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Summary of Literature Review

Introduction/Background

It is estimated that as many as 170,000 cancer patients per year will develop brain metastases [1]. Brain
metastases represent the most common neurologic manifestation of cancer, occurring in about 30% of cancer
patients [2], particularly those with lung cancer, breast cancer, and melanoma, who account for up to 64%, 21%,
and 16%, respectively, of patients with brain metastases [3].

Clinical [4], imaging [5], and autopsy [6] series have shown that about half of brain metastases will be single and
half will be multiple. Solitary metastatic disease refers to 1 metastasis to the brain in the setting of no other
extracranial metastatic disease. Single (or singular) metastatic disease refers to 1 metastasis in the brain in the
setting of metastatic disease elsewhere in the body. The term “multiple metastases” refers to more than 1 lesion in
the brain, with some clinicians distinguishing fewer than 4 metastases as being more favorable than 4 or greater
[7]. Among patients with multiple lesions, 70% are supratentorial, 26% are supratentorial and cerebellar, 3% are
cerebellar, and 1% are located in the brainstem [4]. The most common symptoms of brain metastases are
headache, altered mental status, and focal weakness, occurring in about one-third to one-half of patients. The next
most common symptoms include seizures and gait ataxia, which are seen in about 10%—-20% of patients [4].

Historically, whole-brain radiation therapy (WBRT) has been a standard of care in patients with multiple brain
metastases, although there have been no randomized trials showing that it offers a survival advantage over
supportive care. Of interest, the QUARTZ (Quality of Life After Treatment for Brain Metastases) trial is an
ongoing UK Medical Research Council phase III multicenter study assessing whether optimal supportive care
alone (including dexamethasone) is as effective as optimal supportive care (including dexamethasone) plus
WBRT for patients with inoperable brain metastases from non—small-cell lung cancer (NSCLC) [8]. Numerous
prospective randomized trials have looked at ways to improve outcomes in patients with multiple brain
metastases, including the use of different dose/fractionation schedules, radiation sensitizers, chemotherapy,
surgery, and stereotactic radiosurgery (SRS), and are the focus of the present review.

Prognostic Factors

The median survival time of a patient with brain metastases following WBRT is in the 4-month to 6-month range.
Certain clinical prognostic factors are associated with a better or worse outcome. The most commonly used
prognostic system is the Radiation Therapy Oncology Group” (RTOG™) recursive partitioning analysis (RPA)
classification [9]. On the basis of this analysis, patients younger than age 65 whose Karnofsky performance status
(KPS) is 270 and who have a controlled primary cancer without other systemic metastases have a median survival
time of 7.1 months. Those with a KPS <70, independent of other factors, have a median survival time of 2.3
months, whereas all other patients have a 4.2-month median survival time. Sperduto et al [10] proposed a newer
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prognostic index for brain metastases patients. They compared it to 3 other indices—including the RTOG RPA
classification—and found it to be the least subjective and most quantitative. In a subsequent analysis, Sperduto et
al [11] retrospectively analyzed 5,067 brain metastases patients and found that prognosis factors varied by
diagnosis, and this resulted in a disease-specific classification of outcomes. Out of these data, these authors
generated the Graded Prognostic Assessment (GPA), a prognostic index for patients with brain metastases to
create diagnosis-specific GPA indices. Sperduto et al [12] recently updated these diagnosis-specific GPA indices
into a single, unified, user-friendly schema to allow ease of access and use by treating physicians when making
clinical decisions for their brain metastases patients. Thus, for any given tumor type, clinicians may make more
accurate survival predictions using relevant tumor-specific prognostic criteria to aid in better treatment selection.
These factors include cancer type (lung [non-small, small], gastrointestinal, breast, renal, melanoma); presence of
extracranial metastases; estrogen receptor, progesterone receptor, and human epidermal growth factor receptor 2
status (for primary breast cancer); KPS; and number of brain metastases [1, 2-3, >3]. Imaging-based prognostic
factors, such as presence of midline shift and post WBRT response, may also influence outcome [13-15].

Whole-Brain Radiation Therapy

A variety of total doses and doses per fraction have been used in prospective, randomized phase III clinical trials,
primarily in patients with multiple brain metastases. These regimens include 1000 ¢Gy in 1 fraction (1000/1),
120072, 1800/3, 2000/4, 2000/5, 3000/10, 3000/15, 3600/6, 4000/15, 4000/20, 4000/20 (200 cGy twice daily
[BID]), 5000/20, and 5440/34 (160 cGy BID) [16-26]. Although none of these regimens has proven better than
another in terms of survival or efficacy (about half of patients have an improvement in their neurologic
symptoms), 3000 cGy in 10 fractions and 3750 cGy in 15 fractions represent frequently used dose/fractionation
schedules in the United States [27].

In selecting treatment regimens appropriate for individual patients, clinicians should consider the RTOG RPA
brain metastasis classification [9], which supports short-course treatment in poor-risk patients (ie, poor
performance status, elderly, progressive systemic disease). (See Variant 1.)

Whole-Brain Radiation Therapy and Neurocognitive Function

Neurocognitive morbidity from WBRT remains a potential concern but is poorly understood. For example, in a
contemporary trial for patients with 1 to 3 brain metastases carried out by the RTOG, 3750 c¢Gy in 15 fractions
WBRT (ie, 250 cGy per fraction) was used as the standard treatment arm [28] based on concerns regarding late
effects from a historical retrospective series suggesting that a regimen of 300 cGy fractions given after resection
of a solitary brain metastasis was associated with a greater likelihood of late effects to the normal brain [29].
However, this 1989 retrospective report of dementia in 12 patients with long survival [29] has been highly
criticized for its reported radiation total doses and fractionation schemes. Contemporary WBRT trials have been
more appropriately designed to better understand the neurologic status of patients with multiple brain metastases
and in defining the safety and appropriateness of conventional WBRT in their care. (See Variant 2.)

Some studies, for example RTOG 9104 [22], have used the mini-mental status exam (MMSE) to measure
neurologic impairment, with no differences found in terms of neurologic performance between the arms at
baseline or on follow-up [30]. Aoyama et al [31] used the MMSE for neurocognitive assessment of the patients in
their randomized trial of SRS versus WBRT plus SRS and found time to neurocognitive deterioration was
marginally prolonged in those receiving WBRT plus SRS. However, many authors consider the MMSE a
relatively insensitive test. Neurocognitive function (NCF) with a neuropsychometric battery before and after
WBRT (3000 cGy in 10 fractions) was assessed prospectively in a phase III trial of WBRT with or without
motexafin gadolinium (MGd) [32]. Impairment was found in >90% of patients at baseline, and the results
suggested that only tumor control correlated with NCF [33], suggesting a potential benefit if WBRT conveys
more tumor control [34]. Further substantiating the neurocognitive benefits of WBRT was an analysis of the 208
patients in the control arm of this trial [29], which looked at the relationship between NCF and tumor volume
regression. Li et al [15] found that WBRT-induced tumor shrinkage correlated with better survival and NCF
preservation. NCF was found to be stable or improved in long-term survivors, and tumor progression, more than
WBRT dose, adversely affected NCF.

Chang et al [35] conducted a phase III trial of SRS compared to SRS plus WBRT for patients with 1 to 3 brain
metastases; the primary endpoint was a change in neurocognitive function at 4 months as measured by the
Hopkins Verbal Learning Test (HVLT). They found that patients treated with SRS plus WBRT had a significant
impairment in learning and memory function by HVTL compared to patients treated with SRS alone. This study,

ACR Appropriateness Criteria”™ 2 Multiple Brain Metastases



however, has been controversial based on unexpected survival differences favoring the SRS arm and for the
timing of the neurocognitive assessment to one time point.

Though it is common for patients with multiple brain metastases to have active primary and other systemic
metastatic disease, progression of brain disease is the cause of death in about half of these patients (range, 26%—
70%) [16,18,21].

In view of these concerns regarding WBRT and its potentially detrimental effect on long-term cognitive
performance, various strategies aimed at preventing such decline are now being investigated. The RTOG 0614
[36] recently published the results of a placebo-controlled, double-blind, randomized trial to evaluate the potential
protective effect of memantine on neurocognitive function in patients receiving WBRT. Memantine is a
neuroreceptor antagonist drug used in dementia patients that has been shown to be neuroprotective in preclinical
models. The study accrued 554 patients, and its results showed that there was less of a decline in delayed recall
testing in the memantine arm at 24 weeks (P=.059) compared to placebo, but the difference was not statistically
significant. Overall, patients treated with memantine appeared to have better cognitive function over time;
specifically, memantine delayed time to cognitive decline and reduced the rate of decline in memory, executive
function, and processing speed in patients receiving WBRT. Optimal use of this drug based on patient
performance and diagnosis remains under investigation. With respect to WBRT radiation delivery, there has been
interest in the use of modern technology to spare the hippocampus during the cranial irradiation, since damage to
neural progenitor cells located in the subgranular zone of the hippocampus is associated with radiation-induced
neurocognitive decline. Although not formally published yet, a recently completed RTOG phase II study (#0933)
[37] was designed to be hippocampal-sparing and measured changes in delayed recall compared to historical
controls as its primary endpoint. This approach remains investigational.

Whole-Brain Radiation Therapy and Drug Therapies

Various radiation sensitizers have been added to WBRT without a demonstrated improvement in survival,
including lonidamine [38], misonidazole [39], bromodeoxyuridine [40], and the nitrosourea (ACNU), either alone
or with fluorouracil [41]. The addition of biological modifiers such as efaproxiral [42] and MGd [32] has not
demonstrated survival benefits. A subgroup analysis of the interval to investigator-determined neurologic
progression and the interval to neurocognitive progression [32] suggested a trend toward prolongation of time to
neurological progression with the early use of MGd, but this finding was not demonstrated in the overall study
population [43]. Phase III studies with biological agents melatonin [44] and thalidomide [45] likewise showed no
improvement in overall survival. RTOG 0320, a phase III trial, randomized NSCLC patients with 1 to 3 brain
metastases to the addition of temozolomide or erlotinib with WBRT plus SRS and found no improvement in
survival and a possible deleterious effect of the drugs [46].

Overall, there is no strong evidence to date to support the use of any radiation sensitizer or biologic agent in
standard practice. The routine use of chemotherapy in the setting of WBRT has not been shown to increase
survival in any randomized trial to date, including studies of WBRT with or without concurrent chemotherapy
[41,47,48], chemotherapy with or without concurrent WBRT [49,50], concurrent versus delayed WBRT [51], and
chemotherapy followed by WBRT versus WBRT followed by chemotherapy [52].

Surgery and Stereotactic Radiosurgery

Surgery has not had a major role in the management of patients with multiple brain metastases. Some
retrospective studies have suggested that it can offer a survival benefit [4,53,54], but its role is controversial. The
European Organisation for Research and Treatment of Cancer (EORTC) phase III trial (22952-26001) of the
addition of adjuvant WBRT after surgery or radiosurgery of 1 to 3 brain metastases showed that WBRT reduced
local relapse and neurologic death but did not improve the duration of functional independence or overall survival
[55]. Health-related quality-of-life (HRQOL) results were subsequently reported for this trial [56]. Overall,
patients in the observation-only arm reported better HRQOL scores than did patients who received WBRT, and
the authors concluded that observation with close monitoring of patients with limited brain disease by MRI is not
detrimental for HRQOL.

Pollock et al [57] used the RTOG RPA brain metastasis classification to analyze the results of tumor resection and
radiosurgery in the management of 52 patients with multiple brain metastases and found that RPA classification
correlates best with improved survival. Iwadate et al [58] investigated the role of surgery in the treatment of 138
patients with multiple brain metastases when performed with radiation therapy. Median survival times were 8.7
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months for patients with single metastases and 9.2 months for those with multiple metastases (no significant
difference).

Kondziolka et al [59] reported a small randomized trial in which 27 patients with 2 to 4 brain metastases <25 mm
in diameter received WBRT alone or with an SRS boost. Local control at 1 year was 92% with SRS versus 0%
without SRS. Median survival time was also better with SRS (11 months versus 7.5 months).

RTOG 9508 was a phase III trial in which 333 patients with 1 to 3 brain metastases were randomized to WBRT
with or without SRS boost [28]. The overall median survival time with the addition of SRS was 6.5 months versus
5.7 months, a nonsignificant difference. The trial included a predefined analysis of patients with a single brain
metastasis, which showed a survival advantage with the addition of SRS to WBRT for these patients (median
survival time 6.5 months versus 4.9 months, P=.0393) but not for patients with multiple metastases. Post-hoc
subset analysis suggested a survival benefit with the addition of SRS for RTOG RPA class 1 patients and those
with squamous NSCLC histology. Additionally, an improved KPS and decreasing need for steroids were noted in
patients treated with WBRT plus SRS, suggesting a role for SRS in select patients with 2 to 3 brain metastases.
(See Variant 3.)

Aoyama et al [31] published a study of 132 patients with 1 to 4 brain metastases randomized to SRS plus WBRT
versus SRS alone. Median survival times were 7.5 months for the SRS-alone arm and 8.0 months for the SRS plus
WBRT arm, a nonsignificant difference. Of interest, intracranial relapse occurred more frequently in those who
did not receive WBRT. These results suggest the value of WBRT in patients with multiple brain metastases and
the influence of patient selection on the effectiveness of SRS. Given the finding that SRS does not increase
survival of patients with 2 or more brain metastases, clinicians need to practice careful selection of patients for
this intervention. The RTOG RPA brain metastasis classification may prove useful in making this selection [9].
(See Variant 4.)

A phase III neurocognition trial by Chang et al [35] of SRS compared to SRS plus WBRT for patients with 1 to 3
brain metastases reported a significant decline in learning and memory function at 4 months in the WBRT arm
compared with the SRS arm. The results of this trial, which was stopped after accruing 58 patients based on early
stopping rules, remain controversial and found that the median survival time and the 1-year survival rate was
higher for the SRS-alone group than for patients in the SRS plus WBRT group (15.2 versus 5.7 months, 63%
versus 21%; P=0.003). Some authors suggest the survival advantage in the SRS group is due to an imbalance in
the prognostic factors between the arms and differences in salvage therapy, favoring the SRS arm [60]. (See
Variant 5.)

Summary

e WBRT is an effective palliative treatment for patients with multiple brain metastases. About half of these
patients experience an improvement in their neurologic symptoms. However, a majority of them do not
achieve local control and frequently succumb to progressive brain disease.

e Stratification of brain metastases patients using prognostic indices aids in estimation of patient survival and
appropriate decision making for treatment.

e Any perceived benefits from surgery or SRS need verification in prospective, randomized phase III clinical
trials.

e The effectiveness of SRS for patients with multiple metastases may be primarily a function of proper patient
selection, but it probably cannot replace the benefits of WBRT for the majority of patients with multiple brain
metastases.

e Continued research with radiation sensitizers, biologics, targeted agents, or systemic agents is warranted
because WBRT alone, even in doses of 5000 to 5440 cGy, has not been associated with an improved survival
outcome.

e Future trials of WBRT must include prospective measurement of neurocognitive function and quality of life
before and after treatment as a standard component of the patient’s assessment.

Supporting Documents

e ACR Appropriateness Criteria® Overview

e Evidence Table

ACR Appropriateness Criteria”™ 4 Multiple Brain Metastases


http://www.acr.org/~/media/086A99C1BDF74B85AC991497E8D166B1.pdf
https://acsearch.acr.org/docs/69383/EvidenceTable/

References

—

98]

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

Posner JB. Management of brain metastases. Rev Neurol (Paris). 1992;148(6-7):477-487.

Wen PY, Black PM, Loeffler JS. Metastatic brain cancer. In: DeVita VT, Hellman S, Rosenberg SA, eds.
Cancer, principles & practice of oncology. 6th ed. Philadelphia, PA: Lippincott Williams & Wilkins;
2001:2655-2670.

Lassman AB, DeAngelis LM. Brain metastases. Neuro! Clin. 2003;21(1):1-23, vii.

Nussbaum ES, Djalilian HR, Cho KH, Hall WA. Brain metastases. Histology, multiplicity, surgery, and
survival. Cancer. 1996;78(8):1781-1788.

Delattre JY, Krol G, Thaler HT, Posner JB. Distribution of brain metastases. Arch Neurol. 1988;45(7):741-
744.

Posner JB, Chernik NL. Intracranial metastases from systemic cancer. Adv Neurol. 1978;19:579-592.

Barani 1J, Larson DA, Berger MS. Future directions in treatment of brain metastases. Surg Neurol Int.
2013;4(Suppl 4):S220-230.

Medical Research Council. Clinical Trials Unit. Does radiotherapy improve patient’s quality of life when lung
cancer has spread to the brain?. December 16, 2013. Available from:
http://www.ctu.mrc.ac.uk/research_areas/study details.aspx?s=27. Identifier: ISRCTN3826061.

Gaspar L, Scott C, Rotman M, et al. Recursive partitioning analysis (RPA) of prognostic factors in three
Radiation Therapy Oncology Group (RTOG) brain metastases trials. /nt J Radiat Oncol Biol Phys.
1997;37(4):745-751.

Sperduto PW, Berkey B, Gaspar LE, Mehta M, Curran W. A new prognostic index and comparison to three
other indices for patients with brain metastases: an analysis of 1,960 patients in the RTOG database. Int J
Radiat Oncol Biol Phys. 2008;70(2):510-514.

Sperduto PW, Chao ST, Sneed PK, et al. Diagnosis-specific prognostic factors, indexes, and treatment
outcomes for patients with newly diagnosed brain metastases: a multi-institutional analysis of 4,259 patients.
Int J Radiat Oncol Biol Phys. 2010;77(3):655-661.

Sperduto PW, Kased N, Roberge D, et al. Summary report on the graded prognostic assessment: an accurate
and facile diagnosis-specific tool to estimate survival for patients with brain metastases. J Clin Oncol.
2012;30(4):419-425.

Nieder C, Berberich W, Schnabel K. Tumor-related prognostic factors for remission of brain metastases after
radiotherapy. Int J Radiat Oncol Biol Phys. 1997;39(1):25-30.

Swift PS, Phillips T, Martz K, et al. CT characteristics of patients with brain metastases treated in RTOG
study 79-16. Int J Radiat Oncol Biol Phys. 1993;25(2):209-214.

Li J, Bentzen SM, Renschler M, Mehta MP. Relationship between neurocognitive function and quality of life
after whole-brain radiotherapy in patients with brain metastasis. /nt J Radiat Oncol Biol Phys. 2008;71(1):64-
70.

Borgelt B, Gelber R, Larson M, Hendrickson F, Griffin T, Roth R. Ultra-rapid high dose irradiation schedules
for the palliation of brain metastases: final results of the first two studies by the Radiation Therapy Oncology
Group. Int J Radiat Oncol Biol Phys. 1981;7(12):1633-1638.

Chatani M, Matayoshi Y, Masaki N, Inoue T. Radiation therapy for brain metastases from lung carcinoma.
Prospective randomized trial according to the level of lactate dehydrogenase. Strahlenther Onkol.
1994;170(3):155-161.

Chatani M, Teshima T, Hata K, Inoue T. Prognostic factors in patients with brain metastases from lung
carcinoma. Strahlenther Onkol. 1986;162(3):157-161.

Haie-Meder C, Pellae-Cosset B, Laplanche A, et al. Results of a randomized clinical trial comparing two
radiation schedules in the palliative treatment of brain metastases. Radiother Oncol. 1993;26(2):111-116.
Harwood AR, Simson WJ. Radiation therapy of cerebral metastases: a randomized prospective clinical trial.
Int J Radiat Oncol Biol Phys. 1977;2(11-12):1091-1094.

Kurtz JM, Gelber R, Brady LW, Carella RJ, Cooper JS. The palliation of brain metastases in a favorable
patient population: a randomized clinical trial by the Radiation Therapy Oncology Group. Int J Radiat Oncol
Biol Phys. 1981;7(7):891-895.

Murray KJ, Scott C, Greenberg HM, et al. A randomized phase III study of accelerated hyperfractionation
versus standard in patients with unresected brain metastases: a report of the Radiation Therapy Oncology
Group (RTOG) 9104. Int J Radiat Oncol Biol Phys. 1997;39(3):571-574.

ACR Appropriateness Criteria”™ 5 Multiple Brain Metastases



23.

24,

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

Davey P, Hoegler D, Ennis M, Smith J. A phase III study of accelerated versus conventional hypofractionated
whole brain irradiation in patients of good performance status with brain metastases not suitable for surgical
excision. Radiother Oncol. 2008;88(2):173-176.

Borgelt B, Gelber R, Kramer S, et al. The palliation of brain metastases: final results of the first two studies
by the Radiation Therapy Oncology Group. Int J Radiat Oncol Biol Phys. 1980;6(1):1-9.

Graham PH, Bucci J, Browne L. Randomized comparison of whole brain radiotherapy, 20 Gy in four daily
fractions versus 40 Gy in 20 twice-daily fractions, for brain metastases. /nt J Radiat Oncol Biol Phys.
2010;77(3):648-654.

Priestman TJ, Dunn J, Brada M, Rampling R, Baker PG. Final results of the Royal College of Radiologists'
trial comparing two different radiotherapy schedules in the treatment of cerebral metastases. Clin Oncol (R
Coll Radiol). 1996;8(5):308-315.

Millender L, Wara W. Pallative care. In: Hansen EK, Roach M, eds. Handbook of evidence-based radiation
oncology. New York, NY: Springer; 2007:x1, 536 p.

Andrews DW, Scott CB, Sperduto PW, et al. Whole brain radiation therapy with or without stereotactic
radiosurgery boost for patients with one to three brain metastases: phase III results of the RTOG 9508
randomised trial. Lancet. 2004;363(9422):1665-1672.

DeAngelis LM, Delattre JY, Posner JB. Radiation-induced dementia in patients cured of brain metastases.
Neurology. 1989;39(6):789-796.

Regine WF, Scott C, Murray K, Curran W. Neurocognitive outcome in brain metastases patients treated with
accelerated-fractionation vs. accelerated-hyperfractionated radiotherapy: an analysis from Radiation Therapy
Oncology Group Study 91-04. Int J Radiat Oncol Biol Phys. 2001;51(3):711-717.

Aoyama H, Shirato H, Tago M, et al. Stereotactic radiosurgery plus whole-brain radiation therapy vs
stereotactic radiosurgery alone for treatment of brain metastases: a randomized controlled trial. Jama.
2006;295(21):2483-2491.

Mehta MP, Rodrigus P, Terhaard CH, et al. Survival and neurologic outcomes in a randomized trial of
motexafin gadolinium and whole-brain radiation therapy in brain metastases. J Clin Oncol.
2003;21(13):2529-2536.

Meyers CA, Smith JA, Bezjak A, et al. Neurocognitive function and progression in patients with brain
metastases treated with whole-brain radiation and motexafin gadolinium: results of a randomized phase III
trial. J Clin Oncol. 2004;22(1):157-165.

Brown PD, Asher AL, Farace E. Adjuvant whole brain radiotherapy: strong emotions decide but rational
studies are needed. Int J Radiat Oncol Biol Phys. 2008;70(5):1305-1309.

Chang EL, Wefel JS, Hess KR, et al. Neurocognition in patients with brain metastases treated with
radiosurgery or radiosurgery plus whole-brain irradiation: a randomised controlled trial. Lancet Oncol.
2009;10(11):1037-1044.

Brown PD, Pugh S, Laack NN, et al. Memantine for the prevention of cognitive dysfunction in patients
receiving whole-brain radiotherapy: a randomized, double-blind, placebo-controlled trial. Neuro Oncol.
2013;15(10):1429-1437.

Gondi V, Mehta MP, Pugh S, et al. Memory Preservation With Conformal Avoidance of the Hippocampus
During Whole-Brain Radiation Therapy for Patients With Brain Metastases: Primary Endpoint Results of
RTOG 0933. Int J Radiat Oncol Biol Phys. 2013;87(5):1186.

DeAngelis LM, Currie VE, Kim JH, et al. The combined use of radiation therapy and lonidamine in the
treatment of brain metastases. J Neurooncol. 1989;7(3):241-247.

Komarnicky LT, Phillips TL, Martz K, Asbell S, Isaacson S, Urtasun R. A randomized phase III protocol for
the evaluation of misonidazole combined with radiation in the treatment of patients with brain metastases
(RTOG-7916). Int J Radiat Oncol Biol Phys. 1991;20(1):53-58.

Phillips TL, Scott CB, Leibel SA, Rotman M, Weigensberg 1J. Results of a randomized comparison of
radiotherapy and bromodeoxyuridine with radiotherapy alone for brain metastases: report of RTOG trial 89-
05. Int J Radiat Oncol Biol Phys. 1995;33(2):339-348.

Ushio Y, Arita N, Hayakawa T, et al. Chemotherapy of brain metastases from lung carcinoma: a controlled
randomized study. Neurosurgery. 1991;28(2):201-205.

Suh JH, Stea B, Nabid A, et al. Phase III study of efaproxiral as an adjunct to whole-brain radiation therapy
for brain metastases. J Clin Oncol. 2006;24(1):106-114.

ACR Appropriateness Criteria”™ 6 Multiple Brain Metastases



43.

44,

45.

46.

47.

48.

49.

50.

S1.

52.

53.

54.

55.

56.

57.

58.

59.

60.

Mehta MP, Shapiro WR, Phan SC, et al. Motexafin gadolinium combined with prompt whole brain
radiotherapy prolongs time to neurologic progression in non-small-cell lung cancer patients with brain
metastases: results of a phase Il trial. /nt J Radiat Oncol Biol Phys. 2009;73(4):1069-1076.

Berk L, Berkey B, Rich T, et al. Randomized phase II trial of high-dose melatonin and radiation therapy for
RPA class 2 patients with brain metastases (RTOG 0119). Int J Radiat Oncol Biol Phys. 2007;68(3):852-857.
Knisely JP, Berkey B, Chakravarti A, et al. A phase III study of conventional radiation therapy plus
thalidomide versus conventional radiation therapy for multiple brain metastases (RTOG 0118). Int J Radiat
Oncol Biol Phys. 2008;71(1):79-86.

Sperduto PW, Wang M, Robins HI, et al. A phase 3 trial of whole brain radiation therapy and stereotactic
radiosurgery alone versus WBRT and SRS with temozolomide or erlotinib for non-small cell lung cancer and
1 to 3 brain metastases: Radiation Therapy Oncology Group 0320. Int J Radiat Oncol Biol Phys.
2013;85(5):1312-1318.

Neuhaus T, Ko Y, Muller RP, et al. A phase III trial of topotecan and whole brain radiation therapy for
patients with CNS-metastases due to lung cancer. Br J Cancer. 2009;100(2):291-297.

Guerrieri M, Wong K, Ryan G, Millward M, Quong G, Ball DL. A randomised phase III study of palliative
radiation with concomitant carboplatin for brain metastases from non-small cell carcinoma of the lung. Lung
Cancer. 2004;46(1):107-111.

Mornex F, Thomas L, Mohr P, et al. A prospective randomized multicentre phase III trial of fotemustine plus
whole brain irradiation versus fotemustine alone in cerebral metastases of malignant melanoma. Melanoma
Res. 2003;13(1):97-103.

Postmus PE, Haaxma-Reiche H, Smit EF, et al. Treatment of brain metastases of small-cell lung cancer:
comparing teniposide and teniposide with whole-brain radiotherapy--a phase III study of the European
Organization for the Research and Treatment of Cancer Lung Cancer Cooperative Group. J Clin Oncol.
2000;18(19):3400-3408.

Robinet G, Thomas P, Breton JL, et al. Results of a phase III study of early versus delayed whole brain
radiotherapy with concurrent cisplatin and vinorelbine combination in inoperable brain metastasis of non-
small-cell lung cancer: Groupe Francais de Pneumo-Cancerologie (GFPC) Protocol 95-1. Ann Oncol.
2001;12(1):59-67.

Lee DH, Han JY, Kim HT, et al. Primary chemotherapy for newly diagnosed nonsmall cell lung cancer
patients with synchronous brain metastases compared with whole-brain radiotherapy administered first : result
of a randomized pilot study. Cancer. 2008;113(1):143-149.

Bindal RK, Sawaya R, Leavens ME, Lee JJ. Surgical treatment of multiple brain metastases. J Neurosurg.
1993;79(2):210-216.

Bindal AK, Bindal RK, Hess KR, et al. Surgery versus radiosurgery in the treatment of brain metastasis. J
Neurosurg. 1996;84(5):748-754.

Kocher M, Soffietti R, Abacioglu U, et al. Adjuvant whole-brain radiotherapy versus observation after
radiosurgery or surgical resection of one to three cerebral metastases: results of the EORTC 22952-26001
study. J Clin Oncol. 2011;29(2):134-141.

Soffietti R, Kocher M, Abacioglu UM, et al. A European Organisation for Research and Treatment of Cancer
phase III trial of adjuvant whole-brain radiotherapy versus observation in patients with one to three brain
metastases from solid tumors after surgical resection or radiosurgery: quality-of-life results. J Clin Oncol.
2013;31(1):65-72.

Pollock BE, Brown PD, Foote RL, Stafford SL, Schomberg PJ. Properly selected patients with multiple brain
metastases may benefit from aggressive treatment of their intracranial disease. J Neurooncol. 2003;61(1):73-
80.

Iwadate Y, Namba H, Yamaura A. Significance of surgical resection for the treatment of multiple brain
metastases. Anticancer Res. 2000;20(1B):573-577.

Kondziolka D, Patel A, Lunsford LD, Kassam A, Flickinger JC. Stereotactic radiosurgery plus whole brain
radiotherapy versus radiotherapy alone for patients with multiple brain metastases. Int J Radiat Oncol Biol
Phys. 1999;45(2):427-434.

Mahmood U, Kwok Y, Regine WF, Patchell RA. Whole-brain irradiation for patients with brain metastases:
still the standard of care. Lancet Oncol. 2010;11(3):221-222; author reply 223.

ACR Appropriateness Criteria”™ 7 Multiple Brain Metastases



The ACR Committee on Appropriateness Criteria and its expert panels have developed criteria for determining appropriate imaging examinations for
diagnosis and treatment of specified medical condition(s). These criteria are intended to guide radiologists, radiation oncologists and referring physicians
in making decisions regarding radiologic imaging and treatment. Generally, the complexity and severity of a patient’s clinical condition should dictate the
selection of appropriate imaging procedures or treatments. Only those examinations generally used for evaluation of the patient’s condition are ranked.
Other imaging studies necessary to evaluate other co-existent diseases or other medical consequences of this condition are not considered in this
document. The availability of equipment or personnel may influence the selection of appropriate imaging procedures or treatments. Imaging techniques
classified as investigational by the FDA have not been considered in developing these criteria; however, study of new equipment and applications should
be encouraged. The ultimate decision regarding the appropriateness of any specific radiologic examination or treatment must be made by the referring
physician and radiologist in light of all the circumstances presented in an individual examination.
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Clinical Condition: Multiple Brain Metastases

Variant 1:

70-year-old man with 4 newly diagnosed, asymptomatic, surgically accessible supratentorial

brain metastases on MRI. All brain metastases 1 to 3 cm in maximum diameter. KPS 50.
Newly diagnosed T3 N2 adenocarcinoma of lung. Bone and liver metastases also present.

Treatment Rating Comments
Whole-Brain Radiotherapy (WBRT) Alone
Consider this treatment for patients with poor KPS,
active extracranial disease, or no evidence of dose
20 Gy/5 fractions 8 benefit with respect to symptom control. Longer
treatment schedules are difficult to justify in such a
patient.
30 Gy/10 fractions 8
37.5 Gy/15 fractions 6
40 Gy/20 fractions 2
Stereotactic Radiosurgery (SRS)
Without evidence to support a benefit, SRS as a
SRS alone 2 component of therapy is not recommended in view
of patient and disease status.
SRS + WBRT 2
Surgery Alone
Surgery alone, or in combination with radiation
Excise dominant lesion(s) 1 therapy, is not appropriate given this patient’s
status.
Excise all lesions 1
Radiosensitizer
Radiosensitizer + WBRT 1 There is no evidence for any bf:neﬁt to thlS.
treatment. It can only be done in a trial setting.
This treatment is not unreasonable given status of
Observation 6 patient. It requires the best supportive care with

optimized medical management.

Rating Scale: 1,2,3 Usually not appropriate; 4,5,6 May be appropriate; 7,8,9 Usually appropriate

ACR Appropriateness Criteria”™

Multiple Brain Metastases



Clinical Condition: Multiple Brain Metastases

Variant 2:

50-year-old man with 6 newly diagnosed, asymptomatic, supratentorial brain metastases on

MRI (3 surgically accessible, 3 inaccessible). KPS 90. Primary completely resected (T2 NO
adenocarcinoma of lung). No other systemic metastases present.

Treatment Rating Comments
Whole-Brain Radiotherapy (WBRT) Alone
20 Gy/5 fractions 4
The number of brain metastases in this patient
strongly supports use of WBRT only. Schedule
30 Gy/10 fractions 8 choice may depend on KPS, although randomized
evidence to date does not favor 1 schedule over
others.
37.5 Gy/15 fractions 8
40 Gy/20 fractions 2
Stereotactic Radiosurgery (SRS)
SRS alone 1 The number of lesions and absence of evidence for
this treatment do not support SRS in this patient.
SRS + WBRT 2
Surgery Alone
The number of lesions, absence of focal
Excise dominant lesion(s) 1 symptoms, and absence of evidence do not support
surgery in this patient.
Excise all lesions 1
Radiosensitizer
. -, There is no evidence for any role of this treatment.
+ . . .
Radiosensitizer + WBRT ! It should only be done in a trial setting.
Observation 1 The patient’s lack of symptoms and high KPS

would preclude this option.

Rating Scale: 1,2,3 Usually not appropriate; 4,5,6 May be appropriate; 7,8,9 Usually appropriate
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Clinical Condition: Multiple Brain Metastases

Variant 3: 50-year-old man with 2 newly diagnosed, surgically accessible, supratentorial brain
metastases on MRI. KPS 90. One brain metastasis is 3 cm in maximum diameter in right
frontal area; other is <1 ¢cm in maximum diameter in lateral cerebellum. No hydrocephalus.
Primary completely resected 6 months ago (T2 NO adenocarcinoma of lung). No other
systemic metastases.

Treatment Rating Comments

Whole-Brain Radiotherapy (WBRT) Alone

20 Gy/5 fractions 3
The use of WBRT alone in this patient could be
. controversial for some clinicians given patient and
30 Gy/10 fractions 7 disease status. Some trials have used extended RT
fractionations for this presentation.
37.5 Gy/15 fractions 7
40 Gy/20 fractions 3

Stereotactic Radiosurgery (SRS)
SRS alone 6

There is significant controversy among clinicians
with respect to the application of trial-derived data
to this clinical scenario. The weight of opinion,
SRS + WBRT 8 however, favors inclusion of WBRT as an adjunct
to SRS, given evidence of improved local control,
steroid requirements and decreased probability of
brain relapse.

Surgery Alone
Surgery offers no clear benefit in this scenario
Excise dominant lesion(s) 2 given the absence of symptoms and multiple
lesions.
Excise all lesions 1
Radiosensitizer
Radiosensitizer + WBRT 1 There is no ev1denc§ for thls tregtment in any role.
It can only be done in a trial setting.
Observation 1 KPS would preclude this option.

Rating Scale: 1,2,3 Usually not appropriate; 4,5,6 May be appropriate; 7,8,9 Usually appropriate
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Clinical Condition: Multiple Brain Metastases

Variant 4: 47-year-old woman with 2 newly diagnosed, surgically accessible, supratentorial brain
metastases on MRI. KPS 80. Mild symptoms related to 2-cm lesion in right parietal area.
Other metastasis in left frontal region measures 1 cm in maximum diameter. Two years
status/post right modified radical mastectomy and adjuvant chemotherapy for T2 N1
adenocarcinoma of breast. Newly diagnosed pulmonary nodules also present.

Treatment Rating Comments

Whole-Brain Radiotherapy (WBRT) Alone
20 Gy/5 fractions 3

Consider this treatment in the case of active
extracranial disease at the time of brain metastases
30 Gy/10 fractions 7 diagnosis. However, age and high KPS may
suggest optimizing local brain control with other
modalities like SRS.

37.5 Gy/15 fractions 7
40 Gy/20 fractions 3

Stereotactic Radiosurgery (SRS)

There is some controversy about indication for SRS
alone in a patient with 2 brain metastases and

SRS alone 6 progression of extracranial disease. Risk of overall
brain relapse is felt by some to argue against
selecting SRS alone on basis of age and KPS.
WBRT is judged to be an important component in
SRS + WBRT 8 overall brain and lesion control when SRS is to be
used.

Surgery Alone

Mild symptoms do not strongly suggest utility of
Excise dominant lesion(s) 3 surgery alone in a patient with extracranial disease
and multiple brain metastases.

Excise all lesions 2
Symptoms may prompt consideration of surgery for
a dominant symptomatic lesion in this patient, but
+ . .
Surgery + WBRT > overall brain control and other lesion control
require addition of WBRT.
Radiosensitizer
Radiosensitizer + WBRT 1 There is no evidence fqr this Freatmgnt in any role.
It should only be done in a trial setting.
Observation 1

Rating Scale: 1,2,3 Usually not appropriate; 4,5,6 May be appropriate; 7,8,9 Usually appropriate
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Clinical Condition: Multiple Brain Metastases

Variant 5: 35-year-old woman with 2 newly diagnosed, asymptomatic, surgically accessible,
supratentorial brain metastases <3 cm in size on MRI. KPS 100. Status/post wide local
excision of Clark level IV melanoma 1 month ago. No other metastases.

Treatment Rating Comments
Whole-Brain Radiotherapy (WBRT) Alone
20 Gy/5 fractions 2
Use of WBRT alone in a patient with 2 melanoma
30 Gy/10 fractions 5 brain metastases is felt by many to be insufficient
therapy.
37.5 Gy/15 fractions 5
40 Gy/20 fractions 2
Stereotactic Radiosurgery (SRS)
SRS alone 7
The role of WBRT in addition to SRS in the
management of a few melanoma brain metastases is
controversial given the patient’s age, KPS, absence
SRS + WBRT 8 of extracranial metastases, and histology.
Multiplicity of metastases is felt to weigh
somewhat in favor of the addition of WBRT at
presentation to minimize distant brain relapse.
Surgery Alone
Excise dominant lesion(s) P Slnce.the patient’s metastase@ are asymptomatic,
there is no need to take surgical risks.
Excise all lesions 2
Radiosensitizer
Radiosensitizer + WBRT 1 There is no ev1denc§ for thls tre.':}tment in any role.
It can only be done in a trial setting.
Observation 1

Rating Scale: 1,2,3 Usually not appropriate; 4,5,6 May be appropriate; 7,8,9 Usually appropriate

ACR Appropriateness Criteria”™

13

Multiple Brain Metastases



	Summary of Literature Review
	Introduction/Background
	Prognostic Factors
	Whole-Brain Radiation Therapy
	Whole-Brain Radiation Therapy and Neurocognitive Function
	Whole-Brain Radiation Therapy and Drug Therapies
	Surgery and Stereotactic Radiosurgery
	Summary
	Supporting Documents

	References
	Clinical Condition: Multiple Brain Metastases
	Variant 1: 70-year-old man with 4 newly diagnosed, asymptomatic, surgically accessible supratentorialbrain metastases on MRI. All brain metastases 1 to 3 cm in maximum diameter. KPS 50.Newly diagnosed T3 N2 adenocarcinoma of lung. Bone and liver metastases also present.
	Variant 2: 50-year-old man with 6 newly diagnosed, asymptomatic, supratentorial brain metastases onMRI (3 surgically accessible, 3 inaccessible). KPS 90. Primary completely resected (T2 N0adenocarcinoma of lung). No other systemic metastases present.
	Variant 3: 50-year-old man with 2 newly diagnosed, surgically accessible, supratentorial brainmetastases on MRI. KPS 90. One brain metastasis is 3 cm in maximum diameter in rightfrontal area; other is <1 cm in maximum diameter in lateral cerebellum. No hydrocephalus.Primary completely resected 6 months ago (T2 N0 adenocarcinoma of lung). No othersystemic metastases.
	Variant 4: 47-year-old woman with 2 newly diagnosed, surgically accessible, supratentorial brainmetastases on MRI. KPS 80. Mild symptoms related to 2-cm lesion in right parietal area.Other metastasis in left frontal region measures 1 cm in maximum diameter. Two yearsstatus/post right modified radical mastectomy and adjuvant chemotherapy for T2 N1adenocarcinoma of breast. Newly diagnosed pulmonary nodules also present.
	Variant 5: 35-year-old woman with 2 newly diagnosed, asymptomatic, surgically accessible,supratentorial brain metastases <3 cm in size on MRI. KPS 100. Status/post wide localexcision of Clark level IV melanoma 1 month ago. No other metastases.



<<
  /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


