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ABSTRACT

Objective: The fermented wheat germ extract (FWGE) nutraceutical (Avemar™), manufactured under
“good manufacturing practice” conditions and, fulfilling the self-affirmed “generally recognized as safe”
status in the United States, has been approved as a “dietary food for special medical purposes for can-
cer patients” in Europe. In this paper, we report the adjuvant use of this nutraceutical in the treatment
of high-risk skin melanoma patients. Methods: In a randomized, pilot, phase II clinical trial, the efficacy
of dacarbazine (DTIC)-based adjuvant chemotherapy on survival parameters of melanoma patients was
compared to that of the same treatment supplemented with a 1-year long administration of FWGE. Re-
sults: At the end of an additional 7-year-long follow-up period, log-rank analyses (Kaplan-Meier esti-
mates) showed significant differences in both progression-free (PFS) and overall survival (OS) in favor
of the FWGE group. Mean PFS: 55.8 months (FWGE group) versus 29.9 months (control group), p �
0.0137. Mean OS: 66.2 months (FWGE group) versus 44.7 months (control group), p � 0.0298. Con-
clusions: The inclusion of Avemar into the adjuvant protocols of high-risk skin melanoma patients is
highly recommended.
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INTRODUCTION

Although the molecular signaling pathways lead-
ing to the progression of normal melanocytes to
melanoma have been explored to a great extent,
clinical management of skin melanoma has re-
mained a challenge, and the third and fourth
stages of this neoplasia are still incurable.1 De-
spite the fact that we have learned a lot about 
the independent prognostic factors influencing
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the clinical outcomes of this malignancy, and sev-
eral treatment modalities (e.g., interleukin-2, in-
terferon alpha, and vaccines, all also combined
with cytotoxic drugs) have been tried in clinical
studies, none of these resulted in satisfactory im-
provements in terms of survival parameters.2,3

Among the cytotoxic drugs, dacarbazine (DTIC)
on its own or in combination with other agents
remains the standard of choice of adjuvant ther-
apy. Nutritional interventions or regular or ex-
cessive intake of dietary supplements, herbal
remedies, and/or different natural extracts or con-
centrates have also demonstrated no beneficial ef-
fect on the progression of this disease. Among
the unorthodox anticancer methods, according to
the National Cancer Institute’s (NCI) “PDQ Can-
cer Information Summaries” on Complementary
and Alternative Medicine; to date, only the New-
castle disease-virus-derived vaccine (also called
Csatary vaccine) has shown signs of efficacy in
slowing down the progression of stage III mela-
noma, but the level of evidence published so far
has been considered by NCI as not solid.4,5

In the early 1990s, Mate Hidvegi, a Hungarian
biochemist, developed a fermented wheat germ
extract (FWGE) that showed anticancer efficacy
in laboratory animals and, later on, it proved to
be effective in cancer patients, too.6,7 In Europe,
this nutraceutical (Avemar™), produced under
“good manufacturing practice” (GMP) condi-
tions, has been approved as a “dietary food for
special medical purposes for cancer patients.” In
the United States, this extract has fulfilled the
self-affirmed “generally recognized as safe”
(GRAS) status,8 and it has been chosen the “best
new product of the year” (NutrAward) at the an-
nual Natural Products Expo West/Supply Expo
2006 in Anaheim, California. This dietary food
has been extensively reviewed.9–12

Previously, it had been reported that synchro-
nous per oral (p.o.) application of FWGE and in-
traperitoneal (i.p.) 5-fluorouracyl (5-FU) injec-
tion significantly reduced the metastatic spread
of C38 colorectal carcinoma in mice, and later
on, it was shown that the extract, applied as a
supplementary nutriment, increased the progres-
sion-free (PFS) and overall survival (OS) in col-
orectal cancer patients.13,14 Because FWGE
(p.o.), when used simultaneously with a DTIC in-
jection (i.p.) in B16-melanoma-bearing mice,
completely inhibited the metastatic spread of can-
cer cells, a clinical study has been decided on to
be carried out with FWGE in melanoma patients.
Since the majority of the International Union

Against Cancer (UICC) stage III malignant skin
melanoma patients, treated with the standard an-
ticancer therapies, will eventually develop a pro-
gressive disease, a comparative, randomized, pi-
lot clinical study was initiated to test the efficacy
and tolerability of postsurgery adjuvant FWGE
in these patients.

PATIENTS AND METHODS

An open-label, randomized, pilot, phase II clini-
cal trial was conducted to assess the supportive
value of FWGE in the postsurgical adjuvant set-
ting, given simultaneously with adjuvant DTIC
chemotherapy-based treatment, and continued for
up to 12 months on its own, in high-risk stage III
skin melanoma patients. Postoperative patients
were randomized to either the DTIC plus FWGE
(FWGE) or to DTIC on its own (control) groups.
DTIC (400 mg per m2 body surface) was given
in short infusions. Each cycle lasted for 5 con-
secutive days and was repeated monthly for up to
four times or until the disease progressed. Beyond
the adjuvant cytotoxic DTIC monotherapy, pa-
tients from the FWGE group took 8.5 g of FWGE
(formulated as a water-soluble granulate with
added sweetener and flavorings), dissolved in 150
mL of water, orally once-daily, uninterruptedly
and continuously from entry to the study for up
to 12 months. To be eligible for this study, pa-
tients had to have malignant skin melanoma with
lymphatic metastases (stage III disease) proven by
histology; a World Health Organization (WHO)
performance status of 0, 1, or 2; adequate organ
functions; and life expectation of at least 12
months. All of the patients had to undergo radi-
cal surgery, including the complete removal of the
primary tumor with a further complete resection
of the involved regional nodes (lymphatic metas-
tases), resulting in a macroscopically disease-free
state. Accrual and randomization were done
within 1 month following the establishment of the
histologic diagnosis. Exclusion criteria entailed:
history of some other type of cancer; pregnancy;
or lactation. The institutional review board ap-
proved the protocol, and all patients gave written,
informed consent before entering into the study.
All patients were evaluated at baseline, at the end
of each DTIC cycle, and 1, 5, and 9 months after
the completion of chemotherapy. Clinical evalu-
ation included physical examination, imaging as-
sessment of disease progression (chest X-ray, ul-
trasonic test of abdominal cavity, and peripheral

478



lymph nodes), laboratory tests (hematology,
chemistry, and urinalysis), and toxicity monitor-
ing according to the National Cancer Institute’s
Common Toxicity Criteria (NCI-CTC). Primary
and/or nodal disease recurrence, new lymphatic
and/or distant metastatic spread, and deaths were
reckoned as progression-related events. The study
was planned to last for 12 months (FWGE treat-
ment), plus a long-term follow-up period was also
set forth. Time-related events were measured from
the date of entry into the trial, of which the cal-
culation has now been generally accepted.15 The
main aim (i.e., primary endpoint) of this study was
to compare PFS in the two groups. For this, a two-
tailed, unstratified log-rank test (Kaplan-Meier
method), where p � 0.05 indicated a statistical
significance, was used. For other comparisons, the
Fisher’s exact test was applied. It was also aimed
to collect data about the safety of FWGE in can-
cer patients.

Although the administration of FWGE lasted
for 12 months to test if this dietary food had any
effect on PFS, poststudy patients were followed

up for about an additional 7-year period. Once
progressed, patients received combination che-
motherapy of cisplatin, vinblastine, and aranoza16

and/or interferon (IFN)-alpha therapy, and were
treated until the terminal state or death. Addi-
tionally, OS was also compared in the two
groups.

RESULTS

At the N. N. Blokhin Cancer Research Center in
Moscow, between 2000 and 2001, 58 intent-to-
treat patients were recruited into this study. In the
FWGE group (29 patients), 2 patients refused
therapy due to nausea, and 1 patient had pro-
gressive disease just prior to study entry. These
3 patients were not included into the analysis. In
the control group (29 patients), 2 patients refused
treatments (1 due to nausea and 1 due to hema-
tologic toxicity), and 1 patient, probably due to
disease progression, was lost. These patients were
not included in the data analysis.
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Table 1. Patient Characteristics at Baseline of the Study

FWGE (n � 26) Control (n � 26)

Patients’ characteristics (#) (%) (#) (%)

Sex Male 15 58.0 15 58.0
Female 11 42.0 11 42.0

Age (years) Mean 50.4 � 12.6 47.7 � 13.9
Range 25–73 17–72

Primary site Head, neck, trunk 18 69.3 22 84.6
Limbs 5 19.2 4 15.4
Other 3 11.5 — —

Tumor thickness (Breslow) T1: �1.0 mm 1 3.8 — —
T2: 1.1–2.0 mm — — 3 11.5
T3: 2.1–4.0 6 23.1 7 26.9
T4: �4.0 mm 11 42.3 12 46.2
Unknown 8 30.8 4 15.4

Level of invasion (Clark) 2 1 3.8 2 7.7
3 11 42.3 12 46.2
4 4 15.4 3 11.5
5 2 7.7 3 11.5
Unknown 8 30.8 6 23.1

Ulceration Yes 6 23.1 6 23.1
No 13 50.0 20 76.9
Unknown 7 26.9 — —

Number of metastatic nodes 1 14 53.8 10 38.5
2–3 7 27.0 7 27.0
4 or more 1 3.8 2 7.7
Unknown 4 15.4 7 26.8

Time from histologic diagnosis Mean 21.2 � 12.3 25.5 � 15.8
to study entry (days) Range 0–49 0–57



The baseline clinical characteristics of the 52
treated patients are shown in Table 1. There were
no statistical differences in the prognostic pa-
rameters (e.g., gender, age, primary site, Bres-
low’s staging, Clark’s invasiveness, ulceration,
number of metastatic nodes, and time from diag-
nosis to study entry) between the two groups.

There were also no significant differences in
the number of patients receiving combination
chemotherapy (FWGE: 8; 30.8% versus control:
9; 37.5%) and IFN-alpha (FWGE: 4; 15.4% ver-
sus control: 8; 33.3%) treatments after DTIC ther-
apies between the two groups.

The FWGE treatment lasted for 10.2 � 3.4
months. The administration of the medical nutri-
ment was found to be safe. The adverse events
in the FWGE group were transient and mild
(Table 2). Notably, there were fewer toxic side-
effects in patients receiving the combined ther-
apy than in those of the control group.

PFS

Log-rank analysis (Kaplan-Meier estimate)
showed a significant difference, in favor of the
FWGE patients, in the duration of PFS. Mean val-
ues were: 55.8 (FWGE) versus 29.9 months (con-
trol) (p � 0.0137) (Table 3, Fig. 1).

OS

Log-rank analysis (Kaplan-Meier estimate) also
showed a significant difference in the OS values
in favor of the FWGE group. Mean values were:
66.2 (FWGE) versus 44.7 months (control) (p �
0.0298) (Table 3, Fig. 2).

Endpoint Analysis

Percentage of patients with progressive disease
was as follows: FWGE: 42.3 versus control: 73.1
(significant, p � 0.05); percentage of deaths:
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Table 2. Adverse Events (NCI-CTC Grades: G 1–4) by Treatment Arms

Number of patients

FWGE Control

Event G 1 G 2 G 3 G 4 G 1 G 2 G 3 G 4
Nausea/vomiting 26 6 0 0 26 9 2 1
Diarrhea 12 0 0 0 23 0 0 0
Fatigue 0 0 0 0 0 7 0 0
Fever/infection 0 2 0 0 0 8 0 0
Leukopenia 0 0 0 0 2 1 0 0
Thrombocytopenia 0 0 0 0 1 1 1 0

NCI-CTC, the National Cancer Institute’s Common Toxicity Criteria.

Table 3. Survivals of Stage III Cutaneous Melanoma Patients

Survival type Groups FWGE Control

Progression-free Number of patients 26  26 
survival (PFS)c Patients without progression 15 (57.7%) 7 (26.9%)

Median [CIa] (months) See noteb 8.5 [7.2–9.8]
Mean [CI] (months) 55.8 [39.8–71.7] 29.9 [15.3–44.5]
Patients alive 17 (65.4%) 10 (38.5%)

Overall survival Median [CIa] (months) See noteb 25.7 [11.3–40.1]
(OS)d Mean [CI] (months) 66.2 [53.1–79.4] 44.7 [30.2–59.2]

5-year survival rate (%) 61.5 36.7 

a95% confidential interval.
bMedian cannot be defined if the cumulative survival ratio is less than 50%.
cLog-rank test: chi-square [1] � 6.08; p � 0.0137.
dLog-rank test: chi-square [1] � 4.72; p � 0.0298.



FWGE: 34.6 versus control: 61.5 (significant,
p � 0.05).

DISCUSSION

A randomized, clinical study was carried out to
test the supportive effect of FWGE administered
orally in stage III skin melanoma patients re-
ceiving adjuvant chemotherapy. The wheat-
germ-derived nutraceutical was given for about
1 year, while patients also received cycles of
DTIC infusions. The latter regimen supplemented
with FWGE was superior to chemotherapy on its
own, in terms of PFS and the most important OS,
determined after a long-term (7-year) follow-up
period. We could also demonstrate a lesser
amount of adverse events in the FWGE group
than in the control group. 

There are several anticancer mechanisms that
have already been demonstrated in connection
with the effects of FWGE.17–21 The encouraging
results of the above clinical study, showing even
some long-lasting benefit of the adjuvant DTIC
plus FWGE combination, might be explained by
a preferable interaction between DTIC and
FWGE, since these two agents were applied syn-
chronously. As already mentioned, such interac-

tion in the form of a synergism between the two
agents had been found in a preclinical experi-
ment, where DTIC plus FWGE completely in-
hibited the development of metastases in mela-
noma-bearing mice. The explanation of this
synergism may come from a study where it was
found that FWGE selectively and significantly in-
hibited the DNA repair enzyme, poly(ADP-ri-
bose) polymerase, which is overactivated in can-
cer cells.22 DTIC’s mechanism of action has been
well established, as this drug induced DNA le-
sions in cells synthesizing new DNA.23 Thus,
when poly(ADP-ribosylation) was inhibited by
FWGE, repair of the dacarbazine-induced DNA
lesions could be reduced. This inhibition could
be paralleled by increased cytotoxicity of the
drug, resulting in better efficacy of the adjuvant
chemotherapy in the patients.

CONCLUSIONS

We, therefore, highly recommend the inclusion
of this fermented wheat-germ-extract-based med-
ical nutriment into the adjuvant protocols of high-
risk skin melanoma patients. We also encourage
colleagues worldwide to further test this nontoxic
active preparation in melanoma and in other types
of human cancers.
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Figure 1. Kaplan-Meier estimate of the cumulative prob-
ability of remaining free from disease progression in stage
III skin melanoma patients. Log-rank test: chi-square [1] �
6.08; p � 0.0137.

Figure 2. Kaplan-Meier estimate of the cumulative prob-
ability of overall survival in stage III skin melanoma pa-
tients. Log-rank test: chi-square [1] � 4.72; p � 0.0298.



ACKNOWLEDGMENT

The authors thank Dr. Andras Paksy of the Bio-
metric Unit, School of Medicine, Semmelweis
University (Budapest, Hungary) for his advice in
the statistical analyses.

REFERENCES

1. Miller AJ, Mihm MC. Melanoma. N Engl J Med 2006;
355:51.

2. Balch CM, Soong S-J, Gershenwald JE, et al. Prog-
nostic factors analysis of 17,600 melanoma patients:
Validation of the American Joint Committee on Can-
cer melanoma staging system. J Clin Oncol 2001;19:
3622.

3. Tsao H, Atkins MB, Sober AJ. Management of cuta-
neous melanoma. N Engl J Med 2004;351:998.

4. Batliwalla FM, Bateman BA, Serrano D, et al. A 15-
year follow-up of AJCC stage III malignant melanoma
patients treated postsurgically with Newcastle disease
virus (NDV) oncolysate and determination of alter-
ations in the CD8 T-cell repertoire. Mol Med 1998;4:
783.

5. National Cancer Institute. Complementary and alterna-
tive medicine, 2008. Online document at: www.cancer.
gov/cancertopics/pdg/NDV/HealthProfessional/page8
Accessed August 12, 2008.

6. Nichelatti M, Hidvegi M. Experimental and clinical
results with Avemar (a dried extract from fermented
wheat germ) in animal cancer models and in cancer pa-
tients. Nogyogyaszati Onkologia 2002;7:40.

7. Garami M, Schuler D, Babosa M, et al. Fermented
wheat germ extract reduces chemotherapy induced
febrile neutropenia in pediatric cancer patients. J Pedi-
atr Hematol Oncol 2004;26:631.

8. Heimbach JT, Sebestyen G, Semjen G, et al. Safety
studies regarding a standardized extract of fermented
wheat germ. Int J Toxicol 2007;26:253.

9. Boros LG, Nichelatti M, Shoenfeld Y. Fermented wheat
germ extract (Avemar) in the treatment of cancer and
autoimmune diseases. Ann N Y Acad Sci 2005;1051:
529.

10. Pfeifer B. Avemar. In: Pfeifer B, Preis J, Unger C, eds.
Onkologie Integrativ. Munchen: Elsevier, Urban and
Fischer, 2006;226.

11. Johanning GL, Wang-Johanning F. Efficacy of a med-
ical nutriment in the treatment of cancer. Altern Ther
Health Med 2007;13:56.

12. Memorial Sloan-Kettering Cancer Center. Wheat germ
extract, 2008. Online document at: www.mskcc.org/
mskcc/html/69418.cfm Accessed August 12, 2008.

13. Hidvegi M, Raso E, Tomoskozi-Farkas R, et al. MSC,
a new benzoquinone-containing natural product with an-
timetastatic effect. Cancer Biother Radiopharm 1999;
14:277.

14. Jakab F, Shoenfeld Y, Balogh A, et al. A medical nu-
triment has supportive value in the treatment of col-
orectal cancer. Br J Cancer 2003;89:465.

15. Berd D, Mastrangelo MJ, Sato T. Calculation of sur-
vival of patients with stage III melanoma. J Clin Oncol
2005;23:9427.

16. Gorbunova VA, Orel NF, Semina OV, et al. Aranoza—
a new Russian antineoplastic drug. [In Russian]. Vopr
Onkol 2001;47:672.

17. Boros LG, Lapis K, Szende B, et al. Wheat germ 
extract decreases glucose uptake and RNA ribose 
formation but increases fatty acid synthesis in MIA
pancreatic adenocarcinoma cells. Pancreas 2001;23:
141.

18. Lee SN, Park H, Lee KE. Cytotoxic activities of fer-
mented wheat germ extract on human gastric carcinoma
cells by induction of apoptosis. J Clin Oncol 2005;23:
4254.

19. Telekes A, Raso E. Changes in the kinase expression
panel of K562 human leukemia after Avemar treatment.
J Clin Oncol 2007;25:14143.

20. Tejeda M, Gaál D, Szucs I, et al. Avemar inhibits the
growth of mouse and human xenograft mammary car-
cinomas comparable to endocrine treatments. J Clin On-
col 2007;25:21132.

21. Saiko P, Ozsvar-Kozma M, Madlener S, et al. Avemar,
a nontoxic fermented wheat germ extract, induces apop-
tosis and inhibits ribonucleotide reductase in human
HL-60 promyelocytic leukemia cells. Cancer Lett 2007;
250:323.

22. Comin-Anduix B, Boros LG, Marin S, et al. Fermented
wheat germ extract inhibits glycolysis/pentose cycle en-
zymes and induces apoptosis through poly(ADP-ribose)
polymerase activation in Jurkat T-cell leukemia tumor
cells. J Biol Chem 2002;277:46408.

23. Lonn U, Lonn S. Inhibition of poly(ADP-ribose) syn-
thetase potentiates cell dacarbazine cytotoxicity. Bio-
chem Biophys Res Commun 1987;142:1089.

482



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (None)
  /CalRGBProfile (Adobe RGB \0501998\051)
  /CalCMYKProfile (Japan Web Coated \050Ad\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket true
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize false
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo true
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Remove
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile (None)
  /AlwaysEmbed [ true
    /ACaslon-AltBold
    /ACaslon-AltBoldItalic
    /ACaslon-AltItalic
    /ACaslon-AltRegular
    /ACaslon-AltSemibold
    /ACaslon-AltSemiboldItalic
    /ACaslon-Bold
    /ACaslon-BoldItalic
    /ACaslon-Italic
    /ACaslon-Ornaments
    /ACaslon-Regular
    /ACaslon-Semibold
    /ACaslon-SemiboldItalic
    /ACaslon-SwashBoldItalic
    /ACaslon-SwashItalic
    /ACaslon-SwashSemiboldItalic
    /ACaslonExp-Bold
    /ACaslonExp-BoldItalic
    /ACaslonExp-Italic
    /ACaslonExp-Regular
    /ACaslonExp-Semibold
    /ACaslonExp-SemiboldItalic
    /AGaramond-BoldItalic
    /AGaramond-Italic
    /AGaramond-Regular
    /AGaramond-Semibold
    /AGaramond-SemiboldItalic
    /ATTorino-Bold
    /ATTorino-Condensed
    /Americana
    /Americana-Bold
    /Americana-ExtraBold
    /Americana-Italic
    /AmericanaBT-Bold
    /AmericanaBT-ExtraBold
    /AmericanaBT-ExtraBoldCondensed
    /AmericanaBT-Italic
    /AmericanaBT-Roman
    /AvantGarde-Bold
    /AvantGarde-BoldObl
    /AvantGarde-Book
    /AvantGarde-BookOblique
    /AvantGarde-CondBold
    /AvantGarde-CondBook
    /AvantGarde-CondDemi
    /AvantGarde-CondMedium
    /AvantGarde-Demi
    /AvantGarde-DemiOblique
    /AvantGarde-ExtraLight
    /AvantGarde-ExtraLightObl
    /AvantGarde-Mdm
    /AvantGarde-Medium
    /AvantGarde-MediumObl
    /BauerBodoni-Black
    /BauerBodoni-BlackCond
    /BauerBodoni-BlackItalic
    /BauerBodoni-Bold
    /BauerBodoni-BoldCond
    /BauerBodoni-BoldItalic
    /BauerBodoni-Italic
    /BauerBodoni-Roman
    /Belwe-Bold
    /Belwe-Condensed
    /Belwe-Light
    /Belwe-Medium
    /BelweT-LighItal
    /Berkeley-Black
    /Berkeley-BlackItalic
    /Berkeley-Bold
    /Berkeley-BoldItalic
    /Berkeley-Book
    /Berkeley-BookItalic
    /Berkeley-Italic
    /Berkeley-Medium
    /BiffoMT
    /Bodoni
    /Bodoni-Bold
    /Bodoni-BoldCondensed
    /Bodoni-BoldItalic
    /Bodoni-Book
    /Bodoni-BookItalic
    /Bodoni-Italic
    /Bodoni-Poster
    /Bodoni-PosterCompressed
    /Bodoni-PosterItalic
    /Bookman-Bold
    /Bookman-BoldItalic
    /Bookman-Demi
    /Bookman-DemiItalic
    /Bookman-Light
    /Bookman-LightItalic
    /Bookman-Medium
    /Bookman-MediumItalic
    /BorderPi-OneFiveOneFiveNine
    /BrushScript
    /Carta
    /CaslonTwoTwentyFour-Black
    /CaslonTwoTwentyFour-BlackIt
    /CaslonTwoTwentyFour-Bold
    /CaslonTwoTwentyFour-BoldIt
    /CaslonTwoTwentyFour-Book
    /CaslonTwoTwentyFour-BookIt
    /CaslonTwoTwentyFour-Medium
    /CaslonTwoTwentyFour-MediumIt
    /Century-Bold
    /Century-BoldCond-DTC
    /Century-BoldCondItalic-DTC
    /Century-BoldCondensed
    /Century-BoldCondensedItalic
    /Century-BoldItalic
    /Century-Book
    /Century-BookCond-DTC
    /Century-BookCondItalic-DTC
    /Century-BookCondensed
    /Century-BookCondensedItalic
    /Century-BookItalic
    /Century-Light
    /Century-LightCond-DTC
    /Century-LightCondIta-DTC
    /Century-LightCondensed
    /Century-LightCondensedItalic
    /Century-LightItalic
    /Century-Ultra
    /Century-UltraCond-DTC
    /Century-UltraCondIta-DTC
    /Century-UltraCondensed
    /Century-UltraCondensedItalic
    /Century-UltraItalic
    /Century751BT-ItalicB
    /Century751BT-RomanB
    /CenturyExpanded
    /CenturyExpanded-Italic
    /CenturyExpandedBT-Bold
    /CenturyExpandedBT-BoldItalic
    /CenturyExpandedBT-Italic
    /CenturyExpandedBT-Roman
    /CenturyOldStyle-Bold
    /CenturyOldStyle-Italic
    /CenturyOldStyle-Regular
    /CgTorinoOutline
    /Cheltenham-Bold
    /Cheltenham-BoldCond
    /Cheltenham-BoldItalic
    /Cheltenham-Book
    /Cheltenham-BookCond
    /Cheltenham-BookCondItalic
    /Cheltenham-BookItalic
    /Cheltenham-Light
    /Cheltenham-LightCond
    /Cheltenham-LightCondItalic
    /Cheltenham-LightItalic
    /Cheltenham-Ultra
    /Cheltenham-UltraItalic
    /Clarendon
    /Clarendon-Bold
    /Clarendon-Light
    /ClarendonBT-BoldCondensed
    /ClarendonBT-RomanCondensed
    /CompactaBoldPlain
    /CompactaItalicPlain
    /CompactaOnlShaD-ReguItal
    /CooperBlack
    /CooperBlack-Italic
    /Courier
    /Courier-Bold
    /Courier-BoldOblique
    /Courier-Oblique
    /DINEngschrift-Alternate
    /EdwardianScriptITC
    /ElectraLH-Bold
    /ElectraLH-Cursive
    /ElectraLH-Regular
    /Fenice-Bold
    /Fenice-BoldOblique
    /Fenice-Light
    /Fenice-LightOblique
    /Fenice-Regular
    /Fenice-RegularOblique
    /Fenice-Ultra
    /Fenice-UltraOblique
    /FranklinGothic-Book
    /FranklinGothic-BookOblique
    /FranklinGothic-Condensed
    /FranklinGothic-CondensedOblique
    /FranklinGothic-Demi
    /FranklinGothic-DemiOblique
    /FranklinGothic-ExampleNumber
    /FranklinGothic-ExtraCond
    /FranklinGothic-Heavy
    /FranklinGothic-HeavyOblique
    /FranklinGothic-Roman
    /Frutiger-Black
    /Frutiger-BlackCn
    /Frutiger-BlackItalic
    /Frutiger-Bold
    /Frutiger-BoldCn
    /Frutiger-BoldItalic
    /Frutiger-Cn
    /Frutiger-ExtraBlackCn
    /Frutiger-Italic
    /Frutiger-Light
    /Frutiger-LightCn
    /Frutiger-LightItalic
    /Frutiger-Roman
    /Frutiger-UltraBlack
    /Futura
    /Futura-Bold
    /Futura-BoldOblique
    /Futura-Book
    /Futura-BookOblique
    /Futura-CondExtraBoldObl
    /Futura-Condensed
    /Futura-CondensedBold
    /Futura-CondensedBoldOblique
    /Futura-CondensedExtraBold
    /Futura-CondensedLight
    /Futura-CondensedLightOblique
    /Futura-CondensedOblique
    /Futura-Heavy
    /Futura-HeavyOblique
    /Futura-Light
    /Futura-LightOblique
    /Futura-Mdm
    /Futura-MdmCnd
    /Futura-MdmCndItl
    /Futura-MdmItl
    /Futura-Oblique
    /FuturaBT-Bold
    /FuturaBT-BoldCondensed
    /FuturaBT-BoldCondensedItalic
    /FuturaBT-BoldItalic
    /FuturaBT-Book
    /FuturaBT-BookItalic
    /FuturaBT-ExtraBlack
    /FuturaBT-ExtraBlackCondItalic
    /FuturaBT-ExtraBlackCondensed
    /FuturaBT-ExtraBlackItalic
    /FuturaBT-Heavy
    /FuturaBT-HeavyItalic
    /FuturaBT-Light
    /FuturaBT-LightCondensed
    /FuturaBT-LightItalic
    /FuturaBT-Medium
    /FuturaBT-MediumCondensed
    /FuturaBT-MediumItalic
    /FuturaBoldModified
    /FuturaBoldObliqueModified
    /FuturaEF-DemiBold
    /FuturaEF-DemiBoldObl
    /FuturaModified
    /FuturaObliqueModified
    /Garamond-Bold
    /Garamond-BoldCondensed
    /Garamond-BoldCondensedItalic
    /Garamond-BoldItalic
    /Garamond-Book
    /Garamond-BookCondensed
    /Garamond-BookCondensedItalic
    /Garamond-BookItalic
    /Garamond-Light
    /Garamond-LightCondensed
    /Garamond-LightCondensedItalic
    /Garamond-LightItalic
    /Garamond-Ultra
    /Garamond-UltraCondensed
    /Garamond-UltraCondensedItalic
    /Garamond-UltraItalic
    /GillSans
    /GillSans-Bold
    /GillSans-BoldCondensed
    /GillSans-BoldExtraCondensed
    /GillSans-BoldItalic
    /GillSans-Condensed
    /GillSans-ExtraBold
    /GillSans-ExtraBold-ScholasticLg
    /GillSans-ExtraBold-ScholasticSm
    /GillSans-ExtraBoldDisplay
    /GillSans-Italic
    /GillSans-Light
    /GillSans-LightItalic
    /GillSans-LightShadowed
    /GillSans-Shadowed
    /GillSans-UltraBold
    /GillSans-UltraBoldCondensed
    /GillSansExtraBoldItalic
    /GillSansUltraBoldItalic
    /Giovanni-Black
    /Giovanni-BlackItalic
    /Giovanni-Bold
    /Giovanni-BoldItalic
    /Giovanni-Book
    /Giovanni-BookItalic
    /Glypha
    /Glypha-Bold
    /Glypha-BoldOblique
    /Glypha-Oblique
    /Goldwater
    /Goudy
    /Goudy-Bold
    /Goudy-BoldItalic
    /Goudy-BoldItalicOsF
    /Goudy-BoldOsF
    /Goudy-ExtraBold
    /Goudy-Heavyface
    /Goudy-HeavyfaceItalic
    /Goudy-Italic
    /Goudy-ItalicOsF
    /Goudy-SC
    /GoudyCatalog-Itl
    /GoudyCatalog-Rgl
    /Helvetica-Black
    /Helvetica-BlackOblique
    /Helvetica-Bold
    /Helvetica-BoldOblique
    /Helvetica-Compressed
    /Helvetica-Condensed-Black
    /Helvetica-Condensed-BlackObl
    /Helvetica-Condensed-BoldObl
    /Helvetica-Condensed-Light
    /Helvetica-Condensed-LightObl
    /Helvetica-Condensed-Oblique
    /Helvetica-ExtraCompressed
    /Helvetica-LightOblique
    /Helvetica-Narrow-BoldOblique
    /Helvetica-Oblique
    /Helvetica-UltraCompressed
    /Humanist521BT-Roman
    /Industria-Inline
    /Industria-InlineA
    /Industria-Solid
    /Industria-SolidA
    /ItcEras-Bold
    /ItcEras-Book
    /ItcEras-Demi
    /ItcEras-Light
    /ItcEras-Medium
    /ItcEras-Ultra
    /ItcKabel-Bold
    /ItcKabel-Book
    /ItcKabel-Demi
    /ItcKabel-Medium
    /ItcKabel-Ultra
    /Kaufmann
    /Kaufmann-Bold
    /Linoscript
    /LubalinGraph-Book
    /LubalinGraph-BookOblique
    /LubalinGraph-Demi
    /LubalinGraph-DemiOblique
    /LucidaSans
    /LucidaSans-Bold
    /LucidaSans-Italic
    /Machine
    /MediciScript
    /Minion-Black
    /Minion-Bold
    /Minion-BoldItalic
    /Minion-DisplayItalic
    /Minion-DisplayRegular
    /Minion-Italic
    /Minion-Ornaments
    /Minion-Regular
    /Minion-Semibold
    /Minion-SemiboldItalic
    /Minion-SwashDisplayItalic
    /Minion-SwashItalic
    /Minion-SwashSemiboldItalic
    /MinionExp-Black
    /MinionExp-Bold
    /MinionExp-BoldItalic
    /MinionExp-DisplayItalic
    /MinionExp-DisplayRegular
    /MinionExp-Italic
    /MinionExp-Regular
    /MinionExp-Semibold
    /MinionExp-SemiboldItalic
    /Modern735BT-RomanA
    /Modern880BT-Bold
    /Modern880BT-Italic
    /Modern880BT-Roman
    /NewBaskerville-Black
    /NewBaskerville-BlackItalic
    /NewBaskerville-Bold
    /NewBaskerville-BoldItalic
    /NewBaskerville-BoldItalicOsF
    /NewBaskerville-BoldSC
    /NewBaskerville-Italic
    /NewBaskerville-ItalicOsF
    /NewBaskerville-Roman
    /NewBaskerville-SC
    /NewBaskerville-SemiBold
    /NewBaskerville-SemiBoldIta
    /NewCaledonia-Black
    /NewCaledonia-BlackItalic
    /NewCaledonia-Bold
    /NewCaledonia-BoldItalic
    /NewCaledonia-BoldItalicOsF
    /NewCaledonia-BoldSC
    /NewCaledonia-Italic
    /NewCaledonia-ItalicOsF
    /NewCaledonia-SC
    /NewCaledonia-SemiBold
    /NewCaledonia-SemiBoldItalic
    /Nofret-Bold
    /Nofret-BoldItalic
    /Nofret-Italic
    /Nofret-Light
    /Nofret-LightItalic
    /Nofret-Medium
    /Nofret-MediumItalic
    /Nofret-Regular
    /Novarese-Bold
    /Novarese-BoldItalic
    /Novarese-Book
    /Novarese-BookItalic
    /Novarese-Medium
    /Novarese-MediumItalic
    /Novarese-Ultra
    /OCRA
    /OCRB
    /OfficinaSans-Bold
    /OfficinaSans-BoldItalic
    /OfficinaSans-Book
    /OfficinaSans-BookItalic
    /OfficinaSerif-Bold
    /OfficinaSerif-BoldItalic
    /OfficinaSerif-Book
    /OfficinaSerif-BookItalic
    /OnyxMT
    /Optima
    /Optima-Bold
    /Optima-BoldOblique
    /Optima-Oblique
    /PalaceScriptMT
    /PalaceScriptMT-SemiBold
    /Palatino-Black
    /Palatino-BlackItalic
    /Palatino-Bold
    /Palatino-BoldItalic
    /Palatino-BoldItalicOsF
    /Palatino-BoldOsF
    /Palatino-Italic
    /Palatino-ItalicOsF
    /Palatino-Light
    /Palatino-LightItalic
    /Palatino-Medium
    /Palatino-MediumItalic
    /Palatino-Roman
    /Revival565BT-Bold
    /Revival565BT-BoldItalic
    /Revival565BT-Italic
    /Revival565BT-Roman
    /RomanaBT-Bold
    /RomanaBT-Roman
    /Sabon-Bold
    /Sabon-BoldItalic
    /Sabon-BoldItalicOsF
    /Sabon-BoldOsF
    /Sabon-Italic
    /Sabon-ItalicOsF
    /Sabon-Roman
    /Sabon-RomanSC
    /SmileyFace
    /Sonata
    /StoneInformal
    /StoneInformal-Bold
    /StoneInformal-BoldItalic
    /StoneInformal-Italic
    /StoneInformal-Semibold
    /StoneInformal-SemiboldItalic
    /StoneSans
    /StoneSans-Bold
    /StoneSans-BoldItalic
    /StoneSans-Italic
    /StoneSans-Semibold
    /StoneSans-SemiboldItalic
    /StoneSerif
    /StoneSerif-Bold
    /StoneSerif-BoldItalic
    /StoneSerif-Italic
    /StoneSerif-Semibold
    /StoneSerif-SemiboldItalic
    /StoneSerifTn4
    /Syntax-Black
    /Syntax-Bold
    /Syntax-Italic
    /Syntax-Roman
    /Syntax-UltraBlack
    /Techno
    /TimelessCyrillic-Bold
    /TimelessCyrillic-Light
    /TimelessCyrillic-LightIta
    /Times-Bold
    /Times-BoldItalic
    /Times-BoldItalicOsF
    /Times-BoldSC
    /Times-ExtraBold
    /Times-Italic
    /Times-ItalicOsF
    /Times-PhoneticAlternate
    /Times-PhoneticIPA
    /Times-Roman
    /Times-RomanSC
    /Times-Semibold
    /Times-SemiboldItalic
    /TimesEuropa-Bold
    /TimesEuropa-BoldItalic
    /TimesEuropa-Italic
    /TimesEuropa-Roman
    /TimesNewRomanMT-BoldCond
    /TimesNewRomanMT-Cond
    /TimesNewRomanMT-CondItalic
    /TimesNewRomanPS
    /TimesNewRomanPS-Bold
    /TimesNewRomanPS-BoldItalic
    /TimesNewRomanPS-Italic
    /ToonRoman
    /TorinoModern-Bold
    /TorinoModern-BoldItalic
    /TorinoModern-Italic
    /TorinoModern-Roman
    /Trajan-Bold
    /Trajan-Regular
    /Univers
    /Univers-Black
    /Univers-BlackExt
    /Univers-BlackExtObl
    /Univers-BlackOblique
    /Univers-BoldExt
    /Univers-BoldExtObl
    /Univers-BoldOblique
    /Univers-Condensed
    /Univers-CondensedBold
    /Univers-CondensedBoldOblique
    /Univers-CondensedLight
    /Univers-CondensedLightOblique
    /Univers-CondensedOblique
    /Univers-Extended
    /Univers-ExtendedObl
    /Univers-ExtraBlack
    /Univers-ExtraBlackExt
    /Univers-ExtraBlackExtObl
    /Univers-ExtraBlackObl
    /Univers-LightOblique
    /Univers-LightUltraCondensed
    /Univers-Oblique
    /UniversityRoman
    /VAGRounded-Black
    /VAGRounded-Bold
    /VAGRounded-Light
    /VAGRounded-Thin
    /WoodtypeOrnaments-One
    /WoodtypeOrnaments-Two
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Average
  /ColorImageResolution 300
  /ColorImageDepth 8
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /FlateEncode
  /AutoFilterColorImages false
  /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 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Average
  /GrayImageResolution 300
  /GrayImageDepth 8
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /FlateEncode
  /AutoFilterGrayImages false
  /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 false
  /MonoImageDownsampleType /Average
  /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 (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /SyntheticBoldness 1.000000
  /Description <<
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308030d730ea30d730ec30b9537052377528306e00200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /FRA <>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
    /ENU (Use these settings to create PDF documents for RR Donnelley Book plants. The PDF documents can be opened with Acrobat and Reader 5.0 and later.)
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


