CANCER CACHEXIA &
MEGESTROL ACETATE

518 Mg E= 5
Date: 2019/9/7




Outline

Cancer Cachexia
Introduction
Pathophysiology
Clinical Management

Megestrol acetate




\\/H
VAN mn

UCTION




Proportion of Cancer Patients

with Cachexia by Cancer Type

Cancer patients Cancer patients

Cancer patients Cancer patients taking prescription Cancer patients with anv one of the
Cancer type with cachexia with any cachexia medication with >5% weight caZhexia

ICD-9 code only ICD-9 code indicative of loss definitions

cachexia

Breast, n = 2112 0.8% 3.1% 5.3% 18.6% 24.8%
Colorectal, n = 905 2.5% 6.1% 6.2% 16.4% 25.5%
Esophagus, n = 117 12.8% 20.5% 13.7% 16.2% 41.9%
Gastric, n = 142 8.4% Upper Gl cancer, HIN, lung can&et® B H 41.5%
Head/neck, n = 246 6.1% 17.1% 6.1% 19.9% 37.0%
Liver, n = 153 3.3% 6.5% 3.9% 17.0% 24.2%
Lung, n = 1291 6.4% 9.7% 14.2% 15.2% 31.1%
Pancreas, n = 221 3.6% 7.2% 19.5% 12.7% 34.8%
Prostate, n = 3354 0.8% 3.2% 2.6% 11.0% 15.1%

Fox KM et al. ] Oncol Online 2009 Jul 1




Body Composition in Cancer Cachexia

TABLE 1. Comparison of body composition
of cachectic cancer patients with normal controls

Parameter Normal, kg Cachectic, kg

Total body weight 65.6 4491
Total fat 17.3 311
Muscle protein 2.8 0.7}
Nonmuscle protein 8.9 8.1
Intracellular water 19.1 12.9

Extracellular water 15.1 17.5
Minerals 3.0 2.0

Cohn SH et al. Metabolism 1981;30-222-9
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De Wys et al: Am J Med 1980.
Andreyev et al: Eur J Cancer 1998
Kondrup, AJCN 2002




Impact of BWL and Survival
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Breast Sarcoma Unfavorable Colon Prostate NSCLC Non-measurable
(n=289) (189) NHL (307) (78) (590) Gastric
(311) (179)

*P<0.01; 1 P<0.05 .
B No Weight Loss

B Weight Loss

All patients were beyond the scope of curative surgery or radiation therapy.
Adapted from DeWys WD et al. Am J Med 1980;69:491-497.




Consequences of Sarcopenia

Sarcopenia (severe muscle wasting) predicts key health outcomes

* Prado et al. Lancet Oncol. 2008;9:629-3

Survival * Prado et al. Int J Body Comp
Research. 2010 8(1):7-15

» Prado et al:
* Clin Cancer Res. 2007; 13:3264
Toxicity « Clin Cancer Res 2009:15:2920
« Cancer Chem Pharmacol. 2011: 67:93
» Antoun et al. Ann Oncol. 2010;21:1594

Time to Tumor » Prado et al. Clin Cancer Res
ProgreSSK)n 2009:15:2920




Definition

Historically, defined by involuntary weight
loss of > 10% premorbid body weight

Cachexia consensus conference (2007)

“Complex metabolic syndrome associated with
underlying illness and characterized by loss of
muscle with or without loss of fat mass”

Common findings: anorexia, inflammation, insulin
resistance, increased muscle protein breakdewn

Davis MP, et al. Support Care Cancer. 2000
Evens W] et al. Clin Nutr 2008;27:793-9




New Definition

Definition and classification of cancer cachexia:
anh international consensus

Kenneth Fearon*, Florian Strasser®, Stefan D Anker, Ingvar Bosaeus, Eduardo Bruera, Robin L Fainsinger, Aminah Jatoi, Charles Loprinzi,
Neil MacDonald, Giovanni Mantovani, Mellar Davis, Maurizio Muscaritoli, Faith Ottery, Lukas Radbruch, Paula Ravasco, Declan Walsh,

Andrew Wilcock, Stein Kaasa, Vickie E Baracos

&% weight loss 2 5% over past 6 months (in

absence of simple starvation)
&% weight loss 2 2% in BMI <20 kg/m2
% weight loss 2 2% in skeletal muscle mass

(sarcopenia )

Fearon K et al. Lancet Oncol 2011;12:489-95




Cachexia vs Starvation

Cachexia Starvation
Body Weight - /8
Body Cell Mass (Lean Body Mass) 1481
Body Fat 11
Caloric Intake 141
Total Energy Expenditure (TEE) =
Resting EE (REE) 11
Protein Synthesis |
Protein Degradation
Proteolysis-Inducing Factor (PIF)

Kotler DP. Ann Intern Med 2000




Stages of Cancer Cachexia

Precachexia

Weight loss 5% Weight loss =5% or

Anorexia and BMI <20 and weight loss >2%

metabolic change or sarcopenia and weight
toss =2%
Often reduced food intake/
systemic inflammation

Refractory cachexia

Variable degree of cachexia
Cancer disease both procatabolic

and not responsive to anticancer
treatment

Low performance score

=3 months expected survival

Fearon K et al. Lancet Oncol 2011;12:489-95
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Mechanism of Cachexia

Humoural Tumour-derived

Pro-cachectic

cytokines PIF
Proteolysis inducing fag|
TNF  IL6 L1 CLMFs
LIF IFN‘T CNTE Lipid mobilizing factor
AlS

Anti-cachectic Anemia inducing subst

cytokines
Toxohormaone-L
sIL-6R sTNFR L4
IL-10  IL-1fra  IL-15
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Anorexia alterations

|

Cachexia

— Tumor |

-

Secreted factors

Brain

 Cachexia:
Fat loss

Other factors:
« Catecholamines
Natriuretic peptides

\ /
Adipose:
«Lipase activation
(ATGL, HSL)
«Fatty acid release

|
\ /
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Cytokines Mediated Myosin Degradation
Proteasome-mediated Pathway

: .-_ Myaéin degra&éﬁ-dri 23
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Jeffrey S. Chamberlain. NEJM 2004



CHEMOTHERAPY _
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Clinical Management of Cachexia

Appetite stimulants Miscellaneous
Corticosteroids Insulin
Melatonin
Cannabinoids Mirtazapine

Serotonin antagonists
Cytokine inhibitors Metoclopramide
EPA (fish oil) Amino acid supplements
Thalidomide Combination therapy

Anabolic Agents
Androgens
Growth hormones







History

Megestrol Acetate was synthesized for the first time in 1963
1963 Contraceptive in England

1967 Breast cancer and Endometrial cancer
1993 Orexigenic effect
MA was approved by FDA

Now Majority of European countries and Taiwan has approved the

MA in AIDS and cancer patients




Pharmacology

Blood-Brain Barrier

Storgac h

Cytokine

Neuropeptide Y

Amine
Prostanoid

"G Brain

Stem

cancer

Cytokine
Peptide
PIF

LMF
Prostanoid

Muscle

It IS related to
activity and
similar to corticosteroids.

It may stimulate appetite
via In CNS

It may down-regulating the
synthesis and release of

eg: TNF-a, IL-1, IL-6...

CA Cancer J Clin 2002; 52:72-91




Study for Optimal Dosage of MA

(in AIDS-related Cachexia)
(1) (2)

Placebo Placebo

12 weeks MA 100mg

1:2:2:2 MA 400mg
MA 800mg MA 800mg

Randomized, double-blind, placebo-control trial

. . weight gain
. . the changes in weight and body composition,
caloric intake, sense of well-being, toxic effects and appetite.

Annuals of Internal Medicine 1994; Violume 121, Number 6
Oncology 1994 ; 51 (suppl 1):19-24




Weight Gain (1EP) under MA use

TRIAL 1

—_
N2
]

10.7 pounds (4.9 A FT)

w

poupds(4.22 FT)

(=2

2.9 pounds (1.32T)

100 mg

0 pounds (02 FT)

2

Prod-Info.Megace® Oral Suspension 2007 PDR@
Oncology 1994 ; 51 (suppl 1):19-24
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TRIAL 2
11.2 pounds(5.1A Fr)

-2.1 pounds(-122FT)

Placebo




Change in Appetite (2EP)

Placebo
Megace 100 mg
400 mg
800 mg
Two-arm trial
Placebo
Megace 800 mg

Oncology 1994 ; 51 (suppl 1):19-24




Safety (2EP)

Experiences, n

placebo  megestrol acetate, mg

Adverse experience
100 400 800

(n=86) (n=82) (n=75) (n=127)
Deep-vein thrombosis 0
Edema 7(8.2)

Impotence 1(1.2)
Rash 4(4.7)

Values in parentheses are percentages

Oncology 1994 ; 51 (suppl 1):19-24




Randomized Comparison of Megestrol Acetate
Versus Dexamethasone Versus Fluoxymesterone
for the Treatment of CAC

Adult patients with
Incurable advanced
cancer

losing at least 5 pounds
within the previous 2
months

Y ENEER [
0.75 mg orally qid

estimated daily caloric

cal/kg 10 mgorally bid

J Clin Oncol 1999 Oct;17(10):3299-306.




Megestrol Acetate Increase Appetite

Megestrol Acetate  Dexamethasone  Fluoxymesterone

(% of patients, (% of patients, |7 of patients,
Question n=158) n=159 n=158) MvD

Compare appefite o before present illness A

Missing responses, no. of patients /9 68 /0

Worse 5 9 13
Same 22 30 27
Better /3 6] 60

Food infake compured to before present llness

Missing responses, no. of patients /9 6/ /]
Worse / 6 14

Same 22 30 30
Betfter /] b4 56

J Clin Oncol 1999 Oct;17(10):3299-306.



Weight Gain Data

Megestrol  Dexameth-  Fluoxymes- =
Acetate asone terone

(n=114) (n = 120) (n=114) MvD MvF

MD-determined maximal
weight gain of = 10%
from baseline, % of
patients

MD-determined maximal
weigh’r gain, kg
median 0.46 0.15 0.39
mean 2.50 2.01 1.77

Abbreviations: M, megesfch acetate: D, dexamethasone: F, ﬂuc:-xymeﬂerone;

MD, physician.

A trend for increased non-fluid weight gains for the megestrol
acetate arm compared with both fluoxymesterone_ and
dexamethasone.

J Clin Oncol 1999 Oct;17(10):3299-306.




Meta-analysis:
MA Improved Appetite and BW gain (vs Placebo)

Study or subgroup Megestrol acetate

N

Risk. Ratio
M-
HRandom#5%
a

Risk Ratio
M-

H Random 5%
a

Study or subgroup Megestrol aretate Placebo

N Mean(SD) N

Mean(50)

Mean

Dhfference
IVRandem95% O

Mean
Difference

IV Randorn 35% O

Weght

| Cance
Fedu 1992

Loarnz 19900
Schmoll 1991
Sehmall 1992 618

Subtotal (95% CI) 244 185
Total events: |13 (Megestrol acetate), 33 (Placebo)
Heterogeneity Tau? = 0.1 & Chi* = 632, df = 3 (P = 0LI10) F =53%
Test for overall effect: £ = 333 (P = 0.00087)
2 AIDS

Yon Roenn | 994 1817232

Subtotal (95% CI) 232
Total events: 181 (Megestrol acetate), 19 (Placebo)
Heterogeneity: nat applicable

Test for overall effect: £ = 268 (F = 00073)

3 Otther underlying patholagy

Subtotal (95% CI)

Total events; O (Megestrol acetate), O (Placebo)
Heterogeneity: not applicable

Test for overall effect: not applicable

Total (95% CI) 476
Total events: 294 (Megestrol acetate), 52 (Placebo)
Heterogeneity: Tau? = 013 Chi* = 977, of = 4 (P = 004), 1* =59%
Test for ouerall effect: £ = 350 (P = 0.00047)

Test for subgroup differences: Chi* = 232, df = | (P=0.13), ¥ =57%

223

370( 199, 657]
|48 087, 252]
626 089, 4347
274[ 131,574]

2.57[1.48, 449

156[ 113, 2.18]

156 1.13,2.16]

Not estimable

1000%  219[141,340]

| Cancer

Die Conno 1998 .06 (1.33)

Fietkau 1996 3 09 (38)

Lewrnzi 1990b &7

Subtotal (95% CI) 115
Heterogeneity; Tau® = 0.0, Chi* =078, df = 2 (P = 0.48); I =00%
Test for overall effect: Z = 4.23 (P = 0.000023)
2 AIDS

Von Roenn 1994 (1) 53

36 (459) 93

112

354 (4.29)

Subtotal (95% CI) 53
Heterogengity: not applicable
Test for overall effect: Z = 5,34 (P < 0.00001)
3 Other underlying pathology

Eubanks 2002 5.3 (38) 7

Herrejon 201 | 13(337) 14

Weicberg 2002 (2) 12{14) 73

Yeh 2000

Subtotal (95% CI) 122

Heterogeneity: Tau® = | 27; Chi* = 885, df = 3 (P = D.03); F =66%
Test for overall effect: £ =204 (P =0041)

Total (95% CI) 290 262
Heterogeneity: Tau® = | 34; Chi* ='30.48, df = 7 (P = D.00008). I* =77%
Test for averall effect: 7 = 3.85 (P = 0.00012)

Test for subgroup differences Chi* =951, df = 2 (P= 0.01), P =79%

1.05 {5) 26

122

034 (101)
-32(32)

022 (301)

072 (285)

15(16)
0.1 (L18)
06 (1.1)

091 (347)

123 % 140[ 035 245]

1195 130[05% 401 ]
135%

40.7 %

158[0.18, 298]

1.63 [ 0.87,2.38 ]

126 % 426 [ 270,582 ]

126% 4.26(270,582]

380[ 127,633
220[ 040,400
0E0[ 0.9, 1011
89% 014[-223,251]

467 % 147 [0.06,2.87]

100.0% 1.93[0.95,2.91]

al

02

Favours placebn

o5 S 1]

Favours MA

Ruiz Garcia V et al. Coch

Fanours placebo

Favours MA

ne Database Syst Rev. 2013




Meta-analysis:
MA Improved QoL but Increased VTE (vs Placebo)

Study or subgroup Megestrol acetate

/N

Risk Ratio Weight Risk Ratic Study oF subgroup Control Risk Ratio Weight

M M

M-
H Random,55%
HRandomgsi HRandom5% A i

Risk Ratio

M-
H Randern35%
a

a

| Caneer
Feliu 1952

Yadell 1998 (1)

Subtotal (95% CI) 175 125
Total events: 44 (Megestrol acetate), |7 (Flacebo)
Heterogeneity: Tau* =007, Chi* = |50,df= | (P= 023y, I =33%
Test for overall eflect; 2 = 200 (P =0043)
2 AIDS

Oster 19594 551

Yan Rognn 1994 Nl

Subtotal (95% CI) 284 86
Total events: 96 (Megestrol acetate), 12 (Placebo)

Heterogeneity: Tau? = 046 Chi* =294, df = | (P = 0.09); I* =66%
Test for overall sffect: Z = 0.64 (P = 049)

3 Other underlying pathology

Subtotal (95% CI)

Total everits: O (Megestrol acetate), 0 (Placebo)

Heaterogeneity: not applicable

Test for overall effect: not applicable

Total (95% CI) 459 211
Total events: 140 (Megestrol acetate), 29 (Placebo)

Hatarogengity: Tau® = 008, Chi* =450, df =3 (P =021} P =33%
Test for overall effect: Z = 230 (P = 0.021)

Test for subgroup differences: Chit =014, df = | (P=071}. F =00%

| High dases (== 800 mg/d)
Casado 2008

153[131,488) Loprina 19906

I32[05% 256 ] Loprnzi 199%a

1.91(1.02,359]

Loprinzi 1999b
Schmaoll 1992
Tehekmedyian | 552 2149

Subtotal (95% CI) 327 465
Total events: 11 (Megestrol). ¥ {Control)
077 [025,236] Heterogeneity: Tau® = 0.0; Chi® = 242, df =4 (P = 0.66); I* =0.0%
Test for overall effiect: Z = |.80 (F = 0.072)
2 Low doses (< 800 mg/d)

Casado 2008 331 o7

48[ 117,527]

1.49 [ 047, 4.69]

Feliu 1952 3176 074
Gebbia 1996 (1) 46l 360
Jatoi 2004 117140 a4l

Madeddu 2012 073 03l

Not estimable

Schmoll 1991 120 iy
Van Roenn 1994 175 i3g

Subtotal (95% CI) 434 378
Total events: 23 (Megestrol). || {Control)

Heterogeneity: Tau® = 0.0 O = 159, df =5 (P = 0.90); * =00%
Test for overall effect. Z= 1.40 (P =0.16)

Total (95% CI) 761 843
Total events: 34 (Megestrol). |8 (Cantrof)

Heterogeneity: Tau® = 0.0; Chi® = 4.38, f = 10 (P = 053); I* =0.0%
Test for everall affect: 7 =2.19 (P = 0028)

Test for subgroup difierences: Chi* = 040, df = | (P = 053), P =0.0%

100.0 % 1.78 [1.09,2.92]

Mot estirmable
033001, 803 ]
403[ 075, 2151 ]
167[ 041, 1163]
097 [0.06, 1470
410[020,8302 ]
2.35[0.93,5.94]

382[021,6988]
682036, 12976 ]
129 [030,552]
138 [ 057,334 ]
Mot estimable
257[0.11,59.30]
154 [ 006, 3692 ]

1.62 [ 0.82, 3.18

1.84[ 107, 3.18]

Ql 0z 05 1 510
0 oo 1000

Favours placebo. Favaurs MA Favolrs control

Ruiz Garcia V et al. Cochrane Database Syst Rev. 2013




Meta-analysis:
LD vs HD MA in BW Gain and Appetite Enhancement

QOutcome: 1 Weight improvement
Outcome: | Appets improvement e At s

Study or subgroup MA (low doses) MA (high doses) Risk Ratio Risk Ratio

Suporsbgouy  MAfwoses)  MAgh doseg) Rk Reto Weght Rk Rato R 0::;35% i G;ﬂ;ﬁ%

M N a a
HRandom35% fandom,
i i { | Cancer

Gebbia 1% 071104, 114]

| Cancer

, Hedanayr 1952 43 0637033 117]
Cebtia 5% ) | 00 {040, 07]

Loge 1934 080[0, 105
Sctnal 1992 LIEI091 107

0957075, 120]
Ut 20 Insufficient information to define the optimal dose of MA

Tod (054l but higher doses were more related to weight improv ement

076[03,171]

0547035 084]

il Toul 05 C) in m 000%  077]064,0%]
Mgty Tar =0 = 19 =L P= 02 =38 Totalevents: 150 (MA (low doses), 194 (A (high doses)

Tl et =046 P =06} Hetogriy T = 01 0= 648 =5 (P =024 P=I3%
Testfor subgroup diferences: Not applabl Test for overal eflect Z = 276 (P = 0.059)

P B Testfor subgraup diferences: Not appliable

e sn

g 05 07 I 15 2
Favoursow coses o MA Favours high doses of MA d -

Faaurs MA high doses Faers MA low doses

Ruiz Garcia V et al. Cochrane Database Syst Rev. 2013




Megestrol Acetate : #| &

® Tk sk &£ 7 4P B (= p 400 ~ 800 mg)
@3 ¥ 3 2 800mMg= + F B % ok

® 7L 4z %] (F 4820mg,40mg% 160mg) % R -7 (
A c.c. 40mg) = F& %] 3




Megestrol Acetate Suspension
Advantages:
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Advantages of Nanoparticles

Improved dissolution rate
Improved solubllity
Enhanced bioavailability

Reduced fed/fasted variation
In bioavallability

24
Improvement in bioavailability by nanosizing ~ avsurn

5000 nm

Approximate Particle Size: [l 1000 [l 500nm
Bioavailability = % drug absorbed = Area under the curve

‘ElanTechnologies 4
hitp:/fwww.elan.com/EDT/nanocrystal_technology/

http://www.stanipharm.fr/technology/drug-nanoparticles/




Nanocrystal formulation vs
Traditional oral suspension

Fed condition &P Fasting condition®

—— MA-ES 625 mg/5 mL
—o— MAOS 800 mg/20 mL

—a— MA-ES 625 mg/5 mL
—<— MAOS 800 mg/20 mL

8 12 16 20 24 8 12 16 20 24
Time (h) Time (h)

Figure 4 Food effect differences between a nanocrystal dispersion of megestrol acetate (MA-E5) 625 mg/5 mL and a micronized formulation of megestrol acetate oral
suspension (MAOS) 800 mg20 mL

*B00 to 1000 calories, ~50% fat

*Caata in fed subjects from Study 1, MA-ES (N = 23). and Study 2. MAOS (N = 32).

*Data in fasdng subjects from Study |, MA-ES (M = 23), and Study 3, MADS (M = 36).
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Mean plasma concentration (ng/mL)

Deschamps et al. International Journal of Nanomedicine 2009:4




Nanocrystal formulation vs
Traditional oral suspension

Mecan Body Weight (kg)

Study Week

Figure 1. Mean body weight change from baseline.
*P=0.05 Willcoxon's Rank Sum Test; **P=0.05 cnd <0.10
MA-CS = megesirol acetare concenirated solution; MA-OS = megestrol acgiare orgal suspension

The Journal of Applied Research.Vol. 7, No. 3, 2007




Loprinzi
J Natl
Cancer,
1990

Schmoll
Oncology,
1992

Loprinzi et
al, JCO,
1993

Vadell

Am J Clin
Oncaol,
1998

Rowland
JCO,

1996

Megestrol Acetate in CAC

Eligibility criteria

Advanced hormone-
independent tumors
WL>5 |b, ECOG<=2
CPS>3 months

Advanced hormone-
independent tumors

WL> 5%, CPS>2 ms

Advanced incurable
cancers, WL>5 |b,
ECOG<=2

Advanced hormone-
independent tumors
WL> 5%, KPS>=60
CPS>12 weeks

Advanced small-cell
lung cancer ECOG
PS<=2

Drug
Dose

Duration

Median
time 7
weeks

8 weeks

Median
survival
127 days

Weight

>151b
MA 11/67=16%
Placebo 1/66=2%

HMA 9/21=43%
LMA 8/27=30%

Placebo
4/17=23.5%

>=10%
160mg =8%,
480mg =8%
800mg =15%
1280mg =13%

HMA 24/35=69%
LMA 14/37=38%
Placebo 13/35=37%

>=10%
MA 26/122=21%
Placebo 8/121=7%

Appetite

Appetite
improvement :

MA 42/67=63%

Placebo
26/66=39%

HMA 15/21=71%
LMA 22/27=81.5%
Placebo 6/17=35%

Appetite increased
as dose escalated
up to 800mg

Appetite increase
from basal score

Side-effects

Emesis (M:8%,
P:25%,p=0.009),
nausea (M:13%, P
38%, p=0.001),
edema(M=29%,
P=13%), irregular
menses

Nausea, vomiting
(no statistically)

Minimal and
reversible

Edema , phlebitis




Adverse Effects of MA

Fluid retention/Edema

Weight gain (primarily through fat)
Flushing

Erectile dysfunction/Impotence
Vaginal bleeding

Adrenal insufficiency

Cushing’s syndrome

>
>
>
>
>
>
>
>




Progesterone Analogsz_ #

Fe bt R

Megest Megaxia ES Farlutal
X 73 megestrol megestrol medroxyprogesterone
Farlutal
SheR
120 ml ; 35 ml ST 500mg/tab
| 7Y Oral Suspension NEOErysiE] Oral tablet
oral suspension
> > }ﬂZAEQALH%?gJE W
EEDYE — 4 —_ . E
- WAL@:;?E 00~800 | 315 5 ma/R(EX 2.5 | MARGBESHES 2
’ (EF10-20=7) | =E 625 BRIK(E BE LR
X5 ZH)
RIRE NT$ 796 / 120 ml (Bot NI 9(gg : 35m! NT$ 49 / Tab
Hez NT$ 65/day#2 (400mg) | % NT$ 70/dayiE (312.5mg) NT$54(?0/ day i
26.55/4m) 27.65%/ml (590mg)
EXREORTERBBENRE | EXLBRTERNBRR | D0 IAEAEIREEZ
g , / AT Y em q . / AT /
EIEE iE - RERRBIRZIEERTRE | BIE - RERXBEIRZ TEIERT N T

KIEMEREZ BimisE 5 Rk
EHRERR B -

RB[ENEERE ZRRIEES]
FERY 3L SRR EE R B -

BRIRIEE Z AR B E
H -

BRIEE 7 ZTraditional oral suspensionZ ml £ +~ 4 Bl& Megaxia ES Z&EEI=




Megaxia ES VS Megest

BRiE 7 ZTraditional oral suspensionZ ml £ + 4 El% Megaxia ES E&EHEI=

Megaxia ES Oral Suspension MEGATUS ORAL SUSPENSION

ES EEEIZY e T Uk v | EERORBRR
ZHBEIREERHBRAT EREMRNBRAT
Megestrol Acetate Megestrol Acetate

125 mg/ml 40 mg/ml
BIEEFRE 35ml/btl 120ml ~ 150ml ~ 240ml

(R[S 35mI-NT$ 990 7T 120mI-NT$796 7T

Daily cost: 28;1:/m| Daily cost: 267t/4ml

EEFBRENREIE - KERXREAZE
=52 %&Fru%z,b\rﬁg%%lﬁ_ﬂﬁ SERRRERE -

RE T R E I
CEAEE | mARREEEIER 3125 BRA(EX 2.5 BHE A= (l”fl’f?jgg;ﬁ?%%/f
625 %%/9&(19& 5 ) . =

He& R

EIRY/EEE

1.B A% — E'Zt ﬁ’”’”‘Jmegestrol acetate
suspension - Tﬂ%.LE,\éﬁ'ﬁ%%g‘%%”&W °

2HEM O AERRES - R/ IRBE=

3.%7%&%&175@9'\5@5@ng51

ARIBEEF)E . BEYMPEERRETIEE -
(TmaxE R - AUCER )

51NN E Z MR E -

6.7 TFDARZEFT IR RUE 5 2 FhEE -

7.5=BFDAYZ A £ ( ANDA ) 203139




NCCN Guideline 2019.v2

PALLIATIVE CARE DRUG APPENDIX

Anorexial Life Expectancy: Years; Year to Months

Cachexia + Depression/anorexia: Mirtazapine, 7.5-30 mg PO QHS
PAL-13 + Gastroparesis (early satiety): Metoclopramide 5-10 mg PO QID 30 min before meals and at bedtime

* Low/no appetite: Megestrol acefate, 400-800 mg/d PO

Anorexial Life Expectancy: Months to Weeks; Weeks to Days (dying patient)

Cachexia + Offer education to patient

PAL-14 + Low/no appetite: Meaestrol acetate, 400-800 ma/d PO OR olanzapine, 5 mg/d PO OR dexamethasone, 4-8 mg/d PO OR
consider cannabinoid

+ Depression: Mirtazapine, 7.5-30 mg PO QHS

For patients with months-to-weeks or weeks-to-days life expectancy. weight gain when using this drug to treat anorexia/cachexia in patients
appetite stimulants may be helpful (eg, megestrol acetate, with cancer.* While one quarter of patients treated with megestrol acetate
dexamethasone, olanzapine) if increased appetite is an important aspect  may have increased appetite and 1 in 12 may improve their weight,

of quality of life. ™% A recent systematic review and meta-analysis of ~ clinicians should be mindful of the increased risks of thromboembolic
megestrol acetate revealed improved appetite and slight improvements in- phenomena and death. ™
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Take Home Message

Cancer cachexia:

Majorly in upper Gl cancer, HNN and lung
cancer

Survival, Toxicity, Time to tumor progression

BWL = 5%/6 m or BWL = 2% in BMI < 20 or
sarcopenia

Staging: precachexia—cachexia—refractory
cachexia

Pathophysiology: pro-inflammatory cytokine +
tumor releasing facotrs (PIF, LMF, AlS,
etc)—proteolysis(hallmark!), lipolysis

Management: appetite stimulant (megestrol
acetate)




Take Home Message

Megestrol acetate: nanoparticle form

Advantage:

o Improved
dissolution/solubllity/bioavailability/onset

o Reduce fed/fast variation
Side effect: thromboembolic event, edema,
Impotence, weight gain, etc

Megexia ES: traditional suspension m| +
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