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Opioide - Unterschiede 

Wirkungsdauer 
Verträglichkeit 
Applikation ( oral – Pflaster ) 
Nebenwirkungen 
Neuropathischer Schmerz 
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Tramadol - Tumorschmerz 
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Tramadol - Tumorschmerz 

 significant difference in favour of tramadol (p < 0.001) ze
nz



Spez. Wirkung = Wirkung - Placebo  

Rief 2011 ze
nz



Tramadol = Wirkung - Placebo  

Nach Rief 2011 
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Tramadol 

!    Duale Wirkung: Opioid +

 Serotonin-Freisetzung 

!    Neuropathischer Schmerz  

 durch mehrere Studien belegt 

!   Eine Studie bei Tumorschmerz 
!     NNT 4.6 (3.6-6.4) 50% Schmerzreduktion 
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Tilidin-Naloxon 

!   Stark lipophil - Cave: Nicht-retardiert 

!   Kaum/keine Obstipation 

!   Keine Studien  
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Tapentadol – Responder 
Tumorschmerz 

Kress et al 2014 ze
nz



Tapentadol 

Kress et al 2014 

„improved gastrointestinal tolerability“ ???  ze
nz



Imanaka et al Current Medical Research & Opinion Vol. 29, No. 10, 2013, 1399–1409 

Tapentadol - Tumorschmerz 
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Tapentado - Tumorschmerz 

Imanaka et al Current Medical Research & Opinion Vol. 29, No. 10, 2013, 1399–1409 

...better gastrointestinal tolerability 
profile than oxycodone CR.. 
 
 The incidences of some 
gastrointestinal TEAEs were 
numerically lower in the tapentadol 
ER group than in the oxycodone CR 
group... ze

nz



Tapentadol - Tumorschmerz 

Schikowski et al 2014 Cancer pain ze
nz



Tapentadol 

!    Duale Wirkung: Opioid 

 +Noradrenalin reuptake-Hemmer 

!    Neuropathischer Schmerz  

 wenig belegt 

!    3 Studien bei Tumorschmerz 

!   NNT ~ 2 – 3  ze
nz



 „....oral morphine, oxycodone and hydromorphone have 
similar efficacy and toxicity in this patient population.“ 

Morphin 

ze
nz



AUTHORS' CONCLUSIONS:The effectiveness of 
oral morphine has stood the test of time, but 
the randomised trial literature for morphine is 
small given the importance of this medicine.  
.......New studies added to the review reinforce 
the view that it is possible to use modified 
release morphine to titrate to analgesic effect. 
There is qualitative evidence that oral morphine 
has much the same efficacy as other available 
opioids. ze

nz



 .....morphine’s immunosuppressive effect may 
contribute to the development of infections in 
patients with cancer pain. 

Morphin 
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Oxycodon 

Conclusions: There is no evidence from the included trials 
of a significant difference in analgesia or adverse effects 
between oxycodone and morphine or hydromorphone. ze

nz



Morphin 

Hydromorphon 

Morphin 

Morphin 
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Oxycodon 

...oxycodone offers similar levels 
of pain relief and adverse 
events to other strong opioids 
including morphine, which is 
commonly considered the gold 
standard strong opioid.... 
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Oxycodon 
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(1) Kein Unterschied zu anderen Opioiden 
(2) Preiswerter 
(3) Sedierung und Kumulation 
(4) Morphin:Methadon 4:1. 
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Methadon - Kumulation 

HWZ  bis zu 100 Std. 
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Methadon - Herz 

The study found that in our patients with pain, with 
relatively low doses of methadone, 5 percent had QTc 
times ≥500 ms and were thus at serious at risk for TdP. 
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!    niedrige Plasmaeiweißbindung 
!    weniger Interaktionen 
!    weniger Metaboliten 
!    bei polymorbiden / alten Patienten 
!    bei Niereninsuffizienz 

Hydromorphon 
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 ....there is no evidence to demonstrate its superiority 
or inferiority in comparison with morphine as the first 
choice opioid for the same indication. 

Hydromorphon 
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Hydromorphon - Osteoarthitis 

OROS hydromorphone ER failed to achieve statistical significance for 
the primary endpoint using the prespecif ied imputation 
method ...When data were analyzed according to an alternate 
method of imputation (LOCF), OROS hydromorphone ER 
demonstrated statistically significant improvements in pain, stiffness, 
and physical function. 

Rauck et al Pain Practice  2012 

~ Morphin    60 mg              120 mg 
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•  Hydromorphone neuroexcitation. 

Thwaites D, McCann S, Broderick P. J Palliat Med. 2004 Aug;7(4):545-50. 

Hydromorphon 
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• A possible mechanism for these findings is 
hydromorphone-3-glucoronide, a metabolic 
product of hydromorphone, which has been 

implicated in neuroexcitatory symptoms in 
laboratory investigations. 

Thwaites D, McCann S, Broderick P. J Palliat Med. 2004 Aug;7(4):545-50. 

Hydromorphon 
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Erstes langwirkendes Opioid  
in Deutschland 

(1980) 

Buprenorphin sublingual 
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!   Partieller Agonist 
!   Stufe 2 – 3 
!   Schwer antagonisierbar 
!   Weniger Atemdepression 
 

Buprenorphin 
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Dahan et al 2005 

Buprenorphin – Atemdepression 
„Ceiling-effect“ 
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Transdermale Opioide 
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Buprenorphin transdermal 

In conclusion, although the narrative 
appraisal of each study suggests a 
positive risk benefit profile, well designed 
and statistically powered controlled 
clinical trials are needed to confirm this 
preliminary evidence. ze

nz



Megens A et al.: J Pain Symptom Manage 1998; 15: 253-258. 
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Tassinari et al 
Adverse Effects of Transdermal Opiates Treating Moderate-Severe 

Cancer Pain in Comparison to Long-Acting Morphine: A Meta-Analysis 
and Systematic Review of the Literature  

Journal of Palliative Medicine. April 2008, 11(3): 492-501 

Although no difference in the overall 
adverse effect profile exists between 
transdermal opiates and slow release oral 
morphine, the difference in some adverse 
effects (mainly constipation) seems to favor 
transdermal opiates in the preference of 
patients with moderate-severe cancer 
pain. 

Buprenorphin/Fentanyl TTS 
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Transdermal opioids showed no 
benefit over oral controlled-release 
hydromorphone with regard to 
gastrointestinal symptoms. 

Buprenorphin/Fentanyl  TTS 
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 Conclusions: ......the use of 
transdermal opioids to be 
reserved for selected patients. 

Buprenorphin/Fentanyl TTS 

2011 ze
nz



!   Lange Wirkungsdauer 
!   Compliance 
!   Weniger Obstipation  
!   Problem Schmerzspitzen 
 

Buprenorphin/Fentanyl TTS 
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!   Kurze Wirkungsdauer 
!   Durchbruchschmerzen 

Kurz wirksames Fentanyl 
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(Anesth Analg 2011;112:693–702) 

Fentanyl Buccaltabletten 

ze
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CONCLUSION: FBT resulted in more rapid 
onset of analgesia and was generally well 
tolerated in comparison with oxycodone for 
the treatment of BTP in opioid-tolerant 
patients.  
(Anesth Analg 2011;112:693–702) 
 
Fentanyl-Buccaltabletten hatten schnelleren 
Beginn der Analgesie und wurden 
„grundsätzlich“ gut vertragen. 

Fentanyl Buccaltabletten 

Ashburn et al 2011 ze
nz



FDA - Indikation 

for the treatment of breakthrough 
pain in cancer patients ze

nz



Fentanyl Buccaltabletten 

1 Tumorpatient – Rest Nicht-Tumorschmerz 

Ashburn et al 2011 ze
nz



Fentanyl Kurz wirksames Fentanyl 

Preis/Einzeldosis 
€ 6.63 – €11.22 
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Recommendation for WHO step II 
opioids 

For patients with mild to moderate pain or whose pain is not adequately 
controlled by paracetamol or a non-steroidal anti-inflammatory drug 
(NSAID) given regularly by mouth, the addition of a step II opioid (eg, 
codeine or tramadol; table 1) given orally might achieve good pain relief 
without troublesome adverse effects. Alternatively, low doses of a step III 
opioid (eg, morphine or oxycodone; table 1) may be used instead of 
codeine or tramadol. The data permit a weak recommendation to start a 
step II opioid in these circumstances. 

Empfehlung bei unzureichender Wirkung von 
Paracetamol oder NSAIDs 

Caraceni et al 2012 ze
nz



Recommendation for WHO step III 
opioid of first choice 

The data show no important differences between morphine, 
oxycodone, and hydromorphone given by the oral route and 
permit a weak recommendation that any one of these three 
drugs can be used as the first choice step III opioid for moderate 
to severe cancer pain. 

Caraceni et al 2012 

Keine Unterschiede zwischen 
Oxycodon, Morphin, Hydromorphon 

ze
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Recommendation for opioid titration 

The data permit a weak recommendation that 
immediate release and slow-release oral formulations 
of morphine, oxycodone, and hydromorphone can 
be used for dose titration. The titration schedules for 
both types of formulation should be supplemented 
with oral immediate release opioids given as needed. 

Caraceni et al 2012 

Auch mit retardierten Opioiden 
kann titriert werden 

ze
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Recommendation for the use of 
transdermal opioids 

Transdermal fentanyl and buprenorphine are 
alternatives to oral opioids. The data permit a 
weak recommendation that either drug may 
be the preferred step III opioid for some 
patients. For patients unable to swallow they 
are an effective, non-invasive means of opioid 
delivery. 

Caraceni et al 2012 

Buprenorphin und Fentanyl TTS 
Alternativen 

Patienten mit Schluckstörungen ze
nz



Recommendation for use of 
methadone 

Methadone has a complex pharmacokinetic 
profile with an unpredictably long half-life. 
The data permit a weak recommendation 
that it can be used as a step III opioid of first or 
later choice for moderate to severe cancer 
pain.It should be used only by experienced 
professionals. 

Caraceni et al 2012 

Unvorhersehbare Halbwertszeit 
Nur von erfahrenen Ärzten ze
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Recommendation for opioid switching 

The data permit a weak recommendation 
that patients receiving step III opioids who do 
not achieve adequate analgesia and have 
side-effects that are severe, unmanageable, 
or both, might benefit from switching to an 
alternative opioid. 

Caraceni et al 2012 

Schwache Empfehlung zum Wechsel 
bei unzureichender Analgesie oder 

Nebenwirkungen ze
nz



Recommendation for opioids for 
breakthrough pain 

Caraceni et al 2012 

Starke Empfehlung für schnell freisetzendes 
Opioid oder buccales/nasales Fentanyl 

 
Vor Therapie von Durchbruchschmerzen 

immer erst Versuch, die retardierten 
Opioide anzupassen 

ze
nz



Opioide 

• Die sichersten Medikamente 
der WHO Essential Drug List 
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Opioide 

•  Kein Todesfall bei  
richtiger Applikation 
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• Preiswert = Morphin ret. 

Opioidanalgetika 
Differenzierte Indikation 
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• Orale Aufnahme = Oxycodon  

Opioidanalgetika 
Differenzierte Indikation 

ze
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•  Stoffwechsel = Hydromorphon 

Opioidanalgetika 
Differenzierte Indikation 

ze
nz



• Obstipation = TTS 
• Obstipation = Opioid+Naloxon 

     Tapentadol 

Opioidanalgetika 
Differenzierte Indikation 

ze
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•  Bekanntes Opioid nehmen 
•  Wechseln nur nach Notwendigkeit 
•  Ausreichende Einstellung mit ret.Opioid 

Opioidanalgetika 
Differenzierte Indikation 

ze
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Opioide 

Alle Opioide nach Wirkung titrieren 

ze
nz



Sind alle Opioide gleich? 

Die gepoolten Direktvergleiche von 
Opioiden des Sponsors einer Studie vs. 
S t a n d a r d o p i o i d e l i e f e r n k e i n e 
Begründung für die Bevorzugung eines 
Opioids und/oder Applikationswegs in 
der Behandlung von Patienten mit 
CNTS. 

Lauche et al 2015 ze
nz




