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The word “placebo”
originated from Latin and
meant “to please”.
Placebo was used in
medicine to denote “any

E = indifference: null effect

medication prescribed more  Torrems > T aem _vs nothing >D=d
to please the patient than to \

treat the disease”

A placebo is a treatment

that has no direct physical

effect, but may have a Notes: T, denotes the treatment offered; T, denotes the treatment taken; £

denotes the patient’s expectation of the outcome D=d; t denotes a value of T .

psychological effect.

International Journal of General Medicine 2013:6 821-828
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Biological, clinical, and ethical advances of placebo effects

Damien G Finniss, Ted ] Kaptchuk, Franklin Miller, Fabrizio Benedetti Lancet 2010; 375: 686-95

* YuyoAloyikol unyavicuot
lIpooooxia. (expectancy)
MaOnon — tpomomoinon ovumepipopds (Conditioning)
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Oriogion
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(MRI, PET)

#Nocebo effect



Biological, clinical, and ethical advances of placebo effects

Damien G Finniss, Ted | Kaptchuk, Franklin Miller, Fabrizio Benedetti

Lancet 2010; 375: 686-95

Mechanisms

Pain

Parkinson’s disease
Depression
Anxiety

Addiction

Autonomic responses to
deep brain stimulation

Cardiovascular system
Respiratory system

Immune system

Endocrine system
Physical performance

Alzheimer's disease

Activation of endogenous opioids and dopamine (placebo); activation of
cholecystokinin and deactivation of dopamine (nocebo)¥*

Activation of dopamine in the striatum and changes in activity of neurons in
basal ganglia and thalamus™==

Changes of electrical and metabolic activity in different brain regions
(eq, ventral striatum)™~

Changes in activity of the anterior cingulated and orbitofrontal cortices;
geneticvariants of serotonin transporter and tryptophan hydroxylase 2=

Changes of metabolic activity in different brain regions”

Change of neuronal excitability in limbic regions™

Reduction of B-adrenergic activity of heart®
Conditioning of opioid receptors in the respiratory centres®

Conditioning of some immune mediators (eg, interleukin 2, interferonyy,
lymphocytes)*=

Conditioning of some hormones (eg, growth hormone, cortisol)*
Activation of endogenous opioids and increased muscle work¥*

Prefrontal executive control and functional connectivity of prefrontal areas™

Table: Mechanisms for placebo effects in medical conditions and physiological systems



Biological, clinical, and ethical advances of placebo effects

Damien G Finniss, Ted ] Kaptchuk, Franklin Miller, Fabrizio Benedetti

Routine medical practice

Active treatment

| Specific effect

Knowledge about treatment I

| Non-specific effect |

>

Outcome

}‘_

[ Active treatment

Treatment simulation with placebo

[ Knowledge about treatment I

X,

Outcome

Hidden dose of active treatment

[ Active treatment

[ Knowledge about treatment I

N

Outcome

Lancet 2010; 375: 686-95
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* Placebo
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* 20% AyotepO: iomC
placebo

Pollo A, et al Pain 2001; 93:
77—84.
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A meta-analysis of the placebo response in antimuscarinic drug
trials for overactive bladder
Soyon Lee!, Bimal MalhotraZ, Dana Creanga3, Martin Carlsson? and
Paul Glue*#4

BMC Medical Research Methodology 2009, 9:55
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The Effect of Elective Sham Dose Escalation on the Placebo
Response During an Antimuscarinic Trial for Overactive

Bladder Symptoms THE JOURNAL OF UROLOGY 2012

David R. Staskin,*,T Martin C. Michel,¥ Franklin Sun,8 Zhonghong Guan8 and

Jon D. Morrow||
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* Condition-specific factors
Symptom severity, treatment naivety, neurotransmitters

* Patient-specific factors
Personality, age

* Trial-related factors
Study design, duration, run-in period, visits, frequency of
dosages, subjective vs objective outcome

Eur Urol 2006 440—453



3B.3.4.5 Recommendations for non-operative treatment of Peyronie’s disease

LE |GR
Conservative treatment for Peyronie’s disease is primarily aimed at treating patients in the 3 C
early stage of the disease. It is an option in patients not fit for surgery or when surgery is not
acceptable to the patient.

Oral treatment with potassium para-aminobenzoate may result in a significant reduction in 1b C
penile plaque size and penile pain as well as penile curvature stabilisation.
Intralesional treatment with verapamil may induce a significant reduction in penile curvature ib C
and plaque volume.
Intralesional treatment with clostridium collagenase showed significant decreases in the 1b B
deviation angle, plaque width and plaque length.
Intralesional treatment with interferon may improve penile curvature, plaque size and density, |[1b [C

and pain.

Topical verapamil gel 15% may improve penile curvature and plaque size. 1b C
lontophoresis with verapamil 5 mg and dexamethasone 8 mg may improve penile curvature 1b C
and plaque size.

Extracorporeal shock-wave treatment fails to improve penile curvature and plaque size, and 1b C
should not be used with this intent, but may be beneficial for penile pain.
Penile traction devices and vacuum devices may reduce penile deformity and increase penile | 2b C
length.
Intralesional treatment with steroids is not associated with significant reduction in penile ib B
curvature, plaque size or penile pain. Therefore, intralesional treatment with steroids cannot be
recommen

ment with vitamin E and tamoxifen are not associated with significant reduction in 2b
< penile curvature or plaque size and should not be used with this intent. >

r oral treatments (acetyl esters of carnitine, pentoxifylline, colchicine) are not 3 |c
recom N

— —

EAU Guidelines on Penile Curvature 2015
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B o -blockers | 32% | 41% | 34% | 35% | 28% | 27% | 31% | 34% | 25% | 18% | 22% | 22% | 14%

Cornu JN et al Eur Urol 2010



Duration | Treatment Patients |Changein |Changein |PVR LE
Trials (weeks) (n) symptoms |Q__ [mL]
(IPSS) T [mi/s]

placebo 243 -5.5 n.s. n.s.
Fﬁ?m (2000) 52 Cucurbita pepo (Prosta 233 -6.7a n.s. n.s 1b

Fink™forte)
Berges et al. o4 placebo 100 -2.3 +1.1 -16.8 1b
(1995 [8] Hypoxis rooperi (Harzol™) 100 -7.4¢ +5.22 -35.4 %
Klippel et al. 06 placebo 89 -2.8 +4.3 -4.1 1b
(1997) [9] Hypoxis rooperi (Azuprostat™) (88 -g.2¢ +8.8° -37.5®
Wilt et al. 496 placebo 475 -4.060 +30¢0 -28Bb 1a
(2000) [7] Hypouis rooperi
Wilt &t al. 418 placebo 1562 RR207t |+25%b -13.2¢b 1a
(2002) [10) Pygeum africanum (p-sitosterol)
Wilt et al. 12-24 placebo 444 RR2.4°% -1.6 -14.4 12
(2000) [11] Secale cereale (Cemilton™)
Wilt et al. 448 placebo 3139 -1.41° +1.86° 230 13
(2002) [18] Serenoa repens/Sabal cerrulata
Bent &t al. 50 placebo 113 -0.7 -0.01 -19 1b
(2008) [19] Serenoa repens 112 -0.7 +0.42 -14
Carraro et al. 56 finasteride 545 -6.2 +3.2° 1b
(1898 [20] Sercnoa repens (Permixon™) 563 -5.8 +2.7
Debruyne at £ tamsulosin 354 -4.4 +1.9 1b
al. (2002) [21] Serenoa repens (Permixon™) 350 -4.4 +1.8 -
Schneider placebo 122 -4.7 +29 -4
& Ribben 52 Urtica diioica (Bazoton uno™) 124 -57= +3.0 -5 1b
(2004) [14]
Safaringjad o6 placebo 316 -1.5 +3.4 ] 1b
(2005) [15] Urtica dicica 305 -8.0¢ +8.22 -37

placebo 126 -4 +1.9
Eﬁiﬁ:‘; | 24 [Sabal cemuiata + Uriicadioica | 127 5" 18 1b

(Prostatgutt™ forte)
Stkeland finasteride 244 -5.6 +2.8 -17.1
& Albrecht 48 Sabal cenrulata + Urtica dioica 245 -4.8 +2.0 -10.2 1b
199717 (Prostatagutt™ fortel

EAU Guidelines for Male
LUTS:
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Recommendations for MET LE GR
Offer a-blockers as MET as one of the treatment options. 1a C
Counsel patients regarding the lack of efficacy in a recent large multicentric trial, attendant 1b A
risks of MET, including associated drug side effects as well as inform the patient that

a-blockers are administered off-label™*.

Follow up patients in short intervals to monitor stone position and assessed for 4 A
hydronephrosis.

EAU Guidelines on Urolithiasis 2016




* 20YKPLoN UE EVEPYO QPAPLLOKO
The doctor will wish to know whether a new treatment is more, or
less, effective than the old, not that it is more effective than nothing

I/
« Opua
Mean (SE) change in symptom score* Patient assessment of improvement
- 8.8 (0.34) Marked
-5.1(0.29) Moderate
-3.0(0.27) Slight

+2.7 (0.93) Worse




*2YE0LUGLUOC KOADTEPOV LEAETMOV

Placebo effect A B
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MéyeQog ouaowv 5 Drug Drug or placebo 55
= rug
4 < Placebo Drug or placebo £
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Treatment ©
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Biological, clinical, and ethical advances of placebo effects

Damien G Finniss, Ted ] Kaptchuk, Franklin Miller, Fabrizio Benedetti Lancet 2010; 375: 686-95
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