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' 2>‘Every tumor is monoclonal, frequently spread to
- multiple areas within prostate (Boyd 2012) o

2 Genetic similarities and differences between eacl
P batients tumors. -
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Epidemiolo

> Most (70-80%) prostate cancer is localized and

low-grade, non-metastatic, non-lethal (Eggener 2011

A MR

spreads, causes symptoms, and/or causes death

i
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F - focus of 4+3 that doesn’t change) <—low grade

2 At most 4 positive biopsy cores<— localized

¥o e

> PSA rises siowly‘ PSAD | >2'yr, PSAV <1 ng/ml/y r)
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Overdlagn051s and

Overtreatment

'.i> Much low- grade pr ca is being diagnosed due to PSA

screening = over diagnosed

ifMany of these men are treated aggressively (surgery,
'r‘adiati()m

}'5 This doesn’t extend hfe or Improve quality of life = over
3 ’ treated |

9 Our job is actually to provide alternatives to ineffective,
~harmful conventional therapy in men with low- grade
dlsease |
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PSA Debacle

Rlehard Ablm MD discovered PSA in Sensitivity: 67 80% ;
0. Specificity: 69-93% ¢
" PPV:31-54% .
- “PSA has been a hugely expenswe public N\PV: 81_96% >
'*,_health dlsaster | - NNS5: >1,410
*NNT: 46"

: By 2'()10 he said, in the New York Times

lse posmves very high, resulung in a.

OT of unnecessary surecery and radlatlon |
F | o) | References

False negatives are also sufﬁelently . | Schroder 2009
eommon to be a problem ' ’ Brawer 1999
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J Trial Population =~ Method  Follow-Up Result

Andriole 2009 US, 3
PL.CO n-76.693 DBR 7 yr No benefit

' Kjellman 2009 Sweden,
~ Stockholm n=1,782

DBR 129y  Nobenefit |

' Schréder 2009 Europe,
ERSPC n=132,160

| Labrie 2004  Canada,
Quebec n-406,480

Sandblom 2004 Sweden,
Norrkoping n=9.026

20% pr ca

mortality decer =

DBR 9 yr

No benefit

R 15 yr , ,
(also Ilic 2006)

R 1T yr No benefit
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ow much time does this patient likely have left?

ivingto'l()().com 1s one tool to decide

E 5 yearyold man with 10 year life expectancy: not
“much time for cancer to progress



http://livingto100.com
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First Do Nothing

 §> Excellent sitei http://Www.prostatepointers.org/ww/wwopt.htm.

5 CT Tumor Registry: no need for aggressive tX for locahzed

(Gleason <7> pr ca (Albertsen 2005)
| > VACUBG trial: RP vs placebo no difference (Iversen 1995) |

'§> Modern tPSA screened patients with low- grade dz have Very
- low pr ca mortality (Lu-Yao 2009) | |

3> Scandmawan PCG-4 trial: most rigorous and unblased at l()

yr shghtly 1mpr0ved pr ca and overall survival in RP Vs W W
group (Blll Axelson 2005)




> No benefit for patient over 70 from aggressive tx;
indeed, some indications of harm (Fleming 1993)

2 10-yr survival of British men with Gleason <7
and tPSA <5 over 90% (Cuzick 2006)

| 7 :> Meta- analysis--screen-detected pr ca pt with

Gleason <7 and tPSA <1O no beneﬁt of RP over
'W W (Ahbhal 2004)
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Trial

2> n=93 (with T1ec pr ca, Gleason 7 or less) (Ornish
- 2005

> Baseline tPSA 4-10 ng/ml; declhine 4% on average

2 Randomized to Ornish approach pescovegan,
stress reduction, exercise), vs watchful Waltmg

> No Ornish patlent required mvasive treatment

after 6 mon of treatment (6 controls dld
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> 6 mon duration

> All on vegan diet, tai chi for stress reduction

e W Vb & SURBEGIAN A

PSADT change: 12 mon to 112 mon (average
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2 ITwo-year follow-up: 2 of 43 (5%) of Ornish group
vs 13 of 49 (27%) of controls had definitive
therapy; no differences in PSA kinetics between

.g‘I'OUpS (Frattaroh 2008)

5> Beneﬁ(nal Changes In gene expression with
Ormsh diet (Ornish 2008)




egan Diet Enhancements

s - . T T e = v o RSP, e e L

 2> All oi‘gani\c food

2 Include some fish (Ornish even says to do this now

¢

~ 2 Insulin sensitizing spices (cinnamon, cloves

| ?"‘Omega 3 fatty acids sources--hemp, walnut, fish

v

5 N ‘ ;

2 It’s vegetarian not grainitarian: avoid sugar & starch

e \ 3 % a g

- > Exercise, stress reduction
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> Meta-analysis of epidemiologic studies shows it 1s
proteetwe (Zheng 2011)

2 In particular protects against aggressive dz (Kurahashi
2007)

° .MUltiple mechanisms likely

eateehms 600 mg qd vs placebo x 1 yr decreased

progressmn to prostate eaneer W/ treatment (Bettuzm 2()()6):




> Meta-analysis finds high-level intake p
(Etminan 2004




- Estrogen Catabolism

~ Cruciferous veggies preventative (Liu 2012)

non-carcinogenic

2-hydroxy
metabolites

Androstenedione , > Estrone >
- Aromatase

Glucosinolates

Cyt P450 |
y. (Heath 2010; Kong IIVAR

4-hydroxy
metabolites

Testosterone e P Estradiol (b——»
Aromatase

carcinogenic
Cyt P430 (Markushin 200@

Aromatase ‘ \ 4
mhibitors??

16-alpha-
metabolites

carcinogenic

Estriol

(barb
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> ngher urine 2/16a- hydroxyestrone ratio proteetwe

‘against prostate cancer in at least two studies (Barba I

E 2009: Muti 2002

> Each pomt higher tPSA equates to 14% decrease

n 2 hydrexyestrone 1n urine (Teas 2005)

2> Soy'protein raises 2/ 160c-hydrexyestrone ratioin
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egumes and Isoflavones

~ HGPIN compared to milk protein 40 g qd after 6

mon Hamilton-Reeves 2008

= Soy isdﬂavones 60 mg qd reduces tPSA in

- early",if;
A"‘prostate- cancer (Kumar 2004 "




> n=52, full range of past tx (WW, RP, RT, ADT
‘range ol Gleason scores, 6 months (deVere White

- 2004

> 400 mg genmistein w/ 450 mg other 1sotlavones w/

~ Ganoderma mushroom polysaccharides qd




» Importance of Kquol '

Conversion

daidzein
Slackia

isoflavoniconvertens

_>
Ref: Matthies 2012




> Sample sizes: 862

of 8 studies in prostate cancer p

SAV slo‘wing | | . |
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2 Pueraria montana (kudzu)--10x higher levels than

soy (Kaufman 1997

> Not present in pure white commercial starch
(look for brown

l‘ﬁ> All legumes have 1sotlavones black beans, navy
beans good sourk_:es --not all have huge PR firms




M, s Lot gm0 ARG QUNOEITE s >, 7T At
- Sk i T P SN 1Ye &

rtemisia anniid

)

i> Case studies with various human neoplasms (Smgh

2000; Berger 2005)

i>‘Iron not necessary for antineoplastic activity.

i>_ Automduces intestinal CYP2DG6; requires pulsed dosmg
~ (see next slide)

> Also metabolized by intestinal CYP3A4 (non-inducible).

> Other compounds synergistic (pump inhibitors,
-.a_bs,(")rption enhancers,




& Pharmacokinetics
L lAutoinduction (Simonsson 2003)

artemisinin and CYP2B6 deoxyartemisinin,
4 other breakdown

semi-synthetics CYP3A4 (if 26 is low) products

CYP2A6 (minor)
Ref: Svensson 1999

red = inactive &

CYP2A6 (artesunate)
CYP3A4/5 (artemether)
CYP3A4 (arteether)

UGT'A9, 4 dihydr ?(t- misinin
“UGT2B7 d dihydroartemisinin-

B-glucuronide
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- Artemisinin dosi

Ing

> Grapefruit juice first 3-4 days

A MR

> Monitbr for neuropathies (rare at 300

mg tid |

3-5 ml tincture or 2-3 g cap

sules tid

by combination with butyric acid, 10+
nticancer Res 2005:25:4325-31)




- Results with Artemisinin

r in non-RP Patients
'2> 6/10 (60%) overall met criteria for efficacy (PSA

~ kinetics 1mprovement or stabilization)

> 3 /10 <30%> had negative PSAD'T and PSAV |
.? 1 /10 <1()%> had biopsy-proven elimination of HGPIN
> 2/10 (20%) lost to follow-up
g :> 1/ 10 (10%) chose RP no sugﬂ of Spl“ead at SUI’geI’y
> 1/ 10 (10%) prowded no follow UP data




Stage, Gleason

ositive

tPSA post-RP

T2a, 4+3, 4+4

e

Ele=2

T1c, 3+3

12b, 5+4




Patient

Tx Duration

PSADT (yr)

(ng/ml/yr)

10 mon

negative

negative

4 mon

3 mon

22 mon




Immune Support

| 5 Surprlsmgly little research (compared to other
| Cancers) esp. w/ 1rametes versicolor (Chmcal trials
‘ongoing at Bastyr University right now)

—'?L’entinan (from Lentinula edodes) 2 mg IV q wk
f“'_-Very helpful 1n advanced disease (Tari 1994)

'ff> Mushrooms by themselves are clearly not
SUfﬁClent (deVere White 2002; Sumiyoshi 2010}, must be
combmed Wlth other tx
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> A reminder that metastasis 1s not random

N

> The only clinical study of this was a small one
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~ prostate cancer
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preclinical studies
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lents post
PSADT increased from 15 to 54 mo. No
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Paller 2013)

<

h low-grade cancer

ficant adverse effects (Pantuck 2006)

men wit

| trial

LCA gl”ClHClZ

i
1t1a

-sigm
extracts

> In
2 Small randomized trial confirmed these results in

Pun




N

> All fractions synergistic

3 N

:> Ref: Lansky 2005
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Annona muricata

Zizyphus spinosa

atharanthus roseus

Cephalotaxus fortunei

ahonia aquifolium

Dicentra formosa

Phytolacca americana

Trichosanthes kirilowii

Rheum palmatum




Annona

muricala
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Phytolacca americana
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Glossary

~ ADT - androgen deprivation therapy
~ ¢dTRUSP = color Doppler transrectal
' ultrasound of the prostate
CRP = C-reactive protein
CTC = circulating tumor cells
DRE = digital rectal exam
| . E1 = estrone; E2 = estradiol
~ eMRS = endorectal magnetic resonance
| spectroscopy
i\ — frece POA
RH gonadotropm releasmg hormone
‘PIN hlgh grade prostatic mtraeplthehal
neoplasia
:""HIFU high- mtensﬂ:y focused ultrasound
‘ IGF o msulm like growth factor-l

NNS = number needed to screen =

NNT = number needed to treat
NPV = negative predictive value
PAP = prostilic acidphosphatasé
PPV = positive predictive value
PSA - prostate-specific antigen.
PSADT = PSA doubling time

PSAV = PSA Velomty
RP = radical prostatectomy

T1C = stage T1C of prostate (:ancér
(PSA detected only Cam-}er). -
tPSA = total PSA =~ =
TRUSP = transrectal ultrasound;
of the prostate =~ ==
UTI = urinary tract infection :

| WW o Watchful_Waiting |




