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Chronic Cancer Pain ( )
 Causes, onset, type, site, absence/presence of radiating pain, duration, intensity, relief and temporal patterns of the pain, number of BTcPs
 Presence of trigger factors and signs and symptoms associated with the pain
 Presence of relieving factors
 Use of analgesics and their ef cacy and tolerability
 Description of the pain quality:Aching, throbbing, pressure: often associated with somatic pain in skin, muscle and boneAching, cramping, gnawing, sharp: often associated with visceral pain in organs or visceraShooting, sharp, stabbing, tingling, ringing: often associated with NP caused by nerve damage
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Curr Opin Supp Palliat Care 2012; 6(1):17-26; Wall and MelZack’s Textbook of Pain

Somatic Visceral
• Nociceptors are involved
• Often well localized
• Usually described as throbbing or aching
• Can be superficial or deep

• Involves hollow organ and smooth muscle nociceptors that are sensitive to stretching, hypoxia and inflammation
• Pain is usually referred, poorly localized, vague and diffuse
• May be associated with autonomic symptoms (e.g., pallor, sweating, nausea, BP and HR change)

Norciceptive Pain



Neuropathic Pain





Where Do Strong Opioids Come From?
OPIUM = dried latex from opium poppy

Hydromorphone OxycodoneNaloxoneBuprenorphineOthers
Fentanyl Pethidine Methadone

NATURAL Morphine Codeine Thebaine
SEMI-SYNTHETIC

Opium poppy

FULLYSYNTHETIC



Ream, Anesthesiology, 2011

μ receptors
κ receptors
δ receptors





Morphine Oxycodone Fentanyl Hydromorphone Buprenorphine

Breakthrough Pain

BackgroundPain

Morphine Morphine Morphine Morphine 

InjectionInjectionInjectionInjection
Morphine Morphine Morphine Morphine 

Sulfate Sulfate Sulfate Sulfate 

15mg15mg15mg15mg

MSTMSTMSTMST®

60606060 mgmgmgmg

MXLMXLMXLMXL® 60 60 60 60 

mgmgmgmg

MorphineMorphineMorphineMorphine

SRSRSRSR 30 mg30 mg30 mg30 mg
12.5 12.5 12.5 12.5 mmmmg/hg/hg/hg/h

25 25 25 25 

mmmmg/hg/hg/hg/h

50505050

mmmmg/hg/hg/hg/h

Fentanyl  Fentanyl  Fentanyl  Fentanyl  

Buccal Buccal Buccal Buccal 

FilmsFilmsFilmsFilms

Hydromorphone Hydromorphone Hydromorphone Hydromorphone 

OROS 8 mgOROS 8 mgOROS 8 mgOROS 8 mg

OxyNormOxyNormOxyNormOxyNorm®®®®

5mg5mg5mg5mg

OxyContinOxyContinOxyContinOxyContin®®®®

10mg10mg10mg10mg

OxyContinOxyContinOxyContinOxyContin®®®®

20mg20mg20mg20mg

TranstecTranstecTranstecTranstec

35353535mmmmg/hg/hg/hg/h

Transtec Transtec Transtec Transtec 

52.552.552.552.5mmmmg/hg/hg/hg/h

TemgesicTemgesicTemgesicTemgesic

SL 0.2mgSL 0.2mgSL 0.2mgSL 0.2mg



1. Michigan State University- Pain Relief for Terminally Ill
Patients:http://learn.chm.msu.edu/painmanagement/chooseopioid.asp

End of dose failure
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The Gold Standard Treatment for BTcP
1. Rapidly effective
2. To avoid accumulation and long-lasting side effects: rapid elimination
3. Well tolerated with few side effects
4. Easy to use, even in case of bowel occlusion
5. Superior to conventional treatments

Current Opinion in Oncology 2010, 22:302–306

Bennett, D., et al, P&T 2005; 30:354-8

High Effective

Easy Use Low AE



Onset of Different Opioid Formulations

BTcP=breakthrough cancer pain; IV=intravenous; ROO=rapid-onset opioid.

1. Smith H. CNS Drugs. 2012;26(6):509-35.   2. Upton RN, et al. Clin Pharmacokinet. 1997;33(3):225-44.

3. Vasisht N, et al. Clin Drug Investig. 2009;29(10):647-54.   4. Mercadante S. Drugs. 2012;72(2):181-90.

The slow onset of oral morphine does not correlate with the sudden onset and short time to maximum severity of BTcP1.

Time to maximal
intensity  
3 – 5 min

Duration 30 min
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e.g.: nerve block, bone cement

RRO
(rapid onset opioids)



Most Rapid Onset Opioids are Administered via Buccal Mucosa

Advantage of transmucosal absorptions
• Rapid drug delivery to systemic circulation
• No GI degradation
• No GI motility effects (nausea) on absorption
• No hepatic first-pass metabolism
• Ease of administration and good patient compliance



18 ATC opioid FentoraPainkyl

Patients must remain on around-the-clock opioids while taking Fentora/Painkyl

at least 60 mg of oral morphine daily,at least 25 mcg/hr. of transdermal fentanyl,at least 30 mg of oral oxycodone daily,at least 8 mg of oral hydromorphone daily,





The Instruction of Painkyl®
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使用前用舌頭潤濕您的口腔
黏膜或以清水漱口

貼片置於一清潔、乾燥的手
指近指尖處，粉紅面朝上

粉紅面貼附到口腔黏膜,並按
壓貼片 5 秒。

五分鐘後可以喝水或果
汁,30 分鐘內會溶散。溶散
前避免進食

口訣:手乾，口濕，粉紅對粉紅，按壓5秒鐘



10 mins 15 mins 30 mins

Painkyl
Rauck et

al. 2010
ND 26% vs 21% 47%* vs 38%

Fentora
Slatkin et

al. 2007
16%* vs 10% 29%* vs 14% 51%* vs 26%

Responder (≥≥≥≥  33%

improvement in pain intensity

*significant different from placebo ; ND = not determined



Fentora Painkyl
fentanyl buccal soluble tab fentanyl buccal soluble film 

(mcg) 100 mcg: 220
200 mcg: 250

200 mcg: 275
600 mcg: 395

OraVescent® drug delivery Technology
BEMA® (BioErodibleMucoAdhesive) Film Technology

(Pivotal Study)
10 mins 30 mins

Tmax 40 mins (200 mcg)
46.8 mins (400 mcg)

60 mins (200 mcg)
120 mins (400 mcg)

Cmax 0.25 ng/ml (100 mcg)
0.4 ng/ml   (200 mcg)
1.02 ng/ml (400 mcg)

-
0.38 ng/ml (200 mcg)
0.7 ng/ml (400 mcg)

Absolute Bioavailability 65% 71%
& 



Morphine 15mg 2-4# Q4-6H PO 



Thank You for you attention

Your comments are very welcome


