B & o 2
ER BB

FAFRINRARALELRE
8&%?5%6
ME
JUNE 27, 2015



e 2 NS E
o B TR T 0 5



=+ =8 A 4t

*=EFARIBINERZIBEKBILER
¢ EREZHENTE

& RS BEAVET E SR

& 122 5l BE = R BE HY B PR A8 RS2 15




REEREIRMETHEMEY

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

‘AEBSISRERFERNE - EB
* Up to 20% of patients lead to death
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None 0%-5% 5%10% >10%
Weight Loss Category

De Wys et al: Am J Med 1980.



% Patients With Weight Loss

0%
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DeWys et al: Am J Med 1980;69:491.

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

Weight loss in previous 6 months
B 0%-5% M5%-10% m>10%
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3% %% % Pancreatic 2%
3 ip B Esophageal 69%
i & Gastric 67%
Bf 37 /& Head and Neck 57%
% 2 % #Colorectal 34%

Andreyev HIN et al: EurJ Cancer 1998;34(4):503.



CACHEXIA/EETRE : iR

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

The definition that emerged is: ‘“‘cachexia, 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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Broaden spectrum of therapeutic option
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(Cell-mediated immunity defects)
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(Phagocyte function defects)
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(Complement activity defects)
M v F-v n JrHypoalbuminemia
i f IR -9 o (Hypogammaglobulinemia)



CACHEXIA VS, STARVATION ez

Cachexia Starvation
Body Weight -/
£%WE Body Cell Mass (Lean Body Mass)
9%  Body Fat
Caloric Intake
> £ 5 £ 4= Total Energy Expenditure (EE)
k&P £ Resting EE Tt
¥ # Protein Synthesis 3-v 4 & | /
Protein Degradation z_y 7 2 T717
3¢ F4ja Proteolysis-Inducing Factor (PIF) T —
¥+

Adapted from Kotler DP. 2000. Ann Intern Med. 133:622



-8R (Cancer cachexia)#18
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Rivadeneira et al. 1998. CA Cancer J Clin. 48:69
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Mechanism of Action

- Foo% Intake
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Loss of Lean
Body Mass

Weight Loss



B RYET SRR A2



STRATEGY FOR TREAT OFCACHEXIA

Increases food intake

IR =Y EY

Normalize metabolism

REEREE

Pharmacological

Approach

-_—- = = = m—— = = = = =

Steroids
Megestrol acetate
Address intake only

NSAIDs
Fish oill

Address metabolism only

A

Pharmaco-nutrition

R T i

Combination therapy

Address intake and metabolism

Nutritional
approach

Parenteral feeding
Enteral feeding

Address intake only

Special Nutrients:
Fish oil, Leu, Arg, Met

Address intake & metabolism
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Cytokine
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Frostancid
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The potential modalities of pharmacological intervention of cancer anorexia-cachexia syndrome. Agents wera classified as thosa est

(First-ling) or thoss unproven/investigational (Second-iine), dapending on thedr site or machanism of actions. (&) inhibitors of pmdw:tlnrﬂre

cytokines and other factors: (B), gastroprokinetic agants with or without antinausea effect; (€), blockers of Cori cycle; (0)(E), blockers of

muscle tissue wa“tlrrg F) appEﬂrte stimulants with or without anfinausea effect; and (8), anh-:armahrfdaprgasam drugs. The:sha agents st
iasis according to the cause of cachexia or the state of the pamnt

irst-line treatmants
Glucocoriicaids (F) (&)

Prc-gastemms GID FHE
Carabinoids B 4 Ft Thaldomids () FE 4 ViR
Cyproheptadine (F) o R2-adrenocaptor agonists (E)
Branched-chain amino acids (E) (F) - Mon-steridal anfi-nflammatory drugs (&) (F)
—= =1 Primperan =
Metoclopramide () (F) ) Others
Eicosapentanoic acid “’DJ (E) (&) & Anabolic steroids (E)
5 —Je0Ky-o-TIUoroundine .’A‘ Pentoxifyline (&)
Melatonin (&) BER Hydrazine suffate (C)

ARC=Arcuate nuckeus of the hypothalamus; VMH=Ventromedial nuckeus of the hypothalamus, DMH=Dorsomedial nucleus of the hypotha

LHA=L ateral hypothalamic area; PYN=Paraventnicular nucleus of the hypothalamus; CTZ=Chemoraceptor inigger zone; PIF=protectysis-in
factor; LMF=Lipid mobilizing factor.




Most Active Compound to Alleviate Cachexia By Appetite Activation
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MEGEST®

# Megestrol acetate (MA) is a synthetic progestin

1963
1964
1967
1993

Néw

Synthesized in England
Contraceptive.

Breast cancer and Endometrial cancer.

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

ACS in AIDS and cancer patients

40 mg/ml, 120 ml




PHARMACOLOGY

Brain

s e # It is related to glucocorticoid
ortica Lobe 2 l- . .
Senter activity and similar to

\ / corticosteroids.

Cytokine | ! A
FPSIRAMS | A ™" # It may stimulate appetite via

m ™ Neuropeptide Y in CNS

# |t may down-regulating the
synthesis and release of pro-
inflammatory cytokine, eg:

TProtein TNF—a, ||_-1, IL-6...

;Eg 4 § 2%

\ Y / Muscle '
/l, Proteolysis AR JING

cancer

Blood-Brain Barrier

Stomach Liver Fat Muscle

Cytokine .
e Cytokines

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




CLINICAL TRIAL




STUDY FOR OPTIMAL DOSAGE

1
@) — Placebo (2) Placebo
12 weeks — MA 100mg
1:2:2:2 [ MA400mg
— MA 800mg MA 800mg

# Randomized, double-blind,placebo-control trial
¥ Endpoints:

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

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

28



CHANGE IN APPETITE g4 g 17

Treatment group

Patients with improved appetite at

time of maximum weight change, %

Four-arm trial
Placebo 50
Megace 100 mg 70.5
400 mg 71.7
800 mg 02.5*%*
Two-arm trial
Placebo 48.3
Megace 800 mg 69.b*

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

30



WEIGHT GAIN-1

TRIAL 1 TRIAL 2
12 — Pounds 11.2 poundS(S.l/Aﬁ'
Pound M .
T 10.7 pounds (4.9 AFT e ]
[} a - 800 mg
a 800 mg 0 9]
n 9 300 mg " E
W 3 powrids(4.22 A1) e ]
e . i 6
i g ]
g h i
ltl 3 2.9 pounds (1.32 1) t 3-
100 mg C :
c =
h 0 pounds (O FT 2 0 -2.1 pounds(-1 AT
: ’ Placebo n - Placebo
g N
g e 4 N 61 46 28
¢ '3 I I | 1?2 -3 I I8 1I2
0 4 8 12 0 4
Week
Week

Prod Info Megace® Oral Suspension 2007 PDR@
Oncology 1994 ; 51 (suppl 1):19-24



MEAN CHANGE IN BODY COMPOSITION

mgREs

. 595 _ b.7T .
-
9" 5 31 2-5
o —
é 4 § 2 1.5 | |
) 3 @) 1
0 2.2 g | 1.7 -03
=2 J2 15 = 0
g, )
~ 1 7 1
2
0 5 ,

0 100 400 800 O “Placebo 100 400 800
Trial1 —— Urial2

Megestrol Acetate (mg)

i
Megestrol Acetate (mg)

| o | 200 | 400 | 800 | o | soo |

water (iters) | -1.3|-0.3| 0 | 0 | -01 [ -0.1 |

No statistically significant

Prod Info Megace® Oral Suspension 2007 PDR@
Oncology 1994 ; 51 (suppl 1):19-24
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SAFETY kA% b

Experiences, n (%)

placebo
Adverse experience

n=86
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

megestrol acetate, mg

100
n=82
o)
4(4.9)
3(3.7)
6(7.3)

400
n=75
1(1.2)
9(12.0)
4(5.3)
3(4.0)

800
n=127
0
2(1.5)
11(8.7)
9(7.1)



MEGESTROL REVIEW PAPER

ORIGINAL ARTICLE

Effects of megestrol acetate in patients
with cancer anorexia-cachexia syndrome -
a systematic review and meta-analysis

Wiktoria Lesniak!?, Matgorzata Bata'?, Roman Jaeschke?'®, Maciej Krzakowski*

1 Department of Internal Medicine Jagiellonian University Medical College, Krakéw, Poland

2 Polish Institute of Evidence Based Medicine, Krakow, Poland

3 McMaster University, Hamilton, ON, Canada

4 M. Sktodowska-Curie Memorial Cancer Center and Institute of Oncology, Warszawa, Poland
Objectives To review the effect of megestrol acetate (MA) in patients with ACS.
The studies were included in the review if they were randomized, enrolled patients with
non-hormone-sensitive cancer and ACS and assessed the effects of MA compared with

placebo, other drugs or different doses of MA.

Pol Arch Med Wewn. 2008 Nov;118(11):636-44. Review



IMPROVE APPETITE #4355 =3
MEGESTROL ACETATE OVER PLACEBO

Comparison: MA vs. placebo
Outcome: Appetite improvement

Study or sub-category MA [n/N] Placebo [n/N] RR (random) [95% Cl] Weight [%] RR (random) [95% Cl]
Erkurt 2000 47/58 6/57 —®p 1594 7.70 [3.58, 16.58]
Feliu 1992 38/76 10/74 S E— 18.61 3.70 [1.99, 6.87]
Lai 1994 11/20 4/19 - 12.98 2.61[1.00, 6.80]
Loprinzi 1990 24/68 16/67 20.20 1.48 [0.87, 2.52]
McMillan 1994 4/20 6/18 N 6.59 0.60[0.20, 1.79]
Schmoll 1992 37/63 6/28 = 16.43 2.74 [1.31, 5.74]
Zecca 1995 13/16 517 B 15.84 2.76 [1.28, 5.99]
Total (95% Cl) 301 262 S 100.00 3.00 [1.86, 4.84]
Total events: 170 (MA), 47 (placebo)

Test for heterogenity: x2 = 13.46, df = 8 (p = 0.02), 1262.9%

Test for overall effect: Z = 4.51 (p < 0.00001) | | | |

|
0.1 0.2 0.5 1 2 5 10
Favours placebo Favours treatment

Fig. 2 The effects of megestrol acetate use in advanced stage cancer anorexia-cachexia syndrome on appetite improvement

Pol Arch Med Wewn. 2008 Nov;118(11):636-44. Review



IMPROVE WEIGHT GAIN #1437 s 4
MEGESTROL ACETATE OVER PLACEBO

Comparison: MA vs. placebo
Outcome: weight gain

Study or sub-category MA n/N Placebo n/N RR (random) 95% ClI Weight % RR (random) 95% Cl
Feilu 1992 21/76 5/14 l > 8.48 4.09 [1.63, 10.27]
Fietkau 1997 14/31 6/30 L 10.02 2.26 [1.00, 5.10]
Lai 1994 6/20 3/19 i 5.43 1.90 [0.55, 6.54]
Loprinzi 1990 32/67 26/66 — 19.98 1.21[0.82, 1.79]
McMillan 1994 4/20 6/18 = 6.59 0.60[0.20, 1.79]
Rowland 1996 26/122 8/121 = 11.08 3.22 [1.52, 6.83]
Schmoll 1992 17/63 4/28 = 1,60 1.89 [0.70, 5.10]
Tchekmedyian 1992 21/49 12/40 —— 14.87 1.43[0.81, 2.53]
Vadell 1998 38/99 13/51 T 15.94 1.51 [0.89, 2.56]
Total (95% CI) 547 447 ‘ 100.00 1.71 [1.24, 2.36]
Total events: 179 (MA), 83 (placebo)
Test for heterogenity: x* = 13.94, df = 8 (p = 0.08), 1242.6%
Test for overall effect: Z = 3.29 (p = 0.001) | | | | | |

0.1 0.2 0.5 1 2 5 10

Favours placebo

Favours treatment

Fig. 1 The effects of megestrol acetate use in advanced stage cancer anorexia-cachexia syndrome on weight gain

Pol Arch Med Wewn. 2008 Nov;118(11):636-44. Review
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MEGEST ®Z: 158, 120ML/HE,

L

» BEEIE : (BIRAA)
. BERECERNESRNNERETN -
EXGBRSTEEEESNBAT - REXRRRSEREEE ZER
R ISR -

‘ h 4

% CachexiaZE =

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

% Z{R{E : NTD: 986 /120ml/#k

i gy f‘éﬁcr /\+EE% (RIREE NS

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

£V,

* Ref : Lancet Oncology 2011 ; 12(5) : 489-95.



MEGEST ®& 155, 2:E 5

Dose adjust after 3~4 wks.

| P
1:
mmlu

h

£ H10cc (400mg)
Weight Loss 5~10%

10 ml / day : NT$ 83

47

o |

= H15cc (600mg)
Weight Loss >10%

| - NT$ 124
B2 4 ml/ day: NT$ 33 15 ml/ day : NT3

Ref : NCCN Guidelines Version 1 .2014

Megestrol acetate 400~800 mg/day = 2OCC (SOomg)

Annuals of Internal Medicine 1994; Volume 121, Number

6

Oncology 1994 ; 51 (suppl 1):19-24 20 ml / day : NT$ 165 40
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Megest® Megejohn®™/Mekei Farlutal®
%) megestrol megestrol medroxyprogesterone
Farlutal
il =5
"_EiII{III-l,I_IlII[IIEI[ﬂI][IIII'!!II{IIII[JII_![I.
| S S .
| EY Oral Suspension Oral Tablet Oral Tablet
@R{E | NT$986,/120ml (Bot) NT$ 38 NT$53 / (500mg)Tab.
B NT$ 114 / day
%8%
BH%ZZE | NT$ 83/ day (400mg) (480mg) NT$102 / day
BR&EE NT$ 2,490 NT$ 3,420 NT$ 3,060
exsppzERNBanRaE | DRLUSTRETERR | rresnpegmtaane s Tak
e | REXLERSERREERME | 0 B BRECBIEL CRERYZIE
IR | m s e e S RIS E AR HERER A TREE R EE
B - #Fcachexiai® FERE mEEA -

BERRIE : hRBIRT - #&E80 : Megest®(HE - Farlutal®{h &
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CURRENT PERSPECTIVE
OF BREAKTHROUGH

(P 2 RERIZIAR)
CANCER PAIN AND
FUTURE DIRECTION



What is breakthrough pain?
¢ REBIAR AR
Breakthrough pain




BACKGROUND OF BTP(it&38 R A 1T)

® Breakthrough pain was defined as moderate-to-severe pain that
occurred at a specific site for a transitory period against a background
of persistent pain controlled by the around the clock opioid regimen.
The frequency averages 1-4 episodes per day

® Breakthrough pain has been reported in 64.8% of patients with cancer
pain
® The presence of metastases

head and neck cancer (70%)
gastrointestinal cancer (59%)
lung/bronchial malignancies (55%)
breast cancer (54%)

urogenital cancer (52%)

1: Current Opinion in Oncology 2010, 22:302-306
2: Palliat Med. 2004;18:177-183

3: Drugs. 2008;68:913-924.

4:Journal of Pain Research 2012:5 559-566



BREAKTHROUGH PAIN INFLUENCE CANCER
PATIENTS (£/5m E185E)

e Quality of Life

Emotional health (in 82% of all patients),

Causes suffering (82%), wakens patients at least
once a month(73%)

Influences their capacity to perform routine
tasks(76%)

Their willingness to participate in activities(83%)

1:J Pain Palliat Care Pharmacother. 2011;25(3):252-264
2:J Pain. 2002;3(1):38-44.
3:American Pain Foundation; 2012; http://nci.nih.gov/dictionary/?CdrID=45612



TYPES OF BREAKTHROUGH PAIN

Incident, Consistent temporal causal relationship with predictable

B Plgew FEEF Motor activity, such as movement, defecation, micturition,
predictable breathing,

Incident, Inconsistent temporal causal relationship with motor

7 ¥ 3 g 2.6 it Activity, such as sneezing, bladder spasm, or coughing
unpredictable

Idiopathic Not associated to any known cause, often suggests
B & 1 a progressive cancer
End-of-dose Before a schedule or around-clock analgesic; more

T x4 zH g  gradual
onset and a longer duration than the incident and
idiopathic BTP

1: Current Opinion in Oncology 2010;22(Suppl. 4):302€6;
2: Pain. 1999;81(1-2):129-134
3: Palliat Med. 2001;15(1):9-18



CHARACTERISTICS OF BTP

U

Time to peak severity 3-5 min 10 s- 180 min

Severity severe or excruciating mild to excruciating

Duration 15-30 min 1 stomorethan 24 h

Number of episodes (d) 1-4 Less than 1 timee3600
times

Precipitated by event 55-60% 52-77T%

Predictable 50-60% 41-81%

From “Consensus panel recommendations for the assessment and management
of breakthrough pain: part 1 management” by Bennett, D., et al, 2005, Pharmacy
and Therapeutic. Copyright 2005, Bennett, D., et al. Adapted with permission.

Current Opinion in Oncology 2010;22(Suppl. 4):302e6



CURRENT BTP MEDICATION




INCREASED DOSE OF SLOW RELEASE OR

ATC LEADS TO OVER-MEDICATION  #°-i=rA

et R

Owver Medication




IDEAL BTP MEDICATION

ication



OPIOIDS BY CLASS

Opioid class

Long acting

f

Morphine(MST )

~\

J

Fentanyl

% trensdermal system )

~\

Short acting

r

~

Codeine
. J
4 )
Tramadol
. J
( )
Buprenorphine
¥ ( Temgesic®)
4 )
Morphine
. J

Rapid onset

CNS Drugs 26(6): 509-535.



MANAGEMENT OF BREAKTHROUGH PAIN

e Traditional backbone: oral morphine
e However, the pharmacokinetic profile of these agents
® Slow onset of analgesia

(time to achieve maximal plasma concentration [t max ] for
normal-release morphine is 1.1 hours and onset of
analgesia ~ 30 minutes),

® Long half-life
(t Y2 ; 2 hours for oral morphine)

e Extensive first - pass * -en
® Poor bioavailability
(20- 40 %) Rapid-onset Opioids

® Does not manage BTP well. (ROOs)



BTP MEDICATION IN TAIWAN

Opioid
analgesic Strong Strong Strong Strong Weak Weak
S
U- receptor selective .
partial agonist weak mu-opioid
Receptor M~ K-receptor . for the mu )
& K- antagonist receptor agonists
/Ceiling effect >
< : Buprenorphine Codeine Pethidine
B
= HORIIAS Temgesic phosphate Hydrochloride
o Es  10mg 15mg | 2 mg/ml 0.2mg 15mg/30mg 50mg
i il Tablet Tablet | solution Sublingual Tablet Tablets
Onset 30~40 mins 30 min 30-60 mins 30-45 mins 15 mins
Duration 2-7 hours 2-7 hours 8-12 hours 4-6 hours 2.4~4 hours
Peak 50~90 mins 50~980m|n 1.5 hours 1-2 hours 60-90 mins




BTP MEDICATION IN THE OVERSEA

Hydrophilic Morphine (oral) 30-40 min 4h A: available in multiple dosage forms, liquid
concentrate

D: slow onset of analgesia for idiopathic

BTP
Oxycodone (oral) 30 min 4h Same as morphine
Hydromorphone 30 min 4h D: no liquid concentrate, slow onset of
(oral) analgesia for idiopathic BTP
Methadone (oral) ~10-15 min 4- 6h A: faster onset of analgesia in one small
study

D: complex pharmacology,
pharmacokinetics

Lipophilic Fentanyl ~5-10 min 1-2h A: fastest onset of analgesia lipophilic
(transmucosal)

b SR

D: requires ongoing patient cooperation in
use

Pharmacy and Therapeutic 2005;30(Suppl. 6):354e61



THE GOLD STANDARD TREATMENT FOR BTP

1. Rapidly effective (bioavailability) * * T HE =44
2. Easy to use (no injection)

3. To avoid accumulation and long-lasting side
effects:

rapid elimination
4. Well tolerated
5. Easy to take, even in case of bowel occlusion
6. Associated with few side effects
(. Superior to conventional treatments

Current Opinion in Oncology 2010, 22:302-306



FENTANYL FOR BTP (A58 14)

e A u -opioid receptor agonist with anaesthetic
and analgesic properties

e highly lipophilic, so it diffuses quickly across
the blood-brain barrier

e equilibration t %2 of 6 mins compared with 2-
3 hours for morphine (match BTP!)

Scott J et al. Anesthesiology 1985; 62 (3):234-41
Browne B, Linter S. Br J Psychiatry 1987; 151: 210-2
Insler SR et al. Anesth Analg 1994; 78 (3): 593-7



EAPC GUIDELINES ;fgﬂ
T RE J

e Breakthrough pain should be specifically evaluated
to try to establish its etiology, physiopathology, and
any factor indicating or contraindicating specific
interventions and should be effectively treated with

Immediate-release oral opioids or with oral or

intranasal fentanyl formulations

1: Association for Palliative Medicine of Great Britain and Ireland; 2009.
http://www.breakthroughcancerpain.org/pain-management/apm-recommendations.
2:Lancet Oncol. 2012; 13(2):e58-€68.



http://www.breakthroughcancerpain.org/pain-management/apm-recommendations

WHY BUCCAL DRUG DELIVERY?

e Rapid drug delivery to systemic circulation

e No Gl degradation

e No Gl motility effects (nausea) on absorption
e No hepatic first-pass metabolism

e Ease of administration and good patient compliance

P =g
% AT g A



RAPID-ONSET OPIOIDS (ROOS) =43

e The first ROO indicated for BTP in opioid-tolerant patients with cancer
was oral transmucosal fentanyl citrate (OTFC),

e a lozenge containing fentanyl citrate
e incorporated into a dissolvable sugar-based matrix

e Since the approval of OTFC, several other formulations and delivery
routes have been developed for this indication.

EBT FPNS
April 4 INFS August 31
2008 July20 2010
OTFC sLF 2009/ pBsF
August 10 September 19 October 20
2002 2008 2010
EMA
1998 1999 2000 2001 2002403 2004 2005 2006 200? 200 009 201 011 2012
FDA
OTFC FBT FBSF SLF FPNS
November 4 September 25 July 16 January 7 June 30
1998 2006 2009 2011 2011

Fig. 2. Timeline of rapid-onset opioid approval in the US and EU. EMA = European Medicines Agency; FBSF =fentanyl buccal soluble film;

FBT =fentanyl buccal tablet; FPNS =fentanyl pectin nasal spray; INFS = intranasal fentanyl spray; OTFC = oral transmucosal fentanyl citrate;
SLF =sublingual fentanyl.

Smith, H. (2012). "A comprehensive review of rapid-onset opioids for
breakthrough pain.“CNS Drugs 26(6): 509-535.




ORAL TRANSMUCOSAL FENTANYL CITRATE

(OTFC)

A sweetened |
lozenge; need
15 mins

Oral Transmucosal
Fentanyl Citrate (OTFC)

:
4 e 11
(J £ g
1
‘gl |
-« 400 mcg flff
gl )
Wa y: May B %
i
K VAR
\ L
| H

Ir

Anesta Corp. Cephalon Inc, USA(1998); EUR(2003)
http://drugline.org/drug/medicament/430/

http://www.troikaa.com/oraltransmucosalfentanylcitrate200mcg.html



http://drugline.org/drug/medicament/430/
http://www.troikaa.com/oraltransmucosalfentanylcitrate200mcg.html

FENTANYL BUCCAL TABLET (FBT)

r 9?.3&-5?@ /%r * OraVescent delivery technology

e alter the pH of the oral environment

e assist with dissolution and maximize
absorption

o % f%214-25mins; 50% ¥ d ZEMEvR ;b

OTFCrT pRAN* f1* & B - first-pass

.
T

ILE
Do not push
or crush

Cephalon Inc, US(2006); EU(2008)



FENTANYL BUCCAL SOLUBLE FILM (FBSF)

T 3EREICRE 5

Mucoadhesive I_{]}"E:F BEMA® Drug Delivery BEMA® Drug Placement

Backing Layer ;

EAE N e L B 3

R A

Backing Layer

BEMA® Technology; Onsolis ™

» Adhere to oral mucosa in less than 5 seconds  Approved in US (2009); EU (2010)
 Optimize delivery across the oral mucosa
e Completely dissolve within 15 to 30 minutes




INTRANASAL FENTANYL SPRAY (INFS)

50, 100 and 200 pg / spray
Tmax : 12-15 minutes
Bioavailability: 89%, t ¥2 = 6.5 mins

http://www.mims.co.uk/news/946947



http://www.mims.co.uk/news/946947

FENTANYL PECTIN NASAL SPRAY (FPNS)

|

child-resistant container

R gy

)ﬁ ﬁl&m — nozzle (tip)

EE TP FTER T T g TR T )

W grips

disposal pouch Lazanda bottle
Figure A

Lamanvin®
o, Figure D Figure E
m [PecFent (EU trade name), Lazanda (US trade name)]
Archimedes Pharma; approved in EU(2010); US(2011)

Figure B

http://www.drugs.com/pro/lazanda-nasal-spray.html



http://www.drugs.com/pro/lazanda-nasal-spray.html

Table Ill. Summary pharmacokinetic data® for fentanyl formulations

Formulation and dose (ug) tmax Mean (median), min Cmax mean, ng/mL  t,, mean (median). h Bioavailability, % References
OTFC

200 (40) 0.4 3.2
400 (25) 0.8 6.4 40-50 51,53
800 (25) 1.6 6.4
1600 (20) 2.5 6.0
FBT
100 (45) 0.3 (2.6)
200 (40) 0.4 (4.4)
400 (35) 1.0 (11.1)
600 (78) 1.4 16.0 65 54,55
800 (40) 1.6 (11.7)
1000 (84) 2.0 18.1

1200 (96) 2.3 18.8

100 40 0.2 6.1
200 49 0.4 6.3 MNA 57
400 57 0.9 5.4
INFS
50 23 (15) 0.4 3.2
100 24 (12) 0.6 43 89 58,59
200 13 (15) 1.2 3.5
FPNS
100 20 0.4 21.9
200 15 0.8 24.9 MNA 60
400 21 1.6 15.0
800 20 2.8 24.9

a Results are from different studies in healthy volunteers and patients with chronic pain and therefore are not directly comparable.

C max = maximal plasma concentration; FBSF = fentanyl buccal soluble film; FBT =fentany! buccal soluble tablet; FPNS = fentanyl pectin nasal
spray; INFS = intranasal fentanyl spray; NA = not available; OTFC = oral fransmucosal fentanyl citrate; SLF = sublingual fentanyl; t,, = half-life;
tmax =time taken to achieve maximal plasma concentration.




What is fentanyl buccal soluble film?
(FBSF)

BEMA technology
Bio
Erodible x, 2%#% Bm%u; % ﬂ%ﬂﬁiﬁﬁﬁﬂii

HeJEE It

Backing layer

Adhesive la y
) rléi%*%*ﬁ | fE
.................................. > Vo 04 %4 0900 0.% ., ©
C
) ‘
| Oral mucosa

Submucosal vessels

Painkyl® approved in FDA, 2009;
Canada and Europe in 2010



DOSE PROPORTIONALITY /

LINEARITY

Plasma Fentanyl Concentrations

T first [h]
C max Mean ng/mL
AUCInf (hr-ng,/mL)

2.5 7

Plasma fentanyl concentration
(ng/mL)

0.28 £0.10

0.383 £ 0.0746
3.46+£0.72

O FBSF 200 ug
@ FBSF 600 ug
A FBSF1200 ug

et
A

12 16 20 24

Time after dose administration (h)

0.22 £ 0.06 0.20 £ 0.05
1.16 £ 0.189 2.19 £0.538
11.72 £5.29 20.43 £ 4.52

Clin Drug Investig 2012; 32 (1): 63-71



Painkyl® dosage

2.16
cm

0.88
cm

200 ug




Comparative pharmacokinetics
Painkyl® vs. OTFC

25 - O OTFC 800 ug
B FBSF (pH 7.25) 800 ug

no
O
1

—_
()]
]

Quicker absorption with Painkyl® !

—_
O
L

Mean plasma fentanyl
concentration (ng/mL)

03 -3 BT
B e =

0 6 12 18 24 30 36 42 48
Time after dose administration (h)

Painkyl® 800ug 9 1.67 1 14.46
OTFC  800ug 13 1.03 2 10.30
31% shorter 62% higher 50% shorter 40% larger

Clin Drug Investig 2009; 29 (10): 647-654

More effective absorption with Painkyl® !



DRUG INTERACTIONS

There are no prohibited concomitant medications
But may need to carefully monitor those who are using the following drugs:

e CYP3A4 Inhibitors

Concomitant use may result in a potentially dangerous increase in fentanyl
plasma concentration, which could increase adverse drug effects and may
cause potentially fatal respiratory depression

Strong CYP3A4 inhibitors : indinavir, nelfinavir, ritonavir, clarithromycin,
itraconazole, ketoconazole, nefazodone, saquinavir, and telithromycin, etc.

Moderate CYP3A4 inhibitors : aprepitant, diltiazem, erythromycin,
fluconazole, grapefruit juice, and verapamil, etc.

Weak CYP3A4 inhibitor : cimetidine

e CYP3A4 Inducers

Concomitant use may result in a decrease in fentanyl plasma concentrations,
which could decrease the efficacy of Painkyl®

For example : arbiturates, carbamazepine, efavirenz, glucocorticoids,
modafinil, nevirapine, oxcarbazepine, phenobarbital, phenytoin



DRUG INTERACTIONS

e MAO inhibitor

e Not recommended for use in subjects who have received MAO
inhibitors within 14 days, because of severe and unpredictable
potentiation

e CNS depressants

e May produce increased depressant effects, such as
hypoventilation, hypotension, and profound sedation

e Including other opioids, sedatives or hypnotics, general
anesthetics, phenothiazines, tranquilizers, skeletal muscle
relaxants, sedating antihistamines, and alcoholic beverages

e Opioid analgesics impair the mental and/or physical ability
required for the performance of potentially dangerous tasks



ELIMINATION(HEFR HH k)

e Fentanyl >90% eliminated by biotransformation to N-
dealkylated and hydroxylated inactive metabolites.

e Less than 7% of the dose is excreted unchanged in the
urine

e Only about 1% is excreted unchanged in the feces.

e The metabolites are mainly excreted in the urine, while
fecal excretion is less important.

e The total plasma clearance 0.5 L/hr/kg (range 0.3 to
0.7 L/hr/kg).



PK in special patient: Mucositis (Grade I)

x Phase |, open-label, single-dose study in patients with
cancer 14

B \o mucositis 200 ug
Mucositis 200 pg

B L ¢
0.35 52 %“’1 ’FE

,:g \

T_:; 0.00

g

g [

0.0 2.0 4.0
Time (h)

Mucositis 0.47 +0.32 1.00 (0.50 — 4.00) 1.14+0.71
No mucositis 0.69 + 0.54 1.00 (0.50 — 1.50) 1.29 £ 0.87

* Data for Tmax presented as median (range); other data are presented as mean *
SD

Journal of Pain Research 2011:4 245-251



Annals of Oncology 21: 1308-1314, 2010

O rI g I n al ar-tl C | e doi:10.1093/annona/mdps41

Published online 25 November 2009

Fentanyl buccal soluble film (FBSF) for breakthrough
pain in patients with cancer: a randomized,
double-blind, placebo-controlled study

R. Rauck’, J. North?, L. N. Gever?, |. Tagarro® & A. L. Finn**

Placebo-controlled study

Open-label : Titration period ;N=151

Double-blind phase: cross-over phase ; ITT=80

v
Placebo X 3 times & FBSF x 6 times

e Primary endpoint: SPID, (The mean sum of pain intensity

differences(SPID) at 30 min after dosing )

Annals of Oncology 21: 1308-1314, 2010



EVALUATION OF IMPROVEMENT IN BTP

e Statistically significant improvements of pain vs. clinically
meaningful changes in efficacy assessments

e Pain intensity difference (PID) (2000): defined as a
decrease of > 33 % from base line within 30 minutes of
administration  go 0 g s 3 1/3

e PID of 33 % and 50 % improvements (2008)

e =2-point reduction in absolute pain intensity (0-10
scale)

e Pain relief scores of = 2 (on a 5-point categorical scale
where O = no pain relief and 4 = complete pain relief)

e Global medication performance score of = 2 (on a
5-point categorical scale where O = poor and 4 = excellent).

Farrar JT et al. Pain 2000; 88 (3): 287-94
Dworkin et al. J Pain 2008; 9 (2): 105-21



EFFICACY: PAINKYL® VS, PLACEBO

Mean SPID (+/- SEM)

160 -

140 -

120 -
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|
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e Primary endpoint: SPID,, (The mean sum of pain intensity differences(SPID) at 30

min after dosing )

&k

% % %

47.9 vs.38.1 p=0.004

P BE L A
t Rg ez 3

p=0.001

0 5 10 15 30 45 60
Time from administration of treatment (min)

—e— Fentanyl Buccal Soluble Film  —— Placebo

*P <0.05; **P < 0.01; ***P < 0.001. SEM, standard error of the mean

Annals of Oncology 21: 1308-1314, 2010



SECONDARY EFFICACY :

PAINKYL® VS. PLACEBO
PID Painkyl® (n=79)
(pain intensity difference)  p5cebo (n=77)
PR Painkyl® (n=79)
(zein elies, Placebo (n=77)
TOTPAR Painkyl® (n=79)

(total pain relief)

% episodes 233%
decrease in pain

% episodes =50%
decrease in pain

Placebo (n=77)
Painkyl® (n=79)
Placebo (n=77)
Painkyl® (n=79)
Placebo (n=77)

2.5
1.0
1.7
1.3
36.1
29.5
47.3
38.2
32.8
24.1

0.015

0.002

0.002

0.009

0.002

Annals of Oncology 21: 1308-1314, 2010



OVERALL SATISFACTION: PAINKYL®VS,
PLACEBO #EH X 20%

— 80.0%
@ 70.0% Gl la

%

P <0.001

isodes

60.0%
S 50.0%
S 40.0%
30.0%
20.0%
10.0%

0.0%

™ Painkyl
M Placebo

Percentage

Excellent/ Very good/ Ggood

Annals of Oncology 21: 1308-1314, 2010



Chart1

		Excellent/ Very good/ Good		Excellent/ Very good/ Good



Painkyl

Placebo

0.671

0.471



工作表1

				Painkyl		Placebo

		Excellent/ Very good/ Good		67.1%		47.1%

				若要調整圖表資料範圍的大小，請拖曳範圍的右下角。






EFFECTIVE DOSE: PAINKYL®VS,
PLACEBO

® Placebo-controlled study: effective dose

30.0%

25.0%

20.0%

15.0%

10.0%

5.0% -

0.0% -

W 200ug MW400ug © 600ug m800ug & 1200ug

Annals of Oncology 21: 1308-1314, 2010



Chart1

		%		%		%		%		%



200ug

400ug

600ug

800ug

1200ug

0.049

0.185

0.284

0.235

0.247



工作表1

		Strength		200ug		400ug		600ug		800ug		1200ug

		%		4.9%		18.5%		28.4%		23.5%		24.7%

				若要調整圖表資料範圍的大小，請拖曳範圍的右下角。






ADVERSE EVENTS : PAINKYL® (N =
151)

7l e

Adverse event Incidence, n (%)
Somnolence 9 (6.0)
Nausea 8(5.3)
Dizziness 7 (4.6)
Vomiting 6 (4.0)
Headache 4 (2.6)
Constipation 3 (2.0)
Dry mouth 2 (1.3}
Dysgeusia 2 (1.3)
Pruritus 2 (1.3)
Confusional state 2-01.3)

Annals of Oncology 21: 1308-1314, 2010



DEMOGRAPHICS IN THE SAFETY OF
PAINKYL® USE FOR BTP

224 patients enrolled; 154 enrolled directly (entered the titration period) and
70 entered from FEN-201.

179 patients entered the open-label period.
Mean age (safety population): 58.2 years.

53.2% female, 46.8% male.

B3 FTRET

Titration Period

Number of Subjects (%)

Enrolled 224 (100)
—Safabsnonulation 220.(02.7)
Y Discontinued? 37 (16.5)
P #z: Consent withdrawn? 10 (6.5)
Adverse eyenta 6 (3 9)
Lack of efficacy@ 0 (32)
Othera 16 (10.4)
Open-label Period Number of Subjects (%)
Entering period 179 (79.9)
Discontinued 85 (37.9)
Consent withdrawn 19 (8.5)
Adverse event 17.(7.6)
L ack of efficacy 62 7)
Other 43 (19.2)

a Percentage based on the number of subjects entered directly (n=154)

FEN-202 study: APS 2008 Abstract #8415,Poster #190



RESULT:
GLOBAL EVALUATION OF MEDICATION PERFORMANCE

e A total of 56,718 doses were taken in the open-label period
e Mean of 2.9 doses/subject/day for 111.9 days

e The initial effective dose was <1200 ug for 168/179 patients (93.9%)
in the open-label period.

e Only 24 of 179 patients (13.4%) used doses above the dose range of
200 to 1200 pg at any time during the study.

e FBSF was judged to produce good to excellent response in 84.8% of
BTP episodes.(220 Subjects)

1574 30.0% i785%% }3 ¥l E R
30.0% Excellent
M Very good
20.0%
12.6% 13.3% m Good
10.0% T 7 Fair
1.9%
0.0% Poor

Response

FEN-202 study: APS 2008 Abstract #8415,Poster #190



Chart1

		Response		Response		Response		Response		Response



Excellent

Very good

Good

Fair

Poor

0.126

0.344

0.378

0.133

0.019



工作表1

				Excellent		Very good		Good		Fair		Poor

		Response		12.6%		34.4%		37.8%		13.3%		1.9%

				若要調整圖表資料範圍的大小，請拖曳範圍的右下角。






RESULT: ACCEPTABILITY IN
OPEN-LABEL, LONG-TERM EXTENSION STUDY

o 88% a pleasant taste or no taste associated with FBSF
e 94% easy to use and convenient

/ . Sl {1 |} :
e 10.2% required rescue medication = ‘{ ‘Z;‘i? 5%-7{»

No taste 10% No 6%
Required
No
12% ‘ 5
Yes Not ired
ot require
78% Yes 90%

94%

O pleasant taste 11
O convenient O rescue medication

FEN-202 study: APS 2008 Abstract #8415,Poster #190



CONCLUSION:
THE SAFETY OF FBSF USE FOR BTP

Interim analysis of this long-term safety study suggested FBSF is generally
safe and well-tolerated in the treatment of cancer-related BTP.

The AE profile of FBSF was consistent with use of an opioid in cancer
patients with chronic pain. The most frequently reported treatment-related
AEs were nausea (8.6%), dizziness (5.5%), and constipation (5.0%).

A FBSF patient acceptance questionnaire suggested that the majority of
patients found FBSF easy to use and convenient.

FBSF was judged to produce good, very good, or excellent response in
84.8% of BTP episodes on the Global Evaluation of Medication Performance.

FEN-202 study: APS 2008 Abstract #8415,Poster #190



SUMMARY OF CLINICAL TRAIL

e Base on three study, Total enrolled 390 cancer subjects,
306 cancer subjects assessment

e > 060,000 doses & 200~2400ug have been
administered

e 112 treated at least 60 days; 91 patients for 3 months;
32 patients treated more than 1 years

e Average exposure time 115 days
e Average daily doses 3(<4)
e 31.1 % of the population: aged > 65 years
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Hydromorphone(8mg %40 mg morphine):
AR

Frrr M fz s 5\

MXL60: £ 3 ¥ NG use



PAINKYL® Q&A

THE 15" RAPID-ONSET OPIOID OF TREATING BTCP



RAPID-ONSET OPIOID
CATEGORY OF ANALGESICS

Non-opioid Weak opioid
ACT Codeine
. 4 N
Aspirin Tramadol/
Ultracet
NSAIDs \ 7/
COX2

IS A NEW

| W

[

Strong opioid |

. Short .
Long actin R t
f Morphine .
(MST; MXL) [ Morphine Fentanyl
Transmucosal
( ) system
Fentanyl patch Painkyl®
Hydromorphone
Rapid-onset Opioids (ROOs)

Adjuvant analgesics:
Antidepressants; Anticonvulsants; Corticostroids; Bisphosphonate; GABAergic adjuvant

analgesics

CNS Drugs 26(6): 509-535.

89
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PAINKYLO (&P %83 R )

Painkyl®2—1E$815 K IR - @?ﬁﬁﬁﬁ/\ﬁ;rr%?@ MR IE ( breakthrough
pain ) ZZE - BERAYRERRISHE (=) LM:EEE@%*E%%H?@%/:. i
HERGEGRERBIEMNSHE  sSlEMEILRERE 2 R18H 221
H((z)MULE-
Patients considered opioid tolerant:

60 mg oral morphine/day

25 ug transdermal fentanyl/ hour

8 mg oral hydromorphone/day

30 mg oral oxycodone/day

25 mg oral oxymorphone/day, or an equianalgesic dose of another opioid for
one week or longer.

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

BB oF R MY

90



i IR E FO&A

Q: 600mcgBTcPHI=+ATC2 & & Bover doseRy Ol 554 ?
FIs2im A 600meg - A GBS ERBR ?

A: Painkyl®;8#BTCP Atitration B EMNHI £ - RER
over doseflY @ s -
i PR _FEE s S ititration I E R -




i R 5 2 Q&A

Q: MN1{E] :EEPainkyl®EAEIZ ?
A: Titration: [ _}

b 2hr B _E f@ 2hr BLE [ 2hr DL
s ©O— .I' > >

B — R E 5
PLHESE T & 200mcg
(FHE—FR G,
L S T— R TP T — O
® 5 2hr DE @ B 2hr DL E 5% 2hr DL
— D 4 | | a
® TSR
5 2hr 1) |

A
& 2hr L1

23
S



                                  下一次疼痛隔2hr以上

下一次疼痛隔2hr以上

下一次疼痛隔2hr以上





第一次使用時,先

以起始劑量200mcg

(相當於一片)開始給. 下一次疼痛隔2hr以上

下一次疼痛隔2hr以上

下一次疼痛隔2hr以上



                                                    

                                                                         下一次疼痛隔2hr以上



                                                                    下一次疼痛隔2hr以上



                                                                          下一次疼痛隔2hr以上






RE FO&A
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iR T FQ&A

Q: 2& oI U R EM MUY R ?

BEERDIERHR  BRRBERE
JEERS HRATE - BHFAANER




i IR E FO&A

Q: SfFER3NEE, B ZEF XA FEepain control,{BL

I5&0 =2 /8% [ Akmorphine Erescue.

A: Z B E FFmorphine Erescue Z AR &1T] ?
8 S morphine K Painky| 22 &) B3 435 t4
ER3077 iE#rescuefE A - A MR -
BESEERRE  AREKRBEEE SMorphineFTE -
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iR = R 0&A
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i IR E FO&A

Q: FIRZ ¥R 1E UM 2 bR R EE 7T 7

A: EMEFEEIZ-> Q6 PRN + 14 day
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g R = BO&A
QELEEEHELREE ?

A: FentanylMBE E {thOpioid#24) - B Ak I8 14 AV [ 28
> WRIBFETEIETR B RS A BEERZEY) M A R =R
{£H54/12000)
Duration: 2hrs
e AR E dl ZE E T RS
Indication PRHI4E % &z 1%




RS FO&A
Q. EEATAMEEENEINEESIE ?

BT IIBEIE E 2R &

Eﬂﬁﬁ?‘é’éﬂ*ﬂuﬁﬁ Painkyl®IR BT INEEiEERmE P ZERE
HEE - MIBEXTELH AL CYPIMEBREZZASKH ME BTG
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RS FO&A

Q: Temgesic®ERFERRY, - AITEESE ?

A: 1.Temgesic®@E 84 RRIRUN - {BEHEH |FEEEERFentanyl - ZE LTS
RIFEE20-307 -

2.73agonist-antagonist agent - £ SEI=sk Gt HE E48/Y0pioid - OJ8E
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iR T FQ&A

Q: B E & FPainkyl® SABEBTCPRBHBIBAR - T
a8 22 ATC dosefF - Wl FEEE ?

A: B IRFEAZEZATC 12X [E Bl A
R IBIE=50-100%
HERRIEE25-50%




i R % FQ&A
Q:Opioid B E Y0 {a[#AE ?

A: 1mg Fentanyl= 100 mg morphine
Img IV morphine = 3 mg oral morphine

25 mcg/h Fentanyl Patch= 60 mg morphine
225 mcg*24hrs = 600 mcg/day = 0.6 mg/day
—20.6 mg Fentanyl = 60 mg morphine



iR T FQ&A

Q: JmERE25 meg/h Fentanyl Patch + {8 FBPainkyl®
200mcg *HlLonset ¥R ZANATC 25 meg/hHl=
EBZAE  mEEXA S

A: BIFR & ¥IRO0O#RZEY) - A H {thOpioid M MIAE 2 2T -
SHEE R REOE *ﬁﬁﬁAQQOOng Painkyl®E 32 o] FHE &
71% =140mcg =0.14mg -> oJgeH = 5L14mg morphine

20mg 60mg 25mcg/hr 10mg
40mg 120mg 50mcg/hr 20mg
60mg 180mg 75mceg/hr 30mg
80mg 240mg 100mcg/hr 40mg

+20mg +60mg +25mcg/hr +10mg



n R E FO&A

Q: BBSEEE AR BIBSIRTIS A Buccal & 2= - 1L
wWAE{ERVIBHE - FRLUERPainky MR 2 G E &=

A: BRIZKATTH EHRENHT - EFFRANRNTEN
WEREA - BEEARZHMEC S LUER - RBICEETE
AMBuccal R &= - ﬂﬂtzﬂzﬁftﬁ’]bﬁﬂ/ Fir AR FE

Painkyl® §8 35 Ztitration -

KB EHBY

-2 B




iR T FQ&A

Q: EEE WIBIRZIM -

A BARTERRENZREA - B ZE -
B Painkyl®&RO0ZEIE—%E4)) - OnsetgxR(IVZIM) °



iR T FQ&A

Q: IR FmEBEFRWEISFEHAIESUW800mcg - M—HEERE
HEF2-3% - DIHAIBmMorphineER ATV @ FRH =

@ﬁHEBTCPEﬁmorph.ne?JD%U ATCH| = I - H1RE L Painkyl 240
0] 5 22 AL ATCH =

A LUMNEmE—H B4 2-3XBTCPE AEEFHEZATC B =1

2. REBBEAXFIBTCP - sAZEH N FCRIFTER :
EEREIZE50-100%
&R IFIE =25-50%
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COST-EFFECTIVENESS ANALYSIS OF ROO FOR THE
TREATMENT OF BREAKTHROUGH CANCER PAIN

RIEZeppetella and Ribeirofff3T @+ 90% BIBTCP 19 28 4= B &
£330-60 min.

Gomez-Batiste et al. BT 3E R~ 87% HIBTCPM~:13 28 4 HA RS /)
Re0niE - HBB31%E 150 EEHK -

I bR4a REE : BBICPHRABFEIEEA$12,000/year -
S EABTCPRIRABEICES $2400/year.

Cost per quality-adjusted life-year (QALYS): &R mEAEEEMmES 4
(quality adjusted life year, QALY)ZR R~ - LR IR Ean Z A Z 98, IR
STEEREm ZEEME
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CONCLUSION

Fentany| 2[E|12 £ 8 S HJcost-effective B8 -

HEEmET

ZUQALY), FTTEE R & A& Placebo#H 1 (€15703:€22176)

Painkyl®78 ¥fFentanyl %uﬁwﬂg@ﬁa I NNE

_/EEII:I /_:

MEHIFHFZERERAEE RERERZERSERMAK

Hormeinles IR o o LI et t =E

Fentanyl citrate Fentany] buccal 20 pug Buceal Buccal film 2000, 400, GO0, 800, F25. 73200 pg
{Onsolis) soluble film mucosa 1200 pug NTD‘:}'}'Ij‘t

(FBSI)

Fentanyl citrate Sublingual fentanyl 100 pg Sublingual Sublingual 100, 200, 300, 400, E16. 18/ 104 g
{Abstral) (SLE tablet G000, 2300 ug

Fentanyl ciirate Fentanyl sublingual 10y g Sublmgual Liguid spray 10k, 2000, 400, GO0, 8233100 pg/spray
(Bubsys) spray [(FS5) 00, 1200,

1 G0 TN
Fentanyl citrate Intranasal fentanyl T g Intranasal Ligquid spray 100, 400 po'spray S42/100 i g/spray

{Lazanda)

spray (INFS);
fentanyl-pectin
nasal spray (FPNS)

(3 mL, delivering &
metered sprays)

NTD:12607T

NTD:2520/2
OOmcg 109



SUMMARY

Fentanyl 2IEH| £ INEE SHIER(NTD:1260/18) - EEE
ﬁﬁﬂﬁ@x,mﬁﬁﬁRoo%“ﬂ*%fli@mf/\ FERE—REEMENRK
(e F%EQEESYEEME% €15703:€22176)/F - FE2RERF
BERR B/ MERKE - B/ DERZRE BV EREBZ R
MK -

Painkyl®tH%Y & FH E1f( S=BUSD 25.73 vs 84 ) - %‘E% f‘ A S
HbenefittBE § - BEEEELERIE - R EERE - B
WMEBTKEL ~ BV RZREORVEENEZ REL EA%%
EANBEMRENIRIE N - o)A EREEIKEE A EMloading °




PAINKYL®

O IBIRIERICTE « BERAEFT1-2/)\B
F B R HEB R 5 & PHZERVR At o DU AL
AR - ZE14EEIFH1E(<8.6%)
IR N AE R R L amE
B MEBT R B KB
= m2 RE

PR RS B R BN

RIEEBMARBER SRR
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