or arises separately from foci
of carcinoma in situ (3, 5), which provides us with a lot of help for the diagnosis of multiple primary
lung cancers in the future. With the discovery of immunohistochemistry and genetic testing, the
probability of multiple primary lung cancer detection increases gradually. In order to diagnose lung
tumors, especially in cases with similar histopathological types, we can evaluate them by means of
genotype or immunoassay, such as epidermal growth factor receptor (EGFR) and tumor protein 53
(TP53). It can provide not only evidence for diagnosis but also direction for follow-up treatment (6).
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CASE PRESENTATION

On April 8, 2019, a 56-year-old woman visited our hospital for
chronic persistent cough. The patient’s symptoms lasted for 2
weeks without sputum or chest suffocation. Physical examination
revealed an enlarged right-sided supraclavicular lymph, with a
diameter of 2 cm, toughness, and an unclear boundary with the
surrounding area. The respiratory sound of both lungs was
normal. The patient had a family history of cancer, with his
father dying of liver cancer and his mother suffering from bile
duct cancer. Contrast-enhanced computed tomography (CT) of
the chest showed mass in the lower lobe of the left lung and the
right lower lung, which suggested that lung cancer might be
considered (Figures 1A–D). On April 9, 2019, a lymph node
biopsy was performed under ultrasound guidance, and the
pathologic results showed small cell lung cancer (SCLC)
(Figures 2A–I). Later, on April 15, 2019, positron emission
tomography/computed tomography (PET/CT) showed positive
lesions in the right lower lobe, mediastinal soft tissue, left lower
lobe, bilateral hilum, and other sites (Figure 3).

According to American Joint Committee on Cancer (AJCC)/
Union for International Cancer Control (UICC) 8th Tumor Node
Metastasis (TNM) staging classification, the patient was initially
diagnosed with extensive small cell lung carcinoma (ES-SCLC),
which was defined as clinical stage T2aN3M1 and Siewert type IV.
Moreover, according to the 2019 National Comprehensive Cancer
Network (NCCN) guidelines for SCLC, chemotherapy is the first
recommendation. Ruling out the taboo of chemotherapy fromApril
2019 to May 2019, the patient received 2 cycles of EP chemotherapy
regimen with etoposide 100 mg/m2 on days 1–3 and cisplatin 25
mg/m2 on days 1–3 in each 3-week period. After 2 cycles of
chemotherapy, the efficacy was evaluated as partial response (PR)
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(Figure 4). However, a chest CT taken onMay 24, 2019, showed no
significant change in the left mass, implying the difference in
histological types between the left and right. Therefore, on May
27, 2019, a puncture biopsy of the left lung mass was performed.
The pathology showed a low differentiated carcinoma, consistent
with adenocarcinoma, with the possibility of complex carcinoma
(Figure 5). Additional lung cancer common genetic testing with
next-generation sequencing (NGS) indicated fusion of EML4 and
ALK. Therefore, we modify the diagnosis of the patient with a
terminal SCLC in the lower lobe of the right lung (cT2aN3M0, IIIB)
and ALK mutation adenocarcinoma of the lower lobe of the left
lung (cT4N2M0 IIIB, ALK mutation). According to the NCCN and
Chinese Society of Clinical Oncology (CSCO) guidelines in 2019, we
reformulated the treatment plan: 1) oral targeted drug treatment
(crizotinib, 250 mg bid.); 2) continuous EP chemotherapy regimen;
and 3) sequential radiotherapy (from July 19 to August 23, 2019).
Sequential radiotherapy began after 4 cycles of chemotherapy.
Moreover, the efficacy of the right lung (SCLC) after a 4-cycle
chemotherapy was evaluated as PR. The patient received proton
radiotherapy (4,500 cGy in total) for the tumors in the right lower
lobe, mediastinum, and right supraclavicular lymph node area and
then was treated by 6-MV X-ray arc intensity modulation (2,250
cGy) from July 19 to August 23, 2019. The fifth-cycle chemotherapy
was completed on July 11, 2019. The efficacy of crizotinib and
radiotherapy was evaluated. According to the abnormal signals in
the left frontal lobe and cerebellar hemispheres shown by brain
enhancement magnetic resonance (MR) (Figures 6A1, B1), the
possibility of metastases was considered to be high. Just through
FIGURE 1 | Chest CT of the patient before treatment: (A–D) show the range
of lesions, respectively.
FIGURE 2 | Results of the first puncture: (A) Microphotographs of small cell
lung cancer; (B–I) thymic carcinoma with immunohistochemistry for CD56,
CK, Syn, LCA, Ki67, P40, TTF-1, CgA.
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imaging, we cannot judge where the brain metastases lesion came
from, and both small cell lung cancer and lung adenocarcinoma
with ALK-EML4 are possible. Fortunately, the patient has no
symptoms of craniocerebral metastasis, and non-radiotherapy for
intervention was considered. As we have known, the low
concentration of cerebrospinal fluid is the common cause of
crizotinib treatment failure. Moreover, some studies (7, 8) have
Frontiers in Oncology | www.frontiersin.org 3
shown that alectinib has a better effect on craniocerebral metastasis
than crizotinib, so we chose alectinib. A month later, we rechecked
the brain enhancement MR (Figures 6A2, B2) and found that the
lesions did not shrink and there were new lesions. Therefore, we
FIGURE 5 | Result of the second puncture: lung adenocarcinoma.
FIGURE 6 | (A1, B1) are before treatment of alectinib, (A2, B2) are after
treatment of alectinib.
FIGURE 3 | The lesions on positron emission tomography/computed
tomography (PET/CT).
FIGURE 4 | The efficacy was evaluated as partial response (PR): (a1, b1)
were before treatment, (a2, b2) were after 2 cycles of treatment.
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considered that the brain’s metastases might be from SCLC.
Therefore, the patient underwent a 6-MV X-ray whole-brain arc
intense-modulated radiotherapy; the metastatic tumor increased
starting from July 19, 2019, to August 23, 2019. At the subsequent 2-
year follow-up after completion of radiotherapy, this patient was
without evidence of locally recurrent or distant disease.
DISCUSSION

Clinically, MPLCs are commonly seen as adenocarcinoma, which
often need to be identified with intrapulmonary metastasis (IM) of
lung cancer, and the treatment methods of the two are completely
different. Studies found that there was a significant difference in
prognosis betweenMPLC and IM. Therefore, it is very important to
identify MPLCs, especially sMPLC and IM. In differentiating
MPLCs from IM, we can use histopathology, imaging, and
molecular genetics. In general, MPLCs have different histological
types and have different in situ carcinogens, while IM has the same
histological type and the same origin. In addition, we can also
distinguish between the two based on imaging results (9, 10).
Currently, most of the MPLCs reported are mainly multifocal
adenocarcinoma, and there are few cases like the one in this case,
which is also the unique feature of this case.

In the diagnosis of MPLCs, we still need to distinguish it from
combined small cell lung cancer (c-SCLC). C-SCLC is defined by
the World Health Organization (WHO) as SCLC combined with
additional components that consist of any of the histological types
of NSCLC, such as usually adenocarcinoma (ADC), squamous-cell
carcinoma (SCC), large-cell carcinoma (LCC), large-cell
neuroendocrine carcinoma (LCNEC), or less commonly spindle-
cell carcinoma or giant-cell carcinoma (11–15). C-SCLC generally
occurs in the same lobe and is mostly interrelated, while multiple
primary lung cancers are more likely to occur in different lobes or in
different lungs. In this case, two lesions were located in two different
lung lobes. During the treatment, different therapeutic effects
suggest that the pathological sources of two lesions may be
different, and the second biopsy confirmed our hypothesis.
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At present, there is still no unified understanding of the
treatment of MPLCs. However, the treatment principles of
MPLCs in domestic and foreign literature are consistent, and they
all believe that as long as there is no absolute contraindication, active
local treatment based on surgery should be carried out, combined
with the multidisciplinary comprehensive treatment mode of
adjuvant radiotherapy and chemotherapy (16–18). Advanced
MPLC patients can be treated with radiotherapy, chemotherapy,
targeted therapy, interventional therapy, immunotherapy, best
support therapy, and other palliative treatments. In this case,
multiple mediastinal and supraclavicular lymph node metastases
suggest that the disease is at least locally advanced, regardless of the
pathological type, so surgery was not one of the first choices.
Referring to the 2019 NCCN guidelines and CSCO guidelines,
combined with the specific condition of the patient, we adopted
chemotherapy for SCLC, TKI-targeted drugs for ALK
rearrangement adenocarcinoma, and sequential radiotherapy for
right lung lobe lesion, mediastinum, supraclavicular lymph node,
and brain (Figure 7). Furthermore, in the whole course of
treatment, the patient also had some treatment-related adverse
reactions, such as grade 1 nausea and vomiting, grade 1 bone
marrow suppression, and grade 2 radiation pneumonia.
Methylprednisolone was used to treat radioactive pneumonia.
Through symptomatic treatment, the patient achieved a good
quality of life.

Compared to other cases of MPLCs, our case has a unique
feature. In this case, the origin of the brain metastasis (BM) is a
matter of consideration, because it determines the treatment
plan. Some studies (11, 19, 20) showed that the incidence of BM
in NSCLC patients is 30%–40%, and lung cancer is responsible
for approximately 50% of all BM. However, the molecular
mechanism of BM in lung cancer is still unclear and may be
related to the interaction of the blood–brain barrier, cancer stem
cells, lung cancer cells, and brain microenvironment (21). Brain
radiotherapy is the best treatment for SCLC patients with brain
metastasis, and small molecule targeted drugs are another choice
for NSCLC patients with gene mutation (11, 22–24). In our case,
we cannot estimate where the brain metastases came from just
according to MR imaging. Moreover, the patient has no
FIGURE 7 | Flow chart of patient treatment.
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symptoms of craniocerebral metastasis; therefore, we have time
to choose another TKI drug, alectinib. Several studies have
shown that alectinib has a better effect on craniocerebral
metastasis than crizotinib. It is a pity that after a 1-month
treatment of alectinib, the craniocerebral lesions did not shrink
and new lesions appeared. At this time, we highly suspected that
the craniocerebral lesions might be from SCLC. Then, brain
radiation was given to the patient and the BM was reduced.
Diagnosis and treatment complement each other. Only when the
diagnosis is clear can the right medicine be applied.
CONCLUSION

In conclusion, diagnosis is the first priority for the treatment of
diseases. With the discovery of driver mutations in lung
adenocarcinoma (ADC), next-generation sequencing (NGS)
would provide an explicit answer to the key question, whether
individual tumors represent intrapulmonary metastases or
independent tumors. Only when the diagnosis is correct can
we choose the right treatment method and benefit patients more.
Moreover, whether the disease is rare or common, patients
benefit from systematic treatment. For some rare diseases, we
should start with diagnosis, progress step by step, and overcome
them one by one. Further study is warranted for the diagnosis
and treatment of MPLCs.
Frontiers in Oncology | www.frontiersin.org 5
DATA AVAILABILITY STATEMENT

The original contributions presented in the study are included in
the article/supplementary material. Further inquiries can be
directed to the corresponding author.
ETHICS STATEMENT

The studies involving human participants were reviewed and
approved by the Ethics Committee of Affiliated Hospital of
Qingdao University Affiliated Hospital of Qingdao University.
The patients/participants provided their written informed
consent to participate in this study. Written informed
consent was obtained from the individual(s) for the
publication of any potentially identifiable images or data
included in this article.
AUTHOR CONTRIBUTIONS

WJ, YZ, and FL contributed to the conception and design of
the study. QQ and YX organized the database. ZH and WX
wrote the first draft of the manuscript. All authors contributed
to the manuscript revision and read and approved the
submitted version.
REFERENCES

1. Vazquez M, Carter D, Brambilla E, Gazdar A, Noguchi M, Travis WD, et al.
Solitary and Multiple Resected Adenocarcinomas After CT Screening for
Lung Cancer: Histopathologic Features and Their Prognostic Implications.
Lung Cancer (Amsterdam Netherlands) (2009) 64:148–54. doi: 10.1016/
j.lungcan.2008.08.009

2. Tanvetyanon T, Boyle TA. Clinical Implications of Genetic Heterogeneity in
Multifocal Pulmonary Adenocarcinomas. J Thorac Dis (2016) 8:E1734–8. doi:
10.21037/jtd.2016.12.06

3. Martini N, Melamed MR. Multiple Primary Lung Cancers. J Thorac
Cardiovasc Surg (1975) 70:606–12. doi: 10.1016/S0022-5223(19)40289-4

4. Antakli T, Schaefer RF, Rutherford JE, Read RC. Second Primary Lung Cancer.
Ann Thorac Surg (1995) 59:863–6. doi: 10.1016/0003-4975(95)00067-U

5. Shen KR, Meyers BF, Larner JM, Jones DR. Special Treatment Issues in Lung
Cancer: ACCP Evidence-Based Clinical Practice Guidelines (2nd Edition).
Chest (2007) 132:290s–305s. doi: 10.1378/chest.07-1382

6. Chang YL, Wu C-T, Lin S-H, Hsiao C-F, Jou Y-S, Lee Y-C. Clonality and
Prognostic Implications of P53 and Epidermal Growth Factor Receptor
Somatic Aberrations in Multiple Primary Lung Cancers. Clin Cancer Res
(2007) 13:52–8. doi: 10.1158/1078-0432.CCR-06-1743

7. Khan M, Lin J, Liao G, Tian Y, Liang Y, Li R, et al. ALK Inhibitors in the
Treatment of ALK Positive NSCLC. Front Oncol (2018) 8:557. doi: 10.3389/
fonc.2018.00557

8. Kong X, Pan P, Sun H, Xia H, Wang X, Li Y, et al. Drug Discovery Targeting
Anaplastic Lymphoma Kinase (ALK). J Med Chem (2019) 62:10927–54. doi:
10.1021/acs.jmedchem.9b00446

9. Alberts WM. Introduction: Diagnosis and Management of Lung Cancer:
ACCP Evidence-Based Clinical Practice Guidelines (2nd Edition). Chest
(2007) 132:20s–2s. doi: 10.1378/chest.07-1345

10. Alberts WM. Diagnosis and Management of Lung Cancer Executive
Summary: ACCP Evidence-Based Clinical Practice Guidelines (2nd
Edition). Chest (2007) 132:1s–19s. doi: 10.1378/chest.07-1860
11. Travis WD. The 2015 WHO Classification of Lung Tumors. Pathologe (2014)
35 Suppl 2:188. doi: 10.1007/s00292-014-1974-3

12. Kozower BD, Larner JM, Detterbeck FC, Jones DR. Special Treatment Issues
in Non-Small Cell Lung Cancer: Diagnosis and Management of Lung
Cancer, 3rd Ed: American College of Chest Physicians Evidence-Based
Clinical Practice Guidelines. Chest (2013) 143:e369S–99S. doi: 10.1378/
chest.12-2362

13. Ettinger DS, Wood DE, Akerley W, Bazhenova LA, Borghaei H, et al. NCCN
Guidelines Insights: Non-Small Cell Lung Cancer, Version 4.2016. J Natl
Compr Canc Netw (2016) 14:255–64. doi: 10.6004/jnccn.2016.0031

14. Hirsch FR, Osterlind K, Hansen HH. The Prognostic Significance of
Histopathologic Subtyping of Small Cell Carcinoma of the Lung
According to the Classification of the World Health Organization. A
Study of 375 Consecutive Patients. Cancer (1983) 52:2144–50. doi:
10.1002/1097-0142(19831201)52:11<2144::AID-CNCR2820521128>3.
0.CO;2-N

15. Babakoohi S, Fu P, Yang M, Linden PA, Dowlati A. Combined SCLC Clinical
and Pathologic Characteristics. Clin Lung Cancer (2013) 14:113–9. doi:
10.1016/j.cllc.2012.07.002

16. Zuin A, Andriolo LG, Marulli G, Schiavon M, Nicotra S, Calabrese F, et al. Is
Lobectomy Really More Effective Than Sublobar Resection in the Surgical
Treatment of Second Primary Lung Cancer? Eur J Cardiothorac Surg (2013)
44:e120–5; discussion.e125. doi: 10.1093/ejcts/ezt219

17. BaeMK, Byun CS, Lee CY, Lee JG, Park IK, Kim DJ, , et al. The Role of Surgical
Treatment in Second Primary Lung Cancer.Ann Thorac Surg (2011) 92:256–62.
doi: 10.1016/j.athoracsur.2011.02.034

18. Ishikawa Y, Nakayama H, Ito H, Yokose T, Tsuboi M, Nishii T, et al. Surgical
Treatment for Synchronous Primary Lung Adenocarcinomas. Ann Thorac
Surg (2014) 98:1983–8. doi: 10.1016/j.athoracsur.2014.07.006

19. Wang H, Wang Z, Zhang G, Zhang M, Zhang X, Li H, et al. Driver Genes as
Predictive Indicators of Brain Metastasis in Patients With Advanced NSCLC:
EGFR, ALK, and RET Gene Mutations. Cancer Med (2020) 9:487–95. doi:
10.1002/cam4.2706
May 2022 | Volume 12 | Article 897451

https://doi.org/10.1016/j.lungcan.2008.08.009
https://doi.org/10.1016/j.lungcan.2008.08.009
https://doi.org/10.21037/jtd.2016.12.06
https://doi.org/10.1016/S0022-5223(19)40289-4
https://doi.org/10.1016/0003-4975(95)00067-U
https://doi.org/10.1378/chest.07-1382
https://doi.org/10.1158/1078-0432.CCR-06-1743
https://doi.org/10.3389/fonc.2018.00557
https://doi.org/10.3389/fonc.2018.00557
https://doi.org/10.1021/acs.jmedchem.9b00446
https://doi.org/10.1378/chest.07-1345
https://doi.org/10.1378/chest.07-1860
https://doi.org/10.1007/s00292-014-1974-3
https://doi.org/10.1378/chest.12-2362
https://doi.org/10.1378/chest.12-2362
https://doi.org/10.6004/jnccn.2016.0031
https://doi.org/10.1002/1097-0142(19831201)52:11%3C2144::AID-CNCR2820521128%3E3.0.CO;2-N
https://doi.org/10.1002/1097-0142(19831201)52:11%3C2144::AID-CNCR2820521128%3E3.0.CO;2-N
https://doi.org/10.1016/j.cllc.2012.07.002
https://doi.org/10.1093/ejcts/ezt219
https://doi.org/10.1016/j.athoracsur.2011.02.034
https://doi.org/10.1016/j.athoracsur.2014.07.006
https://doi.org/10.1002/cam4.2706
https://www.frontiersin.org/journals/oncology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/oncology#articles


Huimin et al. MPLC: A Case Report and Literature Review
20. Saad AG, Yeap BY, Thunnissen FBJM, Pinkus GS, Pinkus JL, Loda M, et al.
Immunohistochemical Markers Associated With Brain Metastases in Patients
With Nonsmall Cell Lung Carcinoma. Cancer (2008) 113:2129–38. doi:
10.1002/cncr.23826

21. Yousefi M, Bahrami T, Salmaninejad A, Nosrati R, Ghaffari P, Ghaffari SH,
et al. Lung Cancer-Associated Brain Metastasis: Molecular Mechanisms and
Therapeutic Options. Cell Oncol (Dordr) (2017) 40:419–41. doi: 10.1007/
s13402-017-0345-5

22. Mok TS, Wu Y-L, Thongpraser S, Yang C-H, Chu D-T, Saijo N, et al. Gefitinib
or Carboplatin-Paclitaxel in Pulmonary Adenocarcinoma. N Engl J Med
(2009) 361:947–57. doi: 10.1056/NEJMoa0810699

23. Soda M, Choi YL, Enomoto M, Takada S, Yamashita Y, Ishikawa S, et al.
Identification of the Transforming EML4-ALK Fusion Gene in Non-Small-
Cell Lung Cancer. Nature (2007) 448:561–6. doi: 10.1038/nature05945

24. Ebben JD, You M. Brain Metastasis in Lung Cancer: Building a Molecular and
Systems-Level Understanding to Improve Outcomes. Int J Biochem Cell Biol
(2016) 78:288–96. doi: 10.1016/j.biocel.2016.07.025
Frontiers in Oncology | www.frontiersin.org 6
Conflict of Interest: The authors declare that the research was conducted in the
absence of any commercial or financial relationships that could be construed as a
potential conflict of interest.

Publisher’s Note: All claims expressed in this article are solely those of the authors
and do not necessarily represent those of their affiliated organizations, or those of
the publisher, the editors and the reviewers. Any product that may be evaluated in
this article, or claim that may be made by its manufacturer, is not guaranteed or
endorsed by the publisher.

Copyright © 2022 Huimin, Xueting, Qi, Lingxin, Xue, Zhuang and Jing. This is an
open-access article distributed under the terms of the Creative Commons Attribution
License (CC BY). The use, distribution or reproduction in other forums is permitted,
provided the original author(s) and the copyright owner(s) are credited and that the
original publication in this journal is cited, in accordance with accepted academic
practice. No use, distribution or reproduction is permitted which does not comply with
these terms.
May 2022 | Volume 12 | Article 897451

https://doi.org/10.1002/cncr.23826
https://doi.org/10.1007/s13402-017-0345-5
https://doi.org/10.1007/s13402-017-0345-5
https://doi.org/10.1056/NEJMoa0810699
https://doi.org/10.1038/nature05945
https://doi.org/10.1016/j.biocel.2016.07.025
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/oncology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/oncology#articles

	Multiple Primary Lung Cancers With ALK Rearrangement: A Case Report and Literature Review
	Introduction
	Case Presentation
	Discussion
	Conclusion
	Data Availability Statement
	Ethics Statement
	Author Contributions
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /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 /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages false
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 1
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /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 false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /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 false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /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 <<
    /ENU (T&F settings for black and white printer PDFs 20081208)
  >>
  /ExportLayers /ExportVisibleLayers
  /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
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName ([High Resolution])
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks true
      /IncludeHyperlinks true
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


