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Principles of Sexual Medicine
Hatzichristou D, et al: J Sex Med. 2016;13(8):1166-82.

patient-
centered
framework

A balanced and integrated approach
to clinical evaluation and treatment of sexual dysfunctions



The ICSM-5R (5 steps-revised)
Algorithm for the Management of

Sexual Dysfunctions in Men and Women.
Hatzichristou D, et al: J Sex Med. 2016;13(8):1166-82.

Man / Woman with sexual complaints

O

MANDATORY
1. Sexual history
2. Medical history
3. Psychosocial history
Basic Evaluation
HIGHLY RECOMMENDED
- Physical exam

If indicated:
- Lab tests

' - Symptom relief
Follow-up { - Overall sexual wellbeing
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What are my
options?
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What does
this mean




Mowa Ospamneia;

TREATMENT OPTIONS
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Satisfaction and treatment adherence in
erectile dysfunction in the medium and long

250 patients;

92.8% were prescribed a first
PD5i;

24.8% were prescribed at least
a second PD5i;

The treatment withdrawal rate:
62.07% for the first IPD5,
41.94% for the last IPD5,

The main reason for withdrawal
was lack of response (32.76%)
The mean duration of use until
withdrawal was 4.3 months for
IPD5

term
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Panach-Navarrete J et al: Actas Urol Esp. 2016: S0210-4806(16)30158-9




Int J Clin Pract. 2014 Sep;68(9).1087-99. doi: 10.1111/ijcp.12449. Epub 2014 Aug 14.

Continuation and effectiveness of tadalafil once daily during a 6-month observational study in erectile
dysfunction: the EDATE study.

Buvat J', Hatzichristou D, Boess FG, Biittner H, Gehchan N, Henneges C, Porst H.

Table 4 Reasons for discontinuation of tadalafil OaD treatment

Number (%) of patients
PDES-| naive PDES-| pretreated Overall
N=510 N = 267 N=1778*

Discontinued TAD-0aD' 71(100.0) 36 {100.0) 107 (100.0)

Lack of efficacy (hardness of erection) 18 (25.4) 15 (41.7) 33 (30.8)
Adverse event 16 (22.5) 6(16.7) 22 (20.6)

Cost of medication 12(16.9) 4(11.1) 16 (15.0)

Did not want to take a pill every day 7099 5(13.9) 12{11.2)

Partner's request 3(4.2) 2 (5.6) 5(4.7)
Felt that medication controlled his sexual life 3(4.2) 0 3(28)
Slow onset of action 3(4.2) 0 3(28)
Lack of efficacy (duration of erection) 0 2(5.6) 2(19)
Lack of confidence in medication 0 1(2.8) 1{0.9)
Non-desired spontaneous erections 1(1.4) 0 1(0.9)

*For one patient, previous PDES-| treatment status was unknown. 'Includes all patients with documented end date of tadalafil 0aD
treatment, irrespective if the patient completed or discontinued the study. N, number of patients; OaD, once a day; PDES,
phosphodiesterase type 5 inhibitor; TAD, tadalafil
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Meplotatiko 1

e Avtpoac 57 etwv, mavtpeUEVoC €L 20 £€1n, HE 2 oSl hoLTNTECS

e 5 yxpovia otuTikr) SuoAettoupyia, oe aywyn pe tadaladiAn 20mg

e Ta xaro mAEov AAAOTE TILAVOUV Kol AAAOTE SeV TTLAVOUV

* Me unodelen ylatpou, dokipalet olhdbevadidn 100mg — 3
ETUTUXNHUEVEC eTODEC, AAAA SEV £XEL OKANPOTNTA TTOU ELXE

e 7ZnTtd KATL KOAUTEpPO!



2. NaBn otnv em\oyn eéetaocewv




M@Og MeploTatiko 2

e Avtpog 65 etwv, mavtpepevoc enti 30 €T, He 2 gyyovia

e 7 XpoOvia oTUTLKN SuoAettoupyia, og aywyn pe Bapdevadiin 10mg

e YméEptaon Kat cakyopwdnc dtaBAtng KaAd eEAEYXOLEVOC LIE
LvoouAivn (15 xpovia)

e Ta xara mAgov v KAVOUV KaAr TtolOTNTA oTuonG. Asv volwBel
OTIWC TTAALA «TAUPOCH

* Me unodelen ylatpou, dokipalet olhdbevadiin 100mg — idto
amoteAeopa (LETpLa otuon)

* Xopnyeitot armo to yLatpo tadaiadiln nUeEpPRoLA KOL TIPLV TNV
entadn afavadidn 200mg. MoAv kaAn avtamnokplon, aAAd akpLpog
ouvOuaouOC...



AlafBNTNG Kal oTUON

Diabetic Peripheral Neuropathy

Nerves and Blood Vessels o . . ‘ ‘ .
Healthy Nerves and Damaged by DPN
Blood Vessels 0
Damaged unmyelinated

Unmyelinated

nerve fiber
Up to 70% of people

with diabetes have
nerve damage which

o 0
impacts the neurological
response and limits the
signal to increase
arterial blood flow.™

Hatzimouratidis K, Hatzichristou D. Curr Diab Rep.
2014;14(11):545
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MICROVASCULAR COMPLICATIONS—~NEUROPATHY (D ZIEGLER, SECTION EDITOR)

How to Treat Erectile Dysfunction in Men with Diabetes:
from Pathophysiology to Treatment

Konstantinos Hatzimouratidis - Dimitrios Hatzichristou

Cavernosal
structural/

functional
changes

Hormonal
changes

. Diabetic
| ED

Neuropathy

Endothelial

dysfunction




AouAegvouv ta yama o€ acBeveic pe cakyapwdn
diapntn;

» In areview of randomized clinical trials of PDE5i in
diabetic patients, the weighted mean difference for the
IIEF-EF and the percentage of successful attempts in
the PDE-5 inhibitors and in the control arm was 26.7
(95% Cl 23.1 to 30.3) and 6.6 (95% CI 5.2 to 7.9)
respectively (Vardi and Nini 2007).

» This is mainly because the pathophysiology of diabetes-
induced ED is multifactorial, including elevated
advanced glycation endproducts, high levels of oxygen
free radicals, impaired nitric oxide synthesis, increased
endothelin B receptor binding sites and up-regulated
RhoA/Rho-kinase pathway, neuropathic damage and
impaired cyclic guanosine monophosphate (cGMP)-
dependent protein kinase-1 (Thorve, Kshirsagar et al.
2011).

» The only existing strategy to improve response rates
include initially management of the underlying
hyperglycemia and comorbidities, as well as to start
early treatment with PDED5i (also to prevent or halt the
progression of disease).

glucose control
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PDES inhibitors
Statins
al antagonists

ED symptoms

| TIME
Cellek S, et al. Int J Impotence Res (2013) 25, 1-6.
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Summary and Recommendations:
Specialized Diagnostic Tests
for Erectile Dysfunction

Five diagnostic tests are recommended (grade B):

1. Color Duplex Doppler Penile Ultrasonography (CDDPU)

2. Intracavernous Injection Pharmacotesting (ICl)

3. Dynamic Infusion Cavernosometry Cavernosography (DICC)

4. Nocturnal Penile Tumescence and Rigidity (NPTR)

5. Selective Internal Pudendal Arteriography (SIPA)




[eplotatiko 3

Avtpac 45 eTwv, MAVTpeUEVOC €Tl 10 €T, LOVOYOLLLKOG

2 xpovia n otuon dev nAeL KOAA

Mnyaivel otov OupoAoyo Kat KAvel triplex.

Tou kavel 50ugr aAnpootadiAng kat o€ 15 Aemtd €XEL KAVEL
TPLATILOO, OAAQ oL poEC ivat 10-15cm/sec.

RI: 1



Kal oTIG VEES NAIKIEG!

50-59 yrs.
- 10495
60-69 yrs. 25%
62%
10-T5 yrs.
15%
30-33 yrs.
10%
% OF ED 129y
PATIENTS PER AGE

S

of men surveyed said they had
experienced erectile dysfunction

Schwartz BG & Kloner RA: Circulation. 2011;123:e609-e611



Kapdlayyeika
Kol otuon

* The relevant CV risk is higher in men 40-49 years with
ED (Vlachopoulos et al. 2013) and those with diabetes
(Miner et al. 2012)
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Meplotatiko 4

* Avtpog 25 etwv, o€ VEa oxEon (OTLC TTAALEC KavEVa TPOLBANUA)

* 6 UNVEC KoL dev KaTtAdeEPE va £XEL ETOPKN oTUON Yl emadn
(médtel og <1 Aemto)

* [Inyaivel otov OupoAoyo Kat KAvel triplex.

e Tou kavel tnv e€€taon pe 100 povadec tri-mix

e PSV:40(L) - 45(R)cm/sec.

* RI: 0,67
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[eplotatiko 5

Avtpac 67 etwv, XNpocg €t 10 £€tn, xwpic og, oute AUVAVLIOUO
ExeL KAVEL ayyeLlOTMAQOTIKNA Ttpo 15€TL0C

Xwpic mpoPAnua mapad povo PnAn xoAnotepivn (otativn) ko
puBuLlopEvn vrnéptaon (Lobivon).

'vwpilel vea olvtpodo, 50 eTwv, TOAU eAKUOTIKA aro tn SouAsLd
ToU

Aev katadepe og 5-6 mpoonAdBelec va METUXEL OTUON

Mael oto ylatpo kot tou divel olldevadiAn 50mg

2 TIPOOTIABELEC ATIOTUXNIMUEVEC

Z0VA OTO YLATPO, TOU MIAA yLoL EVECELG, aAAd poPaTol







Pathophysiology of ED

Pathophysiology of erectile

] UT Figure 2 [ dysfunction

Structural changes Functional changes

Hypertension

Atherosclerosls Dyslipidemia
relaxations
Diabetes
Impalrment
of neurogenlic
Arteries relaxations  Arteries
Arterlal Impaired
Arterial Il;sufflclency vasodllation
Reduced penile Inflow
Excessive penile outflow
Trayeculae * Tr@eculae
© Smottmste  ————  malred
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Source: Adapted from Saenz de Tejada | et al. In: Erectile Dysfunction. Jardin A et al
(eds). 2000; 65-102

Hypogonadism and metaholic
syndrome
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Source: Adapted from J Androl 2009; 30:23-32

http://urologytimes.modernmedicine.com




H vooog eceAiocoeTal!

High blood pressure, diabetes, high cholesterol, smoking, over weight, physical inactivity

—_—

Normal blood vessel Endothelial dysfunction Atherosclerosis / plaque  Heart attack
Blood flows freely Vessel unable to dilate Blood flow is Blood flow stops

Blood flow is slowed slowed further

—

Low salt / low cholesterol / low calorie diet, exercise, quit smoking, medications

Schwartz BG & Kloner RA: Circulation. 2011;123:e609-e611



Realistic expectations
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[TepLOTATIKO 6

Avtpac 55 eTwv, mavtpeUEVOC, dAAA TEAEUTALO £XEL KOl

o PAAANAn oxéon

Me tn yuvaika oAa kaAd (mtopott n otvon Sev eivol OTwe TOALA)
Me tnv epwpevn amotuyia pe oldevadiin 50mg kat
BapdevadiAn 20mg

Mnyaivel otov OupoAoyo

Tou cuotivel clAbevadiin 100mg

2 ETUTUXNUEVEC KoL 2 OTIOTUXNUEVEC TIPOOTIAOELEC
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Side effects with highest dose
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[eplotatiko 7

Avtpog 65 etwyv, mavtpepevoc et 30 €T, LOVOYALLKOC

ATto ta 50 xpovia n otvon dev maeLl KAAd, dAAA ... KEUTUXWC TTOU
Bynke to Viagra kat cwbnka». «Naval KaAd o yLatpog pou»!
Mavta movokedaAo pe to xarmt, aAAd «dev melpalely, eva
avappalwv Maucimovo ULoH wpo TTPLV OTIWE TOU ELTTE O YLATPOC
ToU.

TeAevutaia n yuvaika tou 6ev moAuBeAeL. MTmke otnv
gupnvonavon (55 xpovwv). Asv to emSLWKEL TiLaL AVToC (to o&f)
Kol To apnVveL 0T yuvaika Tou, otav auth BeAnosL.

Tic 3-4 teAevtaiec popec dev Ta KATAPEPE KAl EXEL OKAOEL.

MAEL 0TO yLATPO KOl AUTOC TOU GUOTHVEL TO NUEPNOLO XATTL YLOL VL
elval €Tolpocg mavta.




European Urology -

Volume 47, Issue 4, April 2005, Pages 518-523

Sildenafil Failures May Be Due to Inadequate Patient
Instructions and Follow-Up: A Study on 100 Non-Responders

Dimitrios Hatzichristou & ' &, Kyriakos Moysidis, Apostolos Apostolidis, Athanasios Bekos, Vasilios
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European Urology

EUROPEAN

Volume 50, Issue 1, July 2006, Pages 126-133
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European Urology goes Platinum

Sexual Medicine

Treatment Strategy for “Non-Responders” to Tadalafil and
Vardenafil: A Real-Life Study *

Konstantinos Hatzimouratidis, Kyriakos Moysidis, Athanasios Bekos, Zoi Tsimtsiou, Evangelos loannidis,
Dimitrios Hatzichristou & *

The 2nd Department of Urology, Papageorgiou General Hospital, and the Center for Sexual and
Reproductive Health, Aristotle University of Thessaloniki, Greece

“ Tadalafil & Vardenafil

recommended dose




European Urology

Volume 50, Issue 1, July 2006, Pages 126-133

ELSEVIER

European Urology goes Platinum

Sexual Medicine

Treatment Strategy for “Non-Responders” to Tadalafil and
Vardenafil: A Real-Life Study *

Konstantinos Hatzimouratidis, Kyriakos Moysidis, Athanasios Bekos, Zoi Tsimtsiou, Evangelos loannidis,
Dimitrios Hatzichristou & + &

The 2nd Department of Urology, Papageorgiou General Hospital, and the Center for Sexual and
Reproductive Health, Aristotle University of Thessaloniki, Greece

Management strategy for non-responders to vardenafil
N=100

!

]

Adequate use: Inappropriate use:
62 patients 38 patients
Adequate dose and
usage instructions

'

26 non-responders
(68.4%)

12 rasponders
(31.6%)

Phase 2

Management strategy for non-responders to tadalafil

N =100
Adequate use: Inappropriate use:
68 patients 32 patients
Adequate dose and
usage instructions

!

18 non-responders
(56.25%)

14 responders

(43.75%)

\
88 patients: true non-responders to vardenafil 86 patients: true non-responders to tadalafil

! | Use only in fasted state | |

66 still non-responders
(75%)

22 responders
(25%)

Continuous use of vardenafil 20 mg once daily for 2 weeks

!

Agreed to participate: 32 patients (48.5%)

Phasé 3

54 non-responders
(81.8%)

12 responders

(18.2%)

| sa>2h betora intercourso |

4

54 still non-responders
(62.8%)

32 responders
(37.2%)

Continuous use of tadalafil 20 mg/48 h for 2 weeks

:

Agreed to participate; 34 patients (63%)

|

'

48 non-responders
(88.9%)

6 responders

(11.1%)

OVERALL SALVAGE: 46/100 patients OVERALL SALVAGE: 521100 patients
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Me tL 600N {EKLVOULE TLC EVEDELC;
SILDENAFIL VERSUS INTRACAVERNOUS INJECTION

THERAPY: EFFICACY AND PREFERENCE IN PATIENTS ON
INTRACAVERNOUS INJECTION FOR MORE THAN 1 YEAR

DIMITRIOS G. HATZICHRISTOU, APOSTOLOS APOSTOLIDIS, VASILIOS TZORTZIS, EVANGELOS
IOANNIDES, KONSTANTINOS YANNAKOYORGOS, ATHANASIOS KALINDERIS

MEFFICACY
DOPREFERENCE AT 3 MONTHS

Alprostadil Alprostadil Tri-mix  Tri-mix Tri-mix0,7- Overall
<i0pg  >10<20pg 0,0503ml 0,3506ml  1ml

Fig. 2.
Differences in efficacy of sildenafil and preference by group in overall study sample of 155 patients. Tri-mix,
combined papaverine, phentolamine and prostaglandin E1.
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