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Summary

Management of young women with breast cancer is complex and has several particularities, one of which is fertility 
preservation, a very important quality of life issue for young breast cancer survivors. Chemotherapy can be gonadotoxic 
and signifi cantly reduce woman`s reproductive potential and cause premature ovarian insuffi  ciency while endocrine ther-
apy requires a delay of pregnancy and indirectly aff ects fertility. Therefore every woman of reproductive age diagnosed 
with breast cancer should be informed about potential gonadotoxic eff ect of cancer treatment, the risk of premature ovarian 
insuffi  ciency and associated symptoms, available fertility preservation methods, delay of cancer treatment and chances of 
subsequent pregnancy. If interested in fertility preservation breast cancer patients should be referred as early as possible to 
a reproductive specialist to further discuss the risk of infertility and available fertility preservation options. Currently estab-
lished methods for fertility preservation are embryo and oocyte cryopreservation, while ovarian tissue cryopreservation, 
cryopreservation of immature oocytes and ovarian suppression with gonadotropin-releasing hormone agonists are still 
considered experimental.

The aim of this review is to highlight the importance of fertility preservation as an important quality of life issue for 
young breast cancer survivors.
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LIJEČENJE MLADIH ŽENA S RANIM STADIJEM RAKA DOJKE - VAŽNOST OČUVANJA PLODNOSTI
Sažetak

Liječenje mladih žena s rakom dojke je složeno i ima nekoliko posebnosti, jedna od kojih je očuvanje plodnosti, vrlo 
bitan čimbenik kvalitete života mladih žena koje su preboljele rak dojke. Kemoterapija može štetno utjecati na jajnike i zna-
čajno smanjiti reprodukcijski potencijal žene i uzrokovati prijevremenu ovarijsku insufi cijenciju, dok endokrina terapija 
zahtijeva odgodu trudnoće i tako posredno utječe na plodnost. Stoga bi svaka žena, kojoj je rak dojke dijagnosticiran u re-
produkcijskoj dobi, trebala biti informirana o mogućem gonadotoksičnom učinku antineoplastičke terapije, riziku prijevre-
mene ovarijske insufi cijencije i povezanim simptomima, dostupnim metodama očuvanja plodnosti, odgodi sustavne antine-
oplastičke terapije, kao i o mogućnostima ostvarenja trudnoće nakon provedenog liječenja. Ukoliko je bolesnica s rakom 
dojke zainteresirana za očuvanje plodnosti, treba je što ranije uputiti subspecijalistu humane reprodukcije, koji će joj dodat-
no objasniti rizike za neplodnost i dostupne metode očuvanja plodnosti. Krioprezervacija embrija i oocita su trenutno jedine 
etablirane metode očuvanja plodnosti, dok se krioprezervacija tkiva jajnika, krioprezervacija nezrelih oocita i ovarijska su-
presija još uvijek smatraju eksperimentalnima.

Cilj ovoga preglednog rada je istaknuti važnost očuvanja plodnosti kao bitnog čimbenika kvalitete života mladih žena 
koje su preboljele rak dojke.

KLJUČNE RIJEČI: rak dojke, očuvanje plodnosti, trudnoća, kvaliteta života.
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INTRODUCTION

Advances in the breast cancer (BC) treatment 
have increased survival rates of BC patients. One 
of the most important survivorship issues for 
young BC patient is fertility preservation because 
cancer treatment can be gonadotoxic and reduce 
the reproductive potential of young women. 
Breast cancer therapy can aff ect fertility both di-
rectly with administration of gonadotoxic chemo-
therapy to ovaries and indirectly in case of HR-
positive BC with the administration of endocrine 
therapy. Because of teratogenic potential of endo-
crine therapy, pregnancy is contraindicated dur-
ing 5 year or longer period of this therapy (1). Data 
suggest that young women have unique biology 
and more aggressive phenotypes of BC. However, 
according to current recommendations the same 
factors should be taken into account for older and 
young BC patients for decision of which therapy 
to prescribe (2, 3). Younger women are often can-
didates for gonadotoxic chemotherapy and in case 
of HR-positive BC subsequently for endocrine 
therapy. These treatments can signifi cantly impair 
their fertility. The postponement of fertility in 
contemporary societies results in increased num-
ber of young patients diagnosed with BC who 
have not yet completed their family and wish to 
preserve fertility and achieve subsequent preg-
nancy (4).

Pregnancy after breast cancer

Current retrospective evidence suggests that 
pregnancy after BC is not associated with an in-
creased risk of recurrence and should not be dis-
couraged, even in case of HR-positive BC. Al-
though optimal timing for conception after BC is 
unknown, it is suggested that early pregnancy 
(during the fi rst 2 years from BC diagnosis) should 
be avoided. It is recommended to wait 3-6 months 
after treatment interruption and pregnancy at-
tempt to allow wash-out of endocrine therapy. 
Also, there is no evidence supporting a therapeu-
tic role of induced abortion (5, 6, 7, 8, 9).

Currently ongoing prospective POSITIVE 
(Pregnancy Outcome and Safety of Interrupting 
Therapy for Women with Endocrine Responsive 
BC, ClinicalTrials.gov Identifi er: NCT02308085) 
study will att empt to answer a lot of open ques-
tions in the oncofertility fi eld, particularly safety 
of endocrine therapy interruption in HR-positive 

BC. Also, BC patients have increased risks of de-
livery complications (cesarean section, preterm 
delivery and low birth weight) and should be 
closely monitored during pregnancy (8). Patients 
should be strongly advised to avoid pregnancy 
during active cancer treatment due to teratogenic 
potential of both chemotherapy and endocrine 
therapy. Barrier methods such as condoms and 
cervical diaphragm and copper IUDs or male con-
traception are recommended, while hormone con-
traception is contraindicated (5).

Fertility consultation

Young premenopausal BC patients should be 
informed about the biology of BC, proposed 
 treatment options and expected benefi ts, potential 
gonadotoxic eff ect of planned treatment for BC, 
risk of premature ovarian insuffi  ciency (POI) 
and associated symptoms (vasomotor symptoms, 
weight gain, sexual dysfunction, sleep disorders, 
osteoporosis, atherosclerosis) and infertility, avail-
able fertility preservation options, safety and po-
tential timing of subsequent pregnancy, delay of 
cancer treatment initiation and, if interested in fer-
tility preservation, BC patients should be referred 
to a reproductive specialist early as possible to 
further discuss the risk of infertility and available 
options for fertility preservation. A multidisci-
plinary approach to fertility preservation and ear-
ly referral are the key components for the success-
ful fertility preservation which allows young BC 
survivors to have their own biological family in 
the future (8, 10).

Gonadotoxicity is dependent on the age of 
the patient, remaining ovarian reserve, type and 
the dose of planned chemotherapy. Older women 
have a greater risk of POI because they have natu-
rally reduced ovarian reserve. Patients with previ-
ous exposure to gonadotoxic therapy, autoim-
mune disease, endometriosis have increased risk 
of POI (11). Among diff erent chemotherapy agents, 
cyclophosphamide is considered to be the most 
gonadotoxic. Cyclophosphamide is a cell-cycle 
nonspecifi c alkylating agent which causes dam-
age to resting and growing follicles in a dose-de-
pendent manner (12,13). Ovarian reserve can be 
assessed by hormone assays (Anti-Mullerian hor-
mone, follicle-stimulating hormone (FSH), estra-
diol, inhibin-B) and antral follicle count with 
transvaginal ultrasound in the early follicular 
phase (14).
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Fertility preservaton options

Gold standard methods for fertility preserva-
tion are embryo and mature oocyte cryopreserva-
tion both of which require ovarian stimulation 
(OS) and delay initiation of chemotherapy for at 
least 2 weeks with the use of random start OS pro-
tocols (15, 16, 17). The success of both of these 
methods is highly dependent on the age of the pa-
tients, reproductive history and number of stored 
oocytes or embryos. In order to achieve a suffi  -
cient number of oocytes for cryopreservation pro-
cess OS needs to be performed. Because of con-
cerns that OS would increase signifi cantly estra-
diol levels and increase the risk of BC recurrence 
in HR-positive BC alternative and safer protocols 
for OS using letrozole with gonadotropins were 
developed which are considered to be safe and ef-
fective (18, 19, 20, 21). Reported live birth per em-
bryo transfer is 45% which is comparable to pa-
tients using IVF because of infertility (20).

For those women unable to undergo embryo 
cryopreservation because of law restriction, reli-
gious and ethical reasons, lack of partner or un-
willingness to use sperm donor alternative to em-
bryo cryopreservation is oocyte cryopreservation. 
With the use of vitrifi cation oocyte cryopreserva-
tion has improved live birth rates. Reported live 
birth rate per patient was higher in patients young-
er than 35 years (live birth rate of 50% compared to 
22.9% for women older than 36 years), needing at 
least 8-10 metaphase II oocytes for successful out-
come, with individualization of numbers of oo-
cytes for women older than 36 years (22).

Other fertility preservation methods include 
ovarian tissue cryopreservation, cryopreservation 
of immature oocytes, ovarian suppression with 
gonadotropin-releasing hormone agonists (Gn-
RHa) which are still considered experimental in 
fertility preservation. A great advantage of these 
methods is that they do not require OS and there-
fore can be used in patients who cannot delay start 
of cancer treatment.

Administration of GnRHa is the only non-
invasive fertility preservation procedure which 
does not require the use of assisted reproductive 
technologies, therefore, it is signifi cantly less ex-
pensive than other methods. There has been a lot 
of controversy regarding the use of GnRHa as a 
fertility preservation method. Although exact 
mechanism of action of GnRHa that could protect 

is currently uncertain it has been suggested that 
GnRHa could protect the ovaries from the go-
nadotoxic eff ect of chemotherapy with induction 
of gonadal quiescence and prevention of ovarian 
burnout fenomen, reduction of ovarian blood fl ow 
which could decrease the delivery of chemothera-
py to ovaries as well with the upregulation of an-
tiapoptotic pathways (23). On the contrary others 
stated that primordial follicles do not express go-
nadotropin receptors so GnRHa could not have 
direct eff ect on them and protect ovaries from the 
gonadotoxic eff ect of chemotherapy and pointed 
out that the majority of studies which evaluated 
the effi  cacy of GnRHa did not include adequate 
endpoints to measure fertility (24). Recent meta-
analysis showed that when given concurrently 
with chemotherapy GnRHa resulted in reduced 
risk of POI (OR 0.38; 95% CI 0.26-0.57) which is 
also very important issue for the quality of life of 
young patients taking into consideration all the 
symptoms associated with early menopause. 
Metaanalysis also showed higher chance for sub-
sequent pregnancy; 10.5% in patients who re-
ceived GnRHa, compared to 5.5% of pregnancies 
in control group, incidence rate ratio 1.83; 95% CI, 
1.06 to 3.15 (25). Current ASCO guidelines recom-
mend using GnRHa to reduce the likelihood of 
chemotherapy-induced ovarian insuffi  ciency and 
when other fertility preservation methods such as 
oocyte, embryo or ovarian tissue cryopreservation 
are not available (15).

In vitro maturation (IVM) is a technique 
which involves harvesting of immature oocytes 
from unstimulated ovaries or ovarian tissue are 
maturation in vitro. A high antral count is very 
important for the success of this method. Success 
rates of IVM are much lower compared to stan-
dard IVF, it is more expensive and technically 
more demanding (26, 27).

Ovarian tissue cryopreservation is att ractive 
fertility preservation method in which ovarian tis-
sue is harvested laparoscopically, cryopreserved 
and transplanted back to the patient either into 
pelvis cavity (orthotopic site) or extrapelvic site 
(heterotopic site) when a patient wants to use their 
ovarian tissue. Ovarian tissue cryopreservation 
has the advantage of restoring endocrine function, 
in more than 95% of patients when performed or-
thotopically. More than 130 babies have been born 
using this method with a pregnancy rate of 29%. 
Furthermore, orthotopic transplantation allows 
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spontaneous pregnancy (28). Postt ransplantation 
ischemia is a signifi cant problem for this method 
and the age of the patient should be taken into ac-
count when using this method. Therefore ovarian 
tissue cryopreservation is recommended to pa-
tient younger than 35 years who have good ovari-
an reserve with a real chance of 5-year survival 
who have 50% risk of POI (28). Ovarian tissue 
needs to be examined by histology and molecular 
biological techniques before returned to patient to 
exclude malignant reseeding of cancer cells. Fur-
ther developments in this fi eld to avoid reimplan-
tation of malignant cells include isolation of pri-
mordial follicles and formation of the artifi cial 
ovary (28, 29).

CONCLUSION

Infertility is a devastating adverse conse-
quence whi ch can occur after successful oncologi-
cal treatment and cause a great deal of psycholog-
ical distress and depression for young women 
who have not completed their family prior to BC 
diagnosis. Therefore fertility preservation has 
emerged as a very important quality of life issue 
for these patients. Every woman of reproductive 
age diagnosed with BC should be informed about 
potential adverse eff ect of cancer treatment and its 
eff ect on fertility and, if interested in fertility pres-
ervation, should be early referred to a reproduc-
tive specialist to further discuss the risk of infertil-
ity and available fertility preservation options.

REFERENCES

 1. Trivers KF, Fink AK, Partridge AH, Oktay K, Gins-
burg ES, Li C et al. Estimates of young breast cancer 
survivors at risk for infertility in the U.S. Oncologist. 
2014;19(8):814-22. Paluch-Shimon S, Pagani O, Par-
tridge AH, Abulkhair O, Cardoso M-J, Dent RA, et al. 
ESO-ESMO 3rd international consensus guidelines for 
breast cancer in young women (BCY3). Breast 2017;
35:203e17.

 2. Azim HA Jr, Partridge AH. Biology of breast cancer in 
young women. Breast Cancer Res. 2014;16:427.

 3. Kasum M, Beketić-Orešković L, Peddi PF, Orešković 
S, Johnson RH. Fertility after breast cancer treatment. 
Eur J Obstet Gynecol Reprod Biol. 2014;173:13-8.

 4. Paluch-Shimon S, Pagani O, Partridge AH, Abulkhair 
O, Cardoso M-J, Dent RA, et al. ESO-ESMO 3rd inter-
national consensus guidelines for breast cancer in 
young women (BCY3). Breast 2017;35:203e17.

 5. Azim HA Jr, Santoro L, Pavlidis N, Gelber S, Kroman 
N, Azim H, et al. Safety of pregnancy following breast 
cancer diagnosis: a meta-analysis of 14 studies. Eur J 
Cancer. 2011;47(1):74-83.

 6. Kasum M, Beketić-Orešković L, Orešković S. Subse-
quent pregnancy and prognosis in breast cancer survi-
vors. Acta Clin Croat. 2014;53(3):334-41.

 7. Lambertini M, Del Mastro L, Pescio MC, Andersen 
CY, Azim HA Jr, Peccatori FA, et al. Cancer and fertil-
ity preservation: international recommendations from 
an expert meeting. BMC Med. 2016;14:1.

 8. Lambertini M, Kroman N, Ameye L, Cordoba O, Pinto 
A, Benedett i G. Long-term Safety of Pregnancy Fol-
lowing Breast Cancer According to Estrogen Receptor 
Status. J Natl Cancer Inst. 2018;110:426-429.

 9. Lee S, Ozkavukcu S, Heytens E, Moy F, Oktay K. Val-
ue of Early Referral to Fertility Preservation in Young 
Women With Breast Cancer. J Clin Oncol. 2010; 28(31): 
4683–4686.

10. Martinez F; International Society for Fertility Preser-
vation–ESHRE–ASRM Expert Working Group. Up-
date on fertility preservation from the Barcelona Inter-
national Society for Fertility Preservation-ESHRE-AS-
RM 2015 expert meeting: indications, results and fu ture 
perspectives. Fertil Steril. 2017;108(3):407-415.e11.

11. Taylan E, Oktay K. Current state and controversies in 
fertility preservation in women with breast cancer. 
World J Clin Oncol 2017;8(3):241-248.

12. Bines J, Oleske DM, Cobleigh MA. Ovarian function 
in premenopausal women treated with adjuvant che-
motherapy for breast cancer. J Clin Oncol 1996;14:
1718-1729.

13. Bedoschi G, Navarro PA, Oktay K Chemotherapy-in-
duced damage to ovary: mechanisms and clinical im-
pact. Future Oncol. 2016;12(20):2333-44.

14. Oktay K, Harvey BE, Partridge AH, Quinn GP, 
Reinecke J, Taylor HS.Fertility Preservation in Patients 
With Cancer: ASCO Clinical Practice Guideline Up-
date. J Clin Oncol. 2018;36:1994-2001.

15. von Wolff  M, Thaler CJ, Frambach T et al. Ovarian 
stimulation to cryopreserve fertilized oocytes in can-
cer patients can be started in the luteal phase. Fertil 
Steril 2009; 92:1360-5.

16. Cakmak H, Katz  A, Cedars MI, Rosen MP. Eff ective 
method for emergency fertility preservation: Random-
start controlled ovarian stimulation. Fertil Steril 2013;
100:1673-80.

17. Kasum M, von Wolff  M, Franulić D, Čehić E, Klepac-
Pulanić T, Orešković S, et al. Fertility preservation op-
tions in breast cancer patients. Gynecol Endocrinol. 
2015;31:846-51.

18. Rodriguez-Wallberg KA, Eloranta S, Krawiec K, Liss-
mats A, Bergh J, Liljegren A. Safety of fertility preser-
vation in breast cancer patients in a register-based 
matched cohort study. Breast Cancer Res Treat. 2018;
167:761-769.



Lib Oncol. 2018;46(2-3):78–82

82

19. Oktay K, Turan V, Bedoschi G, Pacheco FS, Moy F. Fer-
tility Preservation Success Subsequent to Concurrent 
Aromatase Inhibitor Treatment and Ovarian Stimula-
tion in Women With Breast Cancer. J Clin Oncol. 2015;
33:2424-9.

20. Kim J, Turan V, Oktay K (2016) Long-term safety of 
letrozole and gonadotropin stimulation for fertility 
preservation in women with breast cancer. J Clin En-
docrinol Metab 101:1364–1371.

21. Cobo A, García-Velasco JA, Coello A, Domingo J, Pel-
licer A, Remohí J. Oocyte vitrifi cation as an effi  cient 
option for elective fertility preservation. Fertil Steril. 
2016;105:755-764.e8.

22. Blumenfeld Z. How to preserve fertility in young 
women exposed to chemotherapy? The role of GnRH 
agonist cotreatment in addition to cryopreservation 
of embryo, oocytes, or ovaries. Oncologist. 2007;12:
1044-54.

23. Taylan E, Oktay K. Current state and controversies in 
fertility preservation in women with breast cancer. 
World J Clin Oncol 2017;8:241-248.

24. Lambertini M, Moore HCF, Leonard RCF, Loibl S, 
Munster P, Bruzzone M, et al. Gonadotropin-Releas-
ing Hormone Agonists During Chemotherapy for 
Preservation of Ovarian Function and Fertility in Pre-
menopausal Patients With Early Breast Cancer: A Sys-

tematic Review and Meta-Analysis of Individual Pa-
tient-Level Data. J Clin Oncol. 2018;36:1981-1990.

25. Practice Committ ees of the American Society for Re-
productive Medicine and the Society for Assisted Re-
productive Technology. In vitro maturation: a com-
mitt ee opinion. Fertil Steril. 2013;99:663-6.

26. Guenther V, Alkatout I, Junkers W, Bauerschlag D, 
Maass N, von Ott e S.Fertility Preservation in Female 
Patients with Breast Cancer - a Current Overview. Ge-
burtshilfe Frauenheilkd. 2017;77:1088-1094.

27. Donnez J, Dolmans MM. Fertility Preservation in 
Women. N Engl J Med 2017;377:1657-1665.

28. Anderson RA, Wallace WHB, Telfer EE. Ovarian tissue 
cryopreservation for fertility preservation: clinical and 
research perspectives. Hum Reprod Open 2017;1.

Corresponding author: Lidija Beketić-Orešković, Depart-
ment of Clinical Oncology, School of Medicine, Universi-
ty of Zagreb, Zagreb, Croatia and Division of Radiothera-
py and Medical Oncology, University Hospital for Tu-
mors, Sestre milosrdnice University Hospital Center, 
Ilica 197, 10 000 Zagreb, Croatia. e-mail: lidijabeketic-
oreskovic@gmail.com



<<
  /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 /sRGB
  /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 false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 200
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.00000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /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 200
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.00000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /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 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.66667
  /EncodeMonoImages true
  /MonoImageFilter /FlateEncode
  /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


