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7§ PAIN

FR = LOCATION

B2 42 & INTENSITY OR SEVERITY

bv 3¢ 5% RN B %] % AGGRAVATING AND RELIEVING FACTORS
B g i kB i COGNITIVE RESPONSE TO PAIN
B g Fodlenp ¥  GOALS FOR PAIN CONTROL
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R 4% K (Somatic pain)
oER MR g (Visceral pain)
A R R (Neuropathic pain)
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% 1t 4o 8 (burning), 11 (tingling), & ¥R
(shock-11ke)

Hiw & 327835 (allodynia), /¥ & R
(hyperalgesia)fr#% 44 (hypalgesia)
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B pEL o ik A RR > T 34170-90%
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Y
v PRS2 “by mouth”
%% ” by the clock”
*IrE %2  “py the ladder”
F14 @ B %z “for the individual”
1R & “attention to detail”
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Co-analgesics —

Strong Opioids £ Non-Opioids
Ex: Fentanyl-TTS, Morphine, Methadone
‘

Severe

Weak Opioids £ Non-Opioids

Ex:. Codeine, Tramadol, Tilidin/Naloxon

Moderat

A

—

Non-Opioids
Ex: ASA, Ibuprofen, Diclofenac, Cox 2-inhibitors,
Paracetamol, Metamizol, Flupirtin -

Mild
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AR 2P~ REIF g * (by the clock)
£ a7t &S 2 2 (around-the—clock
medication) -

R WA H (breakthrough pain) 2. %% 133 R IR

% ZE AR (incident pain)



Acetaminophen and NSAIDs
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Acetaminophen and NSAIDs
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33 »c7g & # $H Weak Opioids

33»2 78 B # P ¢ Ftcodeine, tramadol, and
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,%(10% ~20%) % & = 8 pEPEE o
Durogesiceivi J§ 3 fEsc % B 4p 347 X P& 18

6~12-] FF, B % & 24~48 ] pF, $F 5§ (v

FEF o ’f’L'rJ‘!, DurogesicﬁkL oy =72 ) #
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v JR Morphine — #| & 3

¥ cndedo R £ 5 4Bl =5-10 mg, q4h £
e 124 1 R R HL1/61T 5 L AR o

A% - X R pk2 1'9,?5“’"_’ %—.ﬁ‘%‘ % F niEdT
224 o R EL 16,0 F NP
R E o

ok ek b # L EREFHFR L &R, B L ]
i3 7 2L &P’ﬁ i = deﬂigﬁmigd'ﬁ*”:}%’* ".%"——*
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Transdermal Fentanyl (Durogesic)

Durogesici % -3 o

FTRREREOZEAERL,EIEHIE SRR HH D
B & s\ ,,;ﬁjg,u/%&;ﬁ' R IT® o

HESA R §RYREF OG- IR Durogesic
R E R M B A E25 ug/hik &, & & zE
BARERAIUEP 4-f &R E —’rf'».ﬁx‘“'l RE =
10 mg(— = H & =c k7 2= K)o



78 & % e 3% % Durogesic

¥ 3§ 4 24/ B ¢ IR %v»mwwf_ C PR R
i‘. » 2L "%xﬁﬂxﬂ:cv% e § 2 312 (IV), Z’lﬁ (SC) 0
2. #-v JRef el § (mg/day) ik B ¥ 1k 7 B E ik 5
Durogesic%'l E. (pg/h)
¥r ik ) v IReEeHE A mg/day=
Durogesic A/2 ug/h(&:}i%ii—‘ﬁ)

3.Durogesicic B # F, RFEARIESF L HEIAL
e711/6(or 5~15%), F B =x#=F p # FiF3I=x
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%5 naloxone; s B F1 78 5 S5 & e 51 e et w3 o |
% R o) g B el 8 k3 B - Flnaloxone s
Ly raE JET YL R T 4 )@ Lo j’)\b"ﬁ (eg 0.04-
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5 #e4 A Adjuvant

WESR DY B ANRIER R oL IEER Y o &
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4% (burning), T1% (tingling), 7 %175
(stabbing), & # 4 (shock-like) & 4! 5 5 %
I“*f 13' "&‘7 B & EHHRERILR, Arda '&@’*ﬂlﬁ“



%3l ¥t ¥rAE

F1 B #H amitriptyline 10-150 mg/ =%
desipramine 10-150 mg/ =
maprotiline 50-300 mg/=
paroxetine 10-60 mg/=

L R carbamazepine 100 mg &+ %= 3 & —400

mg#* % 3 X%

valproate 500 mg # % 3 =% —
1000mg # = 3 =%

gabapentin 100 mg # = 3 =% —1,000
mg # % 3 %

clonazepam 0.5mg#* % 2% —4mg

& X 2x
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Kondrup, AJCN 2002
De Wys et al: Am J Med 1980.
Andreyev et al: Eur J Cancer 1998
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* 15-40% anorexia at presentation
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* Up to 20% of patients lead to death
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Median

2
1
1
1
Survival 1
1

(weeks)

None

A 22 3 BE 3SR AE (NSCLC ) fm B 7 a i fE B

[T
|||||
an

0%—-5% 5%-10% >10%
Weight Loss Category

De Wys et al: Am J Med 1980.



% Patients With Weight Loss

SRAREE &4 R E RG]
|

Lung Lung

Non-
small non-small measurable Measurable
A Colon Prostate cell cell Pancreas gastric gastric

-20% A
-40% A
-60% A

Weight loss in previous 6 months

B 0%-5% ™M 5%-10% ME>10%

-80% - ¥ k

DeWys et al: Am J Med 1980;69:491.
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éiﬁi }%E $ %%é/ﬁki‘i%n‘r
B% k& & Pancreatic 72%
414 J& Esophageal 69%
B 7% Gastric 67%
58 %8 /& Head and Neck 57%

4 3% B B 7% Colorectal 34%

Andreyev HJN et al: EurJ Cancer 1998;34(4):503.
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CACHEXIA/BRE . TTERE

{Cachexia: A new definition)
Clinical Nutrition (2008) 27, 793 - 799

The definition that emerged is: ‘‘'cachexiq, is a complex
metabolic syndrome associated with underlying illness
and characterized by loss of muscle with or without loss
of fat mass. The prominent clinical feature of cachexia
is weight loss in adults (corrected for fluid retention) or
growth failure in children (excluding endocrine
disorders).
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»To Broaden spectrum of therapeutic option

> JIE £

RIR BRI FIER



\E%\—Ag'érﬁﬁ‘

crr )L 0N =
BIAE (CACHEXIA)
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Warren# 19323 4£2/35% AF B K 2% Y
ECOGR I ERBHEFEHRE
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B, FUE Bt B 3K i (ALL), B % 28 E a2
BMALEBRREBENME &L B EE LARRES
% B 7T 56
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38 Jo Jk gk Ry S
52 IRDUAE B4 A AR
% J% 3 D 4m BE B B 2
(Cell-mediated immunity defects)
- Z B v 48 e ) i
(Phagocyte function defects)
1488 7E B ) B35
(Complement activity defects)
& & % & o E Hypoalbuminemia
1K %, 7% Bk & G JE (Hypogammaglobulinemia)
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CACHEXIA VS. STARVATION (gasxss)

Cachexia Starvation
Body Weight -/
#£A58 € Body Cell Mass (Lean Body Mass)
MAE  Body Fat
Caloric Intake
2 & 4 & 4 #¢ Total Energy Expenditure (EE)
k8B 4E® Resting EE T
H# Protein Synthesis & & % 4 & 1 | /
Protein Degradation gagom THETN
Za'gom Proteolysis-Inducing Factor (PIF) T -
B

Adapted from Kotler DP. 2000. Ann Intern Med. 133:622
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« Z2fRE (Cancer cachexia)fEig
IR EEHRSEHEHIFEIT

FlERAN R (E B ERE AL E)

o HNEEZ=

o It B P Bk

Rivadeneira et al. 1998. CA Cancer J Clin. 48:69
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Mechanism of Action

Malignant Tumor Cells

|

T Proteolysis-
Inducing
Factor

\ 4

Depressed Acute Phase Metabolism of

. Response - M ient
Apggste Initiated (T CRP) o \

& { |

Loss of Lean
{ Food Intake T REE Body Mass

S~ \ e

Weight Loss
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STRATEGY FOR TREAT OFCACHEXIA

Increases food intake Normalize metabolism
IEIMEYREY K EREL
Pharmacological ] ——— Nutritional
Approach | ‘oac
Steroids | Parenteral feeding
Megestrol acetate Enteral feeding
Address intake only Address intake only
Combination therapy
NSAIDs Address intake and metabolism
Fish oil Special Nutrients:
Address metabolism only Fish oil, Leu, Arg, Met
Address intake & metabolism
% [ &% Bod (LB R BHUE X)

a5 Sy
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Cytokine

Faptide
\e . FIF
= FRIBMNRRAELY Lotr

Prostancid

The potential modalities of pharmacological intervention of cancer anorexia-cachexia syndrome. Agants wars classified as those est
(Frst-ling) or thosa unprﬂvam’nvaﬂtlgath:mal (Second-iing), depending on their site or mechanism of actions. (4], inhibitors of pmdm:th:un-fn;
cytokines and other factors; (8) 8, gastroprokinetic agents with or without antinausea effect; (C), blockars of Cori cycle; o \(E), blockers of
muscke tissua war'tmg f|:‘1 appotite stimulants with or without antinaussa afiect; and (8) G anhanmt‘yfdapmssﬂ dn_hgr Thgsn:r agents sr
wal hase according to the causs of cachaxa or the state of the patrant

irst-line treatments

Glucocorticoids (F) (&) ¥A Bl 8%
' TREE
Carrabinoids -’E} P [Tradomioe (8] B & THAF
Cyproheptading (F) ¥ B2-adrenocaptor agonists (E)
Branched-chain amino acids (E) (F) Primpberan Non-steroidal anti-inflammatory drugs (A)(F)
Matociopramide (8) (¥) 'mp Others
Eicosapentanoic acid CI (E1 (&) Bl Anabolic stercids  (E)
& —JooKy-o-Tucrounding .’A‘ Pentowfyline (&)

Medatonin (&) * Hydrazing sulfals (T

L e
ARC=Arcuate nucleus of the hypothalamus; VMH=\entromeadial nuckeus of the hypothalamus, DMH=Dorsomedial nucleus of thie hypotha
LHA=| ateral wpothalamic ama, PVN=Paraventricular nuclaus of the hypothatamus, CTZ=Chamoreceptor tngger zone; PIF=protachysis-in
factor; LMF=Lipid mobizing factor.
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Most Active Compound to Alleviate Cachexia By Appetite Activation

~ MEGEST®(MEGESTROL ACETATE)
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MEGEST® SRR

# Megestrol acetate (MA) is a synthetic progestin
1963 Synthesized in England

1964 Contraceptive.

1967 Breast cancer and Endometrial cancer.

1993 Orexigenic effect
megestrol acetate. USP
MA was approved by FDA
Indication: anorexia, cachexia, or weight loss due
to unknown cause in AIDS patients.
NSw Majority of European countries has approved the

ACS in AIDS and cancer patients

40 mg/ml, 120 ml
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PHARMACOLOG

Brain

# It is related to glucocorticoid
activity and similar to
corticosteroids.

Cytokine

Amina # It may stimulate appetite via
Neuropeptide Y in CNS

# It may down-regulating the
» synthesis and release of pro-

= inflammatory cytokine, eg:
TProtein TNF—a, |L-1, IL-6...

Muscle #ﬁﬂ )&%
Proteolysis 7'& &‘ ‘ﬁ‘ i

BlOOG-BraiN BTIOr A «ecdgnsassssssnsdesssscsnssnglncochpusossssrsnsas

Stomach

Cytokines

W o | W IL-1,1L-6, TNF-ox
CA Cancer J Clin 2002; 52:72-91 27




SAFETY 558 B

Experiences, n (%)

placebo megestrol acetate, mg

Adverse experience
100 400 800

n=86 n=82 n=75 n=127
Deep-vein thrombosis 0) 0) 1(1.2) 0]
Edema 7(8.2) 4(4.9) 9(12.0) 2(15)
Impotence 1(1.2) 3(3.7] 4(5.3) 11(8.7)
Rash 4(4.7) 6(7.3) 3(4.0) 9(7.1)

Values in parentheses are percentages

Oncology 1994 ; 51 (suppl 1):19-24 33
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% [ R ¥Megestrol Acetatesk Bt 75 {3l B 70 1B &Y
BEREHNERREZZNEES
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MEGEST ®Z 18 Hr, 120ML/HH,
R4

- (
x> Frs e S HERV IR EARRE S -
A EEHEENRBE  REARERSEREHBE TR

% CachexiaiEF=

- Weight loss > 5% over past 6 months
% BMI< 20 and any degree of weight loss >2%

« {B{R{E : NTD: 986 /120ml/jk
e .B}"ngﬁfﬁ iﬁﬁ% (RIZEEAE)

ICD-10-CM...Cachexia : R64 <> Abnormal weight loss : R634
ICD- 9-CM...Cachexia : 799.4 < Loss of weight : 783.21

* Ref : Lancet Oncology 2011 ; 12(5) : 489-95.
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Dose adjust after 3~4 wks.

H H10cc (400mg)
Weight Loss 5~10%

10 ml / day : NT$ 83

47

& H15cc (600mg)
Weight Loss >10%
El# 4 ml / day : NT$ 33 15 ml/dz NT$ 124
Ref : NCCN Guidelines Version 1 .2014 E E 2 OCC (800mg)

Megestrol acetate 400~800 mg/day
Annuals of Internal Medicine 1994; Volume 121, Number

6 -
Oncology 1994 ; 51 (suppl 1):19-24 20 ml / day - NT$ 165
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