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Integratif Tip Nedir ?

Integratif Tibbin Prensipleri

e Hasta ve doktor iyilesme surecinde ortaklardir

e Saglik, iyilik seviyesi ve hastaligi etkileyebilecek tum faktorler, vicut kadar akil, ruhsal
ve cevresel/toplumsal faktorler goz onunde tutulur. (Butuncul yaklasim ve altta yatan
nedenleri belirlemek/tedavi etmek)

e Integratif tip konvansiyonel tibbi benimser, ancak alternatif tedavileri kanita dayall
kritigini yapmadan kabul etmez.

e lyi tip iyi bilim ile mimkandr.
e Tedavi konsepti ile beraber saglik promosyonu, hastaliklarin prevansiyonu buyuk
oneme sahiptir.

https://integrativemedicine.arizona.edu/about/definition.html



Alternatif ve Tamamlayici Tip

e Alternatif Tip- Konvansiyonel tedavilerin yerine “dogal” tedavilerin

kullaniimasi.

o Dayanagi yetersiz ve konvansiyonel tedavilerin reddine/gecikmesine

neden olabiliyor.
e Tamamlayici Tip- Konvansiyonel tedaviler ile beraber “dogal” tedavilerin

kullaniimasi

o Kanita dayali tip uygulamalari ile uyumlu olmayabilir. GUvenlik? Etkinlik?



Kuzey Amerika’da Integratif Tip/Onkolojinin Geligimi

-1999'da MSKCC
-MD Anderson Cancer Centre

-Harvard/Duke/Stanford

-Academic Consortium for Integrative Medicine and Health- 72 members from US
and Canada

https://imconsortium.orag/members/member-listing/

National Center for
Complementary and
Integrative Health
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https://imconsortium.org/members/member-listing/

The University of Alabama at
Birmingham—UAB Integrative Medicine
Arizona Center for Integrative Medicine
at The University of Arizona

Stanford University—Stanford Center
for Integrative Medicine

University of California, Susan Samueli
Center for Integrative Medicine
University of California, Los
Angeles—Collaborative Centers for
Integrative Medicine

University of California, San
Diego—Centers for Integrative Health
University of California, San Francisco
Osher Center for Integrative Medicine
Cincinnati Childrens Hospital
Integrative Care

Cleveland Clinic Center for Functional
Medicine

Cleveland Clinic Center for Integrative &

Lifestyle Medicine
Cleveland Clinic Children’s Center for

Pediatric Integrative Medicine

Children’s Hospitals and Clinics of
Minnesota—Integrative Medicine Program
Mayo Clinic—Integrative Medicine and

University of Colorado at Denver School of
Medicine—The Center for Integrative

Medicine Health

Osher Center for Integrative Medicine at University of Minnesota

University of Miami School of Medicine Center for Spirituality and Healing
University of Chicago Pritzker School of University of Mississippi Medical
Medicine Center—Center for Integrative Health

University of New Mexico Center for Life

NYU Langone Medical Center—Integrative
Health Services

Integrative Medicine at Kellogg Cancer Center
University of Kansas Program in Integrative

Medicine Northern Westchester

Mar yland University of Integrative Health Hospita]_lntegrative Medicine Services
Boston University School of Medicine Duke University

Program for Integrative Medicine & Health =~ Duke Integrative Medicine

Disparities University of North Carolina at Chapel

University of Massachusetts Medical School Hill Program on Integrative Medicine
Center for Mindfulness UC Health Integrative Medicine at

Osher Center for Inteerative Medicine at University of Cincinnati Medical Center

Harvard Medical School and Brigham and University of Pennsylvania

, . Center for Integrative Medicine
Women’s Hospital The Uni v of T Medical
Beaumont Integrative Medicine e University of lennessee Medica

Henry Ford Health System—Center for Center B Internal Me'dl'cme and
. . Integrative Health Clinic
Integrative Medicine

University of Michigan—Integrative Medicine
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Avru pa— U K Primrose Oncology Lifestyle Research Unit

- Scientific evidence reviews
- Lifestyle surveys with patients

e British Society for Integrative Oncology - Randomised controlled Trial
o Royal London Hospital for Integrated Medicine- NHS

e European Society of Integrative Medicine
e Germany, Spain, Italy, Austria, Portugal, Sweden, Hungary, Danmark, Serbia,
Slovenia...



Integratif Tip Alanlari

- Mental Saglik/ Psikiyatrik bozukluklar

- Fibromyalji ve Kronik Yorgunluk Sendromu
- Infertilite ve menopoz

- Alerjiler

- Migren/ Tension tip bas agrilari

- Insomnia

- Integratif Dermatoloji

- lIrritable Barsak Sendromu

- Otoimmun ve Romatolojik hastaliklar



Onkolojide Tamamlayici ve Alternatif Tip

e Kanser hastalarinin %80’i bir ya da daha cok tamamlayici tip yontemi

kullaniyor.

e %14’u bunu onkoloji ekibine agikliyor.

e Amerika: Toplumun %401 kanserin alternatif tedaviler ile iyilestirilebilecegine

inaniyor.



Integratif Onkolojinin Amaci Nedir?

- Integratif Onkolojinin amaci kanseri tedavi etmek degildir

- Kanser tanisiyla konvansiyonel tedaviler alan hastalari desteklemektir.



Society for Integrative Oncology

- Hastalarinin gogunun, kendi onaylamadiklari tamamlayici tedaviler aldigini
farkederek bu tedavi yontemlerini arastirmak isteyen onkologlar tarafindan

kurulmus bir topluluk.



Integratif Onkoloji

Society for Integrative Oncology definition:

Integrative oncology is a patient-centered, evidence-informed field of
cancer care that utilizes mind and body practices, natural products,
and/or lifestyle modifications from different traditions alongside
conventional cancer treatments.

- Dogal tedavi yontemlerini guvenli ve kanita dayali olarak
konvansiyonel tedaviler ile beraber uygulamak suretiyle hastalarin
talebini karsilarken, bunun uygun bir sekilde yapilmasini sagliyor.

Journal of the Society for Integrative Oncology, Vol 7, No 3 (Summer), 2009: pp 85-120



Integratif Tedavilerin/Arastirmalarin Amaci nedir?

- Nutrisyonel durumun iyilestiriimesi (karaciger, mikrobiome, insulin rezistansi, obezite,
sarkopeni)

- Tedavi yan etkilerinin yonetimi

- Tedavi cevabinin arttiriimasi, Multi ilag rezistansinin engellenmesi

- Bagisiklik sisteminin desteklenmesi

- lyilesmenin hizlandiriimasi

- Semptom kontrolu

- Hastanin tedavinin bir pargasi olmasinin saglanmasi ve kontrol kaybina sekonder
anksiyetenin azaltilmasi, umudun artmasi

- Kanser ve Rekurrens Prevansiyonu



Kanserden Korunma

-Ailesinde kanser hikayesi olan ve korunma konusunda bilgi almak isteyen kisilere bilgi vermek ve
kisisel hayat tarzi degisiklikleri ve gerekirse destek tedavi plani hazirlamak

-Premalign lezyonlarda konvansiyonel tedaviler ile beraber es zamanli destek tedaviler planlamak



Aktif Kanser tedavisi devam eden hastalar:

-Tedavi yan etkilerini azaltmak
-Tedavinin etkinligini arttirmak (sinerjistik etki)
-Integratif tedaviler ile ilgili, hasta ve onkologlarina giivenli ve giincel bilgi sunmak

-Tedavi sirasinda regetesiz/uzman onerisi olmaksizin, Konvansiyonel tedaviler ile
beraber kullanilan bitki ve desteklerle ilgili etkilesim/olumsuzluklar ile ilgili bilgi
vermek

- Beslenme, egzersiz ve mind-body yonelik kisisellestiriimis yasam tarzi degisikligi
planlari hazirlamak ve bu degisim surecinde destek olmak

-Her hasta icin, konvansiyonel tedaviler ile eszamanl olarak guvenle kullanilacak
kanita dayali destek tedaviler planlamak



Survivorship

- Konvansiyonel tedavilere yonelik uzun donem yan etki yonetimi igin kisisel
plan hazirlamak
- Rekurrens riskini azaltacak yasam tarzi degisikliklerini planlamak

- Hayat kalitesini arttirmak



Integratif Onkoloji Anketleri:

-En sik kullanilan yontem: Beslenme destekleri ve bitkisel Grtnler! (Mucize Hap!)
-Beslenme

-Mind-Body uygulamalari (Meditasyon, nefes egzersizleri, art terapi...)
-Egzersiz (Kilo kontrolu, osteoporoz, anksiyete...)

-Akupunktur (CINV, neuropati...)

-Fiziksel Tedaviler (Masa;j...)



Yasam tarzi degisiklikleri zaman ve emek gerektirir ancak finansal

olarak hastalari zorlamaz.

Hastanin sagligi Uzerindeki kontrolinu ve umudu arttirir.

Genel enflamasyonu ve stresi azaltarak, immuniteyi optimize etmeye

yardimci olabilir. [~
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Beslenme ve Meme Kanseri Riski

- 7 kohort calismasi: Akdeniz tarzi beslenme %6 daha az meme kanseri
insidansi

- Akdeniz tarzi beslenmeye en c¢ok uyum gosterenlerde meme Kkanseri
mortalitesinde %57 azalma
- 83 calisma dahil edilmis.
- Koruyucu etki en cok sebze, meyva ve proses edilmemis tahillara
baglanmig

SchwingshackIL,et al.Nutrients. 2017 Sep 26;9(10)



Research

JAMA Internal Medicine | Original Investigation
Mediterranean Diet and Invasive Breast Cancer Risk Among
Women at High Cardiovascular Risk in the PREDIMED Trial
A Randomized Clinical Trial

Estefania Toledo, MD, MPH, PhD: Jordi Salas-Salvada, MD, PhD; Carolinz Donat Vargas, PharmD

Pilar Buil-Cosiales, MD, PhD; Ramén Estruch, MD, PhD: Emlio Ros, MD, PhD: Dolores Corella. DPharm, PhD:
Montserrat Fitd, PhD; Frank B. Hu, MD, PhD:; Fernando Aras, MD, PhD: Enngue Gomez-Graca. MD, PhD:;
Dora Romaguera, MSc, PhD; Manuel Ortega-Calvo, MD; Liuss Serra-Majem, MD, PhD: Xavier Pimto, MD, PhDD:
Helmut Schroder, PhD: Josep Basora, MD, PhD:; José Vicente Sorfi, MD, PhD: Monica Bulla, BSc, PhiD:
Merce Serra-Mir, RD; Miguel A. Martinez-Gonzalez, MD

PREDIMED c¢alismasi 1:1:1 randomize, tek korlu

n=4282 menopozal, 60-80 yas, yuksek KVH riski

Akdeniz tarzi beslenme + extra virgin zeytinyagi % 68 disuk meme kanseri
riski

Akdeniz tarzi beslenme + kuruyemisler %41 meme kanseri riskinde azalma

Toledo E,etal. JAMA Intern Med. 2015;175:1752.



“CONCLUSIONS: In this large prospective study, a 10% increase in the proportion
of ultra-processed foods in the diet was associated with a significant increase of
greater than 10% in risks of overall and breast cancer. “

RESEARCH

OPEN ACCESS

Consumption of ultra-processed foods and cancer risk: results
from NutriNet-Santé prospectlve cohort

Thibault Fiole ¢, Bern
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Ultra -Prosesten gecmis gidalar

- 104,980 eriskin, prospektif kohort calismasi
- Prossten gecmis gida tuketimi ve kanser riski iliskisi arastiriimis
- Beslenmede %10 UPG tuketiminde artis:

- Kanser riskinde %12 artis

- Meme kanseri riskinde %11 artis



Epigenetik ve Beslenme Etkilesimi

e DNA metilasyonu

— DNA'nin non-coding promoter bolumlerine metil
gruplarinin aktariilmasi ile gen/gen gruplarinin
sessizlestiriimesi

— Genomun genelinde hipometilasyon, artmis kanser
riski ile uyumlu saptanmis.



Randomized Controlled Trial > J Nutr. 2015 Apr;145(4):783-90. doi: 10.3945/jn.114.202853.

Epub 2015 Feb 4.

Dietary modifications, weight loss, and changes in
metabolic markers affect global DNA methylation in
Hispanic, African American, and Afro-Caribbean
breast cancer survivors

. ~ ; . 2 . 3 \Aa V. ¥ e
Lissette Delgado-Cruzata ', Wenfei Zhang 2, Jasmine A McDonald 3, Wei Yann Tsai 2, Cristina
Valdovinos 3, Laura Falci 3, Qiao Wang 4, Katherine D Crew °, Regina M Santella ©, Dawn L

Hershman 2, Heather Greenlee ’

e Global metilasyon seviyelerinin 6-12 aylik kilo
verme, meyva tuketiminde artis gibi yasam
degisiklikleri ile artabilecegini gosteren bir calisma.



BMC Cancer. 2016 Jun 10;18:280. doi: 10.1186/5s12885-018-2370-6.

Safety and feasibility of fasting in combination with platinum-based chemotherapy.
Dorff TB‘, Groshen SZ, Garcia A’, Shah M‘, Tsao-Wei DZ, Pham H3, Cheng CW’", Brandhorst 54, Cohen P4, Wei M‘, Longo V“", Quinn DF.

# Author information

Abstract
BACKGROUND: Short-term starvation prior to chemotherapy administration protects mice against toxicity. We undertiook dose-escalation of

fasting prior to platinum-based chemotherapy to determine safety and feasibility in cancer patients.

METHODS: 2 cohorts fasted before chemotherapy for 24, 48 and 72 h (divided as 48 pre-chemo and 24 post-chemo) and recorded all
calories consumed. Feasibility was defined as = 3/6 subjects in each cohort consuming =200 kcal per 24 h during the fast period without
excess toxicity. Oxidative stress was evaluated in leukocytes using the COMET assay. Insulin, glucose, ketones, insulin-like growth factor-1
(IGF-1) and IGF binding proteins (IGFBPs) were measured as biomarkers of the fasting state.

RESULTS: The median age of our 20 subjects was 61, and 85 % were women. Feasibility criteria were met. Fasting-related toxicities were
limited to = grade 2, most commonly fatigue, headache, and dizziness. The COMET assay indicated reduced DNA damage in leukocytes
from subjects who fastedfor=48 h (p= 0.08)| There was a non-significant trend toward less grade 3 or 4 neutropenia in ’?he 48and72h |
cohorts compared to 24 h cohort (p=0.17). IGF-1 levels decreased by 30, 33 and 8 % in the 24, 48 and 72 h fasting cohoris respectively
after the first fasting period.

CONCLUSION:Easting for 72 h around chemotherapy administration is safe and feasible for cancer patients. biomarkers such as IGF-1

may facilitate assessment of differences in chemotherapy toxicity in subgroups achieving the physioclogic fasting state. An onging
randomized trial is studying the effectof 72 h offastingl
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https://doi.org/10.1038/: 67-020-16138-3 OPEN

Fasting mimicking diet as an adjunct to neoadjuvant
chemotherapy for breast cancer in the multicentre
randomized phase 2 DIRECT trial

Stefanie de Groot!, Rieneke T. Lugtenberg!, Danielle Cohen?, Marij J. P. Welters® ', llina Ehsan’,

Maaike P. G. Vreeswijk® 3, Vincent T. H. B. M. Smit2, Hiltje de Graaf®, Joan B. Heijns>,

Johanneke E. A. Portielje‘~6, Agnes J. van de Wouw’, Alex L. T. Imholz®, Lonneke W. Kessels&,

Suzan Vrijaldenhoven®, Arnold Baars'?, Elma Meershoek-Klein Kranenbarg® ', Marjolijn Duijm-de Carpentier'’,
Hein Putter'?, Jacobus J. M. van der Hoeven!, Johan W. R. Nortier!, Valter D. Longo@® 34, Hanno Pijl® 15,
Judith R. Kroep® '™ & Dutch Breast Cancer Research Group (BOOG)'®~

Short-term fasting protects tumor-bearing mice against the toxic effects of chemotherapy
while enhancing therapeutic efficacy. We randomized 131 patients with HER2-negative stage
1I/11l breast cancer, without diabetes and a BMI over 18 kg m—2, to receive either a fasting
mimicking diet (FMD) or their regular diet for 3 days prior to and during neoadjuvant che-
motherapy. Here we show that there was no difference in toxicity between both groups,
despite the fact that dexamethasone was omitted in the FMD group. A radiologically com-
plete or partial response occurs more often in patients using the FMD (OR 3.168, P = 0.039).
Moreover, per-protocol analysis reveals that the Miller&Payne 4/5 pathological response,
indicating 90-100% tumor-cell loss, is more likely to occur in patients using the FMD (OR
4109, P = 0.016). Also, the FMD significantly curtails chemotherapy-induced DNA damage in
T-lymphocytes. These positive findings encourage further exploration of the benefits of
fasting/FMD in cancer therapy. Trial number: NCT02126449.



Mlicrobiota: a key orchestrator
of cancer therapy

Soumen Roy and Giorgio Trinchieri

« Kemoterapi ve mikrobiota
« RT ve mikrobiota
* IT ve mikrobiota

— Etkinlik- Toksisite
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« Mikroorganizmalar ve enzimleri ila¢ absorpsiyonu ve metabolizmasi Uzerine
direkt etkilerinden baska;

— gen ekspresyonu
— lokal mukozal bariyer
— Karaciger modulasyonu ile de ilag metabolizmasini etKkiler.



Egzersiz

. Yogun olarak haftada >4 saat uygulandiginda
%30-40 kanser riskinde azalma

. Eger bir hap olsaydi, FDA tarafindan onaylanir ve
herkese recete edilirdi.
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Physical Activity, Biomarkers, and Disease Outcomes in Cancer
Survivors: A Systematic Review

Rachel Ballard-Barbash, Christine M. Friedenreich, Kerry S. Courneya, Sameer M. Siddigi, Anne McTiernan, Catherine M. Alfano
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o 27 gozlem calismasinin hepsinde, fiziksel aktivite azalmis tum, meme
kanseri, kolon kanseri spesifik mortalite oranlarinda azalma ile iliskili
bulunmus.

o RCT egzersiz ¢alismalarinda insilin seviyeleri, enflamasyon ve immunitede
olumlu degisiklikler saptanmis.



Meme kanseri tanisindan once ya da sonra fiziksel aktivite meme kanseri
spesifik mortalite ve tum mortalitede azalma ile iliskili.

Physical actimty undertaken bofore diagnonis
Rohan, 1995 (23), Austraba, n=451
Enger. 2004 (29). Unitad States. n=717

Abrahamson 2006 (24). Unred States. n=1264 —_———
Dal Mato, 2008 (27), Maly. n=1453 —_— )
Friedenreich 2009 (30). Canada. n=1231 ——p— ————
We st-Wright 2009 (38). Unied States. n=3518 - —

Emaus 2010 (28). Norway n+*1364
Mellmann. 2010 {31). Denmark. n=528
Keegan 2010 (38), Multinational n=4153

.
Physical activity undertaken after diagnosis
Borugian, 2004 (25). Canada. n=803
Holmes, 2008 (33). United Erates, n=2987 A— e —
Pierce, 2007 (21). United Erates. n=1490
Bertram 2011 (22). United Stetes. n=2361
Helick, 2008 (32), United Erates. n=4482 e —
———

Irws, 2008 (34), Unned Statetr, n»933

—_—
PR ——
Srernfeld. 2009 (37). United States. n=1970 ——

bwin, 2011 {(35), United Srates, n=45643 —_— i
r LN Al | 3od -+ 11 bM L\ T IW ey r T T T I T T T T
000 026 0S50 07 100 125 1S 175 200 00 025 050 07 100 125 150 475 200
HR of death from breast cancer HR of death from any cause
(95% CI) (95% C1)

Figure 2. Forest plot of risk estimates from observational studies of physical activity and mortality outcomes in breast cancer survivors. Black
circles indicate hazard ratios (HRs), and solid horizontal lines represent 95% confidence intervals (Cls). The vertical dotted line indicates point of
unity.
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e 933 meme kanseri survivor

o Meme kanseri tanisi almadan onceki yil, haftada 2-3 saat tempolu yuruyus
yapan kadinlarin

o Tanidan once sedanter olanlara gore meme kanserinden olme riski %31
daha az.

e Hem tanidan 6nce hem de sonra inaktif olan kadinlarla karsilastirildiginda
tani sonrasi fiziksel aktiviteyi arttiran kadinlarda %45 daha az olme riski

o Tanidan sonra aktiviteyi azaltanlarda 4 kat daha fazla 6lme riski



Egzersiz Yogunlugu

Yogun egzersiz meme kanseri riskinde %14 azalma, disuk tempolu egzersiz
%3 risk azalmasi

Wu Y. et al. Breast Cancer Res Treat. 2013 Feb;137(3):869-82.



STRESS ve Kanser prognozu

e Hastalarin kendi bildirdikleri stres seviyeleri, over kanserinde dustk NK-hucre
sitotoksisitesi

e Dusuk periferal NK sayisi erken meme kanseri mortalitisinde prognostik

e Positive psiko-sosyal faktorler (sosyal destek, spirituel uygulamalar, gilme)
meme ve over kanseri hastalarinda artmis NK- hucre sitotoksisitesi ile iliskili i

Lutgendorf SK, et al. Social support, psychological distress, and natural killer cell activity in ovarian cancer. J Clin Oncol.
2005;23:7106-7113.

Sephton SE, et al. Diurnal cortisol rhythm as a predictor of breast cancer survival. J Natl Cancer Inst. 2000;92:994—1000.

Levy SM, et al. Perceived social support and tumor estrogen/progesterone receptor status as predictors of natural killer cell activity in
breast cancer patients. Psychosom Med. 1990;52:73-85.



Mindfulness based stress reduction (MBSR)

e 10 calismanin metaanalizi psikolojik ve fiziksel hayat kalitesinde anlamli
lyillesme

e MBSR meme kanseri tanisi alan hastalarda depresyonda ve yineleme
korkusunda azalma saglamis.

e MBSR kortizol, IL-6, sistolik kan basincini azaltirken, NK hucre aktivitesini
arttinyor.

Ledesma D and Kumano H. Mindfulness-based stress reduction and cancer: a meta-analysis. Psychooncology 2009;18:571.

Lengacher CA, et al. Randomized controlled trial of mindfulness-based stress reduction (MBSR) for survivors of breast cancer.
Psychooncology 2009;18:1261.

Witek-Janusek L, et al. Effect of mindfulness based stress reduction on immune function, quality of life and coping in women newly
diagnosed with early stage breast cancer. Brain Behav Immun. 2008;22:969.



Destek Urlnler

. Bitkisel Uriinler
. Mineral- Vitaminler
. Hormonlar

. Diger destek Urunler



Kanser Tedavisinin tum sureclerinde supplement kullanimi yuksek

-Tarama programlarindaki yuksek riskli kadinlarda %53

-Kullanim tanidan sonra 8 kat artiyor

-Hastanede yatan kanser hastalarinda gegmis 30 gun iginde kullanim %73
-Faz | caligmalar sirasinda %34

-Radyoterapi sirasinda %80

-Kullanimin %901 gectigini bildiren calismalar var.

DiGianni LM et al, Ca Epidemiol Biomarkers Prev, 2003, 12(4):321-6
Vapiwala N et al, Cancer J, 2006, 12(6): 467-74

Gupta D et al, Spport Care Ca, 2005, 13(11): 912-9

Hlubocky FJ et al, J Clin Oncol, 2007, 25(5): 548-54

Yates JS e t al, Support Care Cancer, 2005, 13(10): 806-11.



Supplementlerin Potansiyel Riskleri

-Doktor Google

-Alternatif tedavi olarak kullanilarak konvansiyonel tedavilerin geciktirilmesi/
uygulanmamasi

-Kemoterapi ve Radyoterapi ile interaksiyon (Direkt ya da indirekt- Cyp enzimleri
uzerinden)

-Dusuk kaliteli urtnlerdeki toksik icerikler

-Koagulasyon/plt fonksiyonu Uzerine negatif etki



Supplement/Drug Interactions

Herb/Drug Interactions

Supplement Inferacfions (based largely on pre-clinical data)
NAC, glutathione and Caution with —-platins (Carboplatin, Cisplatin,
alpha-lipoic acid Oxaliplatin) and Avoid with Radiation therapy
May interfere with anfi-flumor actions of
Glucosamine etoposide and adriamycin (interferes with topoll
inhibition)
Iinterferes with anti-tumor octions of
Quercetin cyclophosphamide (INK suppression) and
taxanes (interferes with kinase inhibifion)
Beta-carotene and alpha- h?erfl e '"'hc ;:Wi w;’g’"
tocopherol cytotaxicity - especially in smokers
CoQ10 High doses (>300mg daily?) may interfere with

radiation induced cytotoxicity

Botanical Interaction (largely pre-clinical data)

Garlic Avoid with decoarbazine (CYP2E1 inhibifion)

Ginkgo Avoid during chemotx (CYP3A4 and CYPCI1? inhibition)

Echinaceo Avoid during chemotx (CYP3A4 induction)

Hypericum Avoid during chemotx (CYP3A4, -286, -2C9, -2C19, -2E1
induction and induces p-glycoprotein expression — drug
resistonce). Especially avoid with rinotecan - reduces
metabolism of octive metabolite (SN-38)

Valerian Avoid with tamoxifen and cydlophosphamide (CYP2C9 and
CYP2C19 inhibition)

Berberine Avoid with taxanes (increases MDR fransporfer expression)

Curcumin Coution with caomptothecin, mechiorethaomine,
cyclophosphomide, adrnomycin, doxorubicin (interferes with
apopfotic mechanisms).

Cimicifugo Avoid with -platin chemothercpy (moy decrease cytotoxicity

of cisplatin)

Kemoterapi ve RT sirasinda es zamanli antioksidan kullanimi!




Resveratrol

- Uzimde bulunan ve anti-aging, antioksidan 6zellikleri nedeniyle kanser

hastalari arasinda populer
- Kilinik calismada, 1000 mg/gun, 4 hafta sure ile kullanildiginda CYP2D9 and

CYP2C9 inhibisyonu

- Tamoksifen ve Warfarin metabolizmasi

Chow HH, Garland LL, Hsu CH, Vining DR, Chew WM, Miller JA, Perloff M, Crowell JA, Alberts DS. Resveratrol modulates

drug- and carcinogen-metabolizing enzymes in a healthy volunteer study. Cancer prevention research (Philadelphia, Pa.)

3(9):1168-75 Sep, 2010



http://www.ncbi.nlm.nih.gov/pubmed/20716633
http://www.ncbi.nlm.nih.gov/pubmed/20716633

St.John’s Wort

- Birgok in vitro ¢calisma potansiyel interaksiyon gostermesine ragmen, klinik calismalar

bu etkilesimleri ortaya koymadi.
- Klinik olarak etkilesimin anlamli oldugu gosterilmis oldugu tek bitki
- Farmakokinetik interaksiyon ¢alismasinda imatinibde %30 konsantrasyon azalmasi

- Irinotekan ve Dosetaksal etkilesimleri

Herhangi bir aktif kanser tedavisi ile beraber kullanimi dnerilmiyor.

Goey AK, Beijnen JH, Schellens JH. Herb-drug interactions in oncology. Clin. Pharmacol. Ther. 95(4):354-5 Apr, 2014
Veerman GDM, Hussaarts KGAM, Jansman FGA, Koolen SWL, van Leeuwen RWF, Mathijssen RHJ. Clinical implications
of food-drug interactions with small-molecule kinase inhibitors. Lancet Oncol. 21(5):e265-e279 05, 2020

Mathijssen RH, Verweij J, de Bruijn P, Loos WJ, Sparreboom A. Effects of St. John's wort on irinotecan metabolism. J. Natl.
Cancer Inst. 94(16):1247-9 21 Aug, 2002



http://www.ncbi.nlm.nih.gov/pubmed/24646483
http://www.ncbi.nlm.nih.gov/pubmed/32359502
http://www.ncbi.nlm.nih.gov/pubmed/32359502
http://www.ncbi.nlm.nih.gov/pubmed/12189228

Cannabidiol (CBD)

e Kanabisin non-psikoaktif komponenti

e Kanser hastalari tarafindan; agri, uyku, anksiyete ve istaha etkileri

nedeniyle daha sik olarak kullanilmaya baglandi
e Ozellikle CYP3A4 potent inhibitord.

e Yuksek konsantrasyonlardaki CBD yaglari kullanan hastalarda toksisite

acisindan dikkat!



Bitkisel Urlinler- llac etkilesimleri,
Cytochrome P450

Stimulanlar

St. John's wort
Ekinezya
Grape Seed
Kava
Sarimsak (?)

CYP3A4 inhibitorleri:

e Gingko
e Goldenseal (altinmuhdr)



Integratif Onkoloji ne Olmah?

e Saglik odakli yagsam Tarzi degisiklikleri (Beslenme, egzersiz, stres yonetimi)

e Kanita dayal tip, kaliteli calismalarla guvenli ve etkinligi gosterilmis

tedavilere yonlendirmeli
e Destek urunlerde oncelik guvenlik ve kanita dayali gosterilmis etkinlik
e |lac- tedavi interaksiyonlari

e Kisisellestirilmis oneriler



Integratif Onkoloji ne olmamali?

e Konvansiyonel Tip yontemlerinin yerine uygulanan yontemler

e llac etkilesimlerini Shemsemeyen birgok bitkinin bir arada bulundugu

preparatlar

e Her kiginin ve kanserinin ozel oldugu goz onune alinmaksizin, her hastaya
onerilen ayni-benzer igerikli, kanit duzeyi cok zayif mucizevi haplar, caylar, iv

tedaviler
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