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Introduction

B Migraine is a common and painful condition that affects
approximately 6% of men and 20% of women, predominantly
from young adulthood to middle age; the years of maximum
work and family commitments. Sufferers experience episodic
attacks of moderate to severe headache (typically throbbing,
unilateral and exacerbated by physical activity), accompanied

by nausea, photophobia and phonophobia.

B Migraine varies widely in its frequency, severity, and impact
on the patient’s quality of life. A treatment plan should




consider not only the patient’s diagnosis, symptoms, and any

coexistent or co-morbid conditions, but also the patient’s
expectations, needs, and goals.

B Preventive treatments require persistence on the part of the

patient and healthcare professional. Treatment takes a period

of months to achieve success and the patient requires support

and encouragement during this time.




Traditional Migraine Management
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TABLE 1. Common provocational triggers for migraine

Triggers for migraine

Hormonal Menstruation, ovulation, oral
contraceptive, hormonal
replacement

Dietary Alcohol, nitrite-laden meat,
monosodium glutamate,
aspartame, chocolate, aged
cheese, missing a meal

Psychological Stress, poststress (weekend or
vacation), anxiety, worry,
depression

Physical- Glare, flashing lights, visual

environmental stimulation, fluorescent lighting,
odors, weather changes,
high altitude

Sleep-related Lack of sleep, excessive sleep

Miscellaneous Head trauma, physical exertion,
fatigue

Drugs Nitroglycerine, histamine, reserpine,
hydralazine, ranitidine, estrogen
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m & 5% (MIDAS grade | or Il 3 424-0-10)
m & &% 45587 (MIDAS grade lll or IV .4 5->=11)
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& & 1558 % (MIDAS grade l or ll) —
m NSAIDs JFEE B X EY

aspirin (po) or ibuprofen (po)

ketoroloac (im, iv), diclofenac (po),
tolfenamic acid (po), naproxen (po),

ketoprofen (po)
m FDC & 7 it & 28
m A AR




J & B 16 58 7% (MIDAS grade III or IV)s

FRERBUZXIEBTEREAR —

m Triptans & £ &
Sumatriptan 384
traditional tablet
nasal spray

fast-disintegrate tablet (FDT)
m Ergot £ A4 jiZ
Ergotamine 1mg/ Caffeine 100mg
Dihydroergotamine 5mg

m NSAID
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# & &4t ANSAID
% e g+ Hu# (prochlorperazine or

metoclopramide) T4 & b &G ReIHBI A B
m A ERARBARERKE (status
migrainosus) * & %:E A &




B F24%#% (Early treatment)
# 50 mg Imigraine vs placebo : early treatment (mild headache),

w9 /)N BT &Y 3R AR IR 69 76 %% 52 % (therapeutic gain) 50%,

% AR % 8% 38 J €. & moderate to severe headache, 74 & & 3 &
[ 521% - & v NS E) SRR IR R A, Lie Ak ER S
7 %68% ~ 29% o

(Headache 2000;40:792-797)
#—RER BT AR LBEREETH (—PIER) &
*HH " KRk ERE , (cutaneous allodynia) AT/E AR
# o Jb Y FE 1R 38 % 69 AT BEJE 4K ( premonitory symptoms )
#1Ek (aura) BAR FHE A R L & 0 RIATAETSE R G A
A o
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# %—/5: B 251548 % ( 3-4 times/month or 1 time/week ) ~ %}
R EMAE R BRI RGERNE  BEERASN®
%R%” 2‘92‘ - F BB ABBER ( hemiplegic migraine,
prolonged aura...etc) BRI BEVEREZE R BA
E %’T T%RHX?E % /é‘}é




RIEERLLELBRBUNE
Migraine-specific Agents

1. Triptans
REg
(5HT1B/1D agonist)

2. Ergots
£ B%

NEIM 2002;346:257-270
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m Sumatriptan 3 8 &
traditional tablet 50mg NT 218
nasal spray 20 mg NT 218
fast-disintegrate tablet 50, 100 mg NT 218, 396
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B 3 DR AT A4 B 37 B € 2008/9/1

2.3.1. sumatriptan succinate (&wlImigran) ; rizatriptan (ZMigoff)
1. FR5F 4 B B2 38 7% i) & (International Headache Society)— -u A\
FITRY) "RER L SEARES
2. FERIBREVE BT LET(REIHFIEEFRLR)L -
3. @ A BEYhRBE -
4. FAMAwWR > A
(1) sumatriptan succinate o R #| & % %8k A A 42i1§100 mg -

# A 7 #2i8400 mg -
(2) sumatriptan succinate 3 F A R LB RA TR LB — R

(10mg £20mg) > A FA2Fw A (10mg=x20mgq) -

(3) rizatriptano IR B A R Sk A & ARLH10 mg > F A FA8i840
mg - (97/6/1)

5. XA F R R F 2 A ergotamine H A & E 47 My -

6. FFEARBHER -

7. 7 RANYE EA SHEE ~ b M SRR ~ Prinzmetal K 3k s

HE-BHROFTREERGBEAZENGES -

8. ¥ VERLLHE1 -2 -3FEX REASERAANE L




2). AR ER T HAE

mEEHEAMNS-HTIB/ID# SR, EFeBESelk - EF L
BREFAG, §— MR RELR-

B —580% &S ey Bl M A T F7A5R, L4 A B/
siedk B o 38 (2mg ergotamine/200mg caffeine) $1 3t BF 4%

100mg ¥}4% 3778 B9 B 3K, BT 4 A BR/ ok 692/ BF SR TR 4%

% (48%) 3 K B 3% 91 #(66%, P<.001), 1248] b 58 7% 4 B
% 8\ 8 1& (30% vs. 41%, p=0.009) -

(Eur Neurol 1991:31:314-322)

B 4 A R mNSAIDsAR e, H 4% #% 38 7% 2R tb Aspirin 500 mg
¥F i #tolfenamic acid, naproxen, diclolfenac acid4g & -
(Headache 1978; 18:35-39, J Clin pharmacol 1980;20:590-595)
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FRTESSAMBEORE

m Ergotamine 1mg/ m Dihydroergotamine 5mg
Caffeine 100mg

/m JE B Cafergot . .
;446 5% scAntimigraine = % #&Seglor (Smg ./ £ #

i}%ﬁiCafegotamlne 1.5mgé.lz B FEH A A ~ 3.5mg
Ergot Fun!u; Eruwing On T’Tﬁ% Cafeton /é .g E#ﬁ#/ﬂ)
Rye In The ol % 4z 42Ergocafe i 4% i@ Dihydergot (2.5mg)
% 3. Ergoton # X igRayosu (1mg)
% f oink ki 4% Coffegot 422%% % Antoxine (1.5mg)
@ &8 5 $eErgoffeine
% 2 BAErgodan
16 J& 42 Migratin
4222 Baenta
£ % 7 g Yuchitonmin
J& F £ Tonpen
3% T sz Ergolar
3# su#kErgofen
4w B Ergocaine




(3). Migraine-nonspecific Agents

m Simple Analgesics % & . j& &
acetaminophen (po) : 3L # B AT AR5 ~ N ZLAMIB R
TR E—RIGRE

m NSAIDs rmEEsis iRy

aspirin (po) or ibuprofen (po), ketoroloac (im, iv),
diclofenac (po), tolfenamic acid (po), haproxen
(po), ketoprofen (po)

m FDC (fixed drug combinations) # - it 75 & &|
[acetaminophen + aspirin + caffeine] etc.
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(F-EE - i
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283 > @@ Chiorpheniramine Methyle

Guaifenesin(Guaiac
EENE phedrine MEEE

ol Glycerol Ether)

85

{BE A 1285 0.128% 0.48%R 1587 IR ~

| (WiE)

i 5 LR | 758 . 0.068% 0247585 07585 1.2458 % [y
(8N | | | |
BENEZEEHE 12BR 0.128% 0.48%%H 158% 3.0%8% -
(%5%)

EmE 1587 | 0.1285% 049587  1.58% 24987 -
(A42) |

R B 758 0.06%E 0.24758F 0.758R 124587 2
(E%)

BRiMERRE 149487 0.124%R 0,497 18EKE -

( BAIE ) ; ' |
e 14,9485 0.12428 % 0.486%= 18R +
(FA)

%= 128% 0.128% 0.48% 1.58% T ETE

(2)




m Others A4 &M 6%

Antiemetics % B3 HLE] (im, iv)

Prochlorperazine (Novamine ®), Metoclopramide
(Primperan ®), chlorpromazine, droperidol, olanzapine

Steroid 37 B & (iv)

Magnesium 4% # 7 (iv)

Valproate # 3 #a (iv)

Lidocaine (in)

Opiates %= (in, im) : butorphanol (Stadol®)f =& #]




m Acetaminophen ¥ 754 B @& &% R4
(EARFRAEZEERE)

m Magnesium, lidocaine, valprate #x %k &

m GRS ER R AR ERRBEA
m Prochlorperazine £ & ;+ % (5-10mg q8h) st &
BRI AR KRR E>50%




m RAILEBEAERAAEREBETX
B EMNEREBNBERTAEER ' BB EE M SE
J& | (medication-overuse headache, MOH)

mEREY(SEARBB =" XENLGEBE
1 RERBIIITRABREBEW LR
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ESREMEESRTHLIERE

B yaar

Tripians
summatriptan (po) FEREEHMEY— el e G A T+
sumarriptan (in) FERGHM LY g as e b R GEA - £ R A ++t
et A T b Wl £ 2R BY
REALEREAREERERAAY oMM UsEs A +
L&)
Ergots
ergctamine/caffeme (po) | P FRABAMAF - oL S8+ R &0 B 44
dilydroersotamine {po) 3 B 4
Simple analgesics
acetaminophen {po) PRHARGTHTEAR . —REXTFTERETRA - B L
dipyrone (sulpyrine) BT AR LM et A4 R R R 1 C
(i) A T
MsALLs
ketorolac (i, iv) AR H
aspirin (po) HETEARGF—REE +H
ibauprofen (po) EPREEHARNT—SL8 AT EEO T —HER A 4
diclofenac (po), 5 ¥ 0 O § e B +

talfenamic acid (po),
maproxen {po), ketoprofen

(pirh




Anliemetics

prochlorperazing (im) | LS4t b MindF i o o bobot B B H

metoclopramide (imi(iv) | B £ AR E - B H

chlorpromazine (po,iv) | L RFRARERHAE Y THAES-HR & - B

droperidal (iv) RS ARG EMERTEERM B H
Others

steroids (iv) (dexametha- | B4 § CHAAHER THAGEA TR RIGH B H

sone, hydrocorisone,

methylprednisolone)

magnesium (iv) LT TRESHT (RS BEENTAY) 54y & 7
lidocaine (in) £2 L 1
vilproate (iv) - B £ 1
inphiids EREELDERSHLRAN TETES Bedd C H

PO = Per 05, Iv = InfTavenous; im = mirammscular; m = miranasal

* e A kStreuEth nf rec uu_meu’la'luu,.—ﬁra*le A EHE(E |m. W ~ DA T S B S A R S — 3
§ifhl 3 Grade B: i R e e PR T E |l|{"'|*’"-'f’|':-'-|'«¢-| 'i'f’l"T*"‘nl"-ﬁ'.ﬂﬁ pli] »
MR 'Le:'-'“‘vtt-JII'-,'.?I"Efn’n.?m' T80 B SRR ORI T - Grde C:
TR rAEl » {E LIRSt i e ] R T - ﬂfIJh BT AT -
””H;.'-IZL'“' i I’Chm:ﬂl m:p*e-ss,mu of effect) =0 (1Y) - A SWHE EdH  + L-'I?f"-":r: 0 1','1.1' A
HOLE o+ (00 © T E AR DR  ++ GRR) - SRR A E

A1
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RETHRBOREAREFHTREXRAB AR

B EREAEERCEEELHATATE -

B EHENRARAGBRHBREARE  REFAF BITTTH
BHalER o

mEAEERINLHREY -

B E%kap wiBE TSR BEBEMERFT BB S -

B AHEENERARES (—E2HBB—RK) -
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Preventive Medications

# Neurostabilizers # 5-HT antagonists

— Divalproex — Methysergide/methergine

— Topiramate # Neurotoxins

— Gabapentin, zonisamide,
levetiracetam

— Botulinum

# Angiotensin system
# Antidepressants

— TCAs, SSRIs, MAOIs
# 3-Blockers

— Propranolol

— Ace 1nhibitors ?

— Antagonists ?
# Other

— Riboflavin (Vit B2), CoQ10

- Magnesium (Mg++)

# Ca channel blockers

— Flunarizine, Verpamil
# NSAIDs — Neuroleptics ?




BB Y TR EEEY

Beta-blockers z %I falif&] *
Anti-depressants &% # **
Anti-epileptic drug #kE% # 4 **
Calcium channel blocker 45 &k 7 ra 7 #&] **
NSAIDs Jk# B 8 F I8 X &l

Botulinum toxintype A RA&HF&A &
Others H 4

MEOLEIESEY) W R



Beta Blockers Z # fa i #)|

Propranolol (20-160 mg/d)
Atenolol (50-100)
Metoprolol (50-200)
Nadolol (40-80)




Beta Blockers Z # fa i #)|

B RERTABHEERZEERY » 4 %K 60-
80%&y 1R AR B LA R -

B ARRE MHhEFEs - B8R - kR - FE

m OERER AR CBASRT - BEAR S
E > KB HE % (0 - Raynaud’ s disease) -




Anti-depressants . & & &

m TCA
Amitriptyline (10-75 mg/d)
Imipramine
Doxepin

m SSRI
Fluoxetine (10-40)
Paroxetine (?)
Sertraline (?)




Anti-depressants . & & &

SNRI
Venlafaxine (75-150 mg/d)
Duloxetine (30-90)

DNRI (Bupropion)
Mirtazapine
MAOI (Moclobemide)




Anti-depressants . & & &

BRI ZENARTZIERRA BY -
A Amitriptyline 5 &:8 » & R A TR0
propranolol -
ARRIE 58k~ 0% ~ B4k~ REH
e FAR -HBEREKXR
#& 7= A Amitriptyline 8% & SSRI -
SNRI% % % & ARHFEER -




Anti-epileptic Drugs ¥uAE i & 4

m Valproic acid (300-1800 mg/d), Sodium

valproate (500), Divalproex sodium (500-
1000)

Topiramate (50-100)

Gabapentin (600-1800)

(vigabatrin, carbamazepine, lamotrigine,
clonazepam)




Anti-epileptic Drugs ¥iAE i & 4

m Topiramatesivalproate &y 78 5 & F 48 & 7
propranolol -

mERAFERBIEMLAEEZARBE -

m 55 &5 % B # Atytopiramate & # & 4L
bt &8 75 AR -

m Topiramate TR E B MM A ~ B E MK ~ Rso
st Féde - FEAR-

m Valproate & £ATsh sk > S14E A A KR -~ &
BE-8E BRI w8

m Gabapentin /ot efE ~ S5 & ~ F4& -

m Lamotrigine F A LB~ HAR LV ARKBEARA
B o




TOPAMAX'

55 —1BIE T\ 2 £R#5 1Y BY PR B S
AR IRER e

1. R EEMFER RS REBZEFRELBUTME—RRZIRBRES

B ER S e N N AR SR PR EE AL RS -
EEESNEY  REREREECREY ST ENOEES -

- RFRES - WiREEIERER - BEILREAR © RIBRZATRIGERE
N EIRBBIBES -

- ROBFRSEFIRE » BER2R (B) AL
2. Topiramate S BB EIEBiB100mgls + BIHRREEDECHEHHIED -




Calcium channel blocker
&5 Bk 1 [ BT B
Flunarizine (5-10 mg/d)
Nimodipine (60-120)
Verapamil (120-240)

Nifedipine
Diltiazem (?)
Cinnarizine (25-75)




Calcium channel blocker
4% B -1 1A 7 &)

m Flunarizine A 4% > X R A EN TR AB# >
Verapamil &%k = -
m Flunarizine A&k A E 2B A 8 (>1258%) »

EEABGEHMIANER -
m Flunarizine £ 3]# A A : 8 - THRAKE -
WEMME -




NSAIDs jk#7 Bl B2 S5 X B

Ketoprofen (150)
Aspirin (1300)
Fenoprofen (600-800)
Mefenamic acid (1500)

Naproxen (500) or naproxen sodium
(550-1100)

Indobufen (400)

Lornoxicam (12)

Ibuprofen (400-800)




NSAIDs jk#8 Bl B2 S5 X B

B BEXRREHAB  ETEHFEIFER > KAEH
ETURTEhRE -
B AP HEATASSRE > B LERARBBIIX -




Botulinum Toxin Type A
NEFEAF

B ARFERHEBEY PR HEAERS @ 0 3
WERRABRB AR ERABRHHFER -




H AL TR PG

m Estrodiol (1.5-3 mg/d)
TRAHRAEMEEIRRARES
m Feverfew (6.25 tid), B2 (400), magnesium
(400-600) > Butterbur root extract (75)

TRARE MR KR ERY
m Dihydroergotamine (5-10),
Cyproheptadine (2-4),
Guanefacine (0.075-0.15)




H AL TR PG

m Coenzyme Q10 (150-300 mg/d)
AR RER > wAFE—FER

m Candesartan (ARB) & Lisinopril (ACEIl)
BH— /R REE N BRLEZRIERSH S M
J& » Hbeta-, calcium-blockers & &4 B &5 &

m Acupuncture 4+ %
B AT AT A KA R A smeta-analysis & 5~ & A SR 4
&R 3t & & B




RE/FDFRAR
m AL

¥ —%4# A Acetaminophen or Ibuprofen

Sumatriptan (in) A» 5V FH &
= & B) 1+ 4% A Prochlorperazine (im)

B ABEAEBRER
m ARG ﬁ‘

BRAFRZRAGEREYHL-T3H A K > wwPropranolol
(60-120 mg/d), Flunarizine (5-10mg/d),
Amitryptyline, Divalproex sodium, Topiramate -
BB H % E R ok A

Cyproheptadine 75 & EH A &

BB RBBZHEER > BEERRRBOGE 27

&




A & 1% 3R JR

m SHER

& %% &£ & 5 2 NSAIDs

O AR BT R e P BRI 0 AREBAEMA
m AR SR

TR PRy

Naproxen sodium 550 mg bid (day-7~+6)
Triptan (day-2 ~ end of period)

X B B M4 & amitriptyline, propranolol




short-rerm [reventive 1 [IEVENDYE

Strong clinieal evidence supporting cfficacy® 1n menstrual migramne
Frrotamine derivatives NSAIDs

DHE nasal spray IM ** Naproxen sodium

ME ALY Frgotamine derivatives
Aac Ergetamine = belladorna + phenobarbatal®
Triptans DHE nasal spray-
Almotriptaa’ Minerals and supplements
Frovatriptan - Magnesivm™
MNaratriptan" Tripans

Rizatriptan® Frovatnptan ™
Sumatriptan'™” Marziriptan

Folmitriptan ' Sumatritpan’

Limited climeal evicence or supporting clinicel experience suggesting potential efficacy in menstrual migraing

Eletriptan DHE Aspirin

MAADS Ergotamine AANC
Flurbiprolen Erpotamire
Ketoprofen Divelproex sodium
Magnasium P-opranoial
Mefenamiz azid T.malol
Meclofenamate Topiramate
v llymen picle

“one or mere rardomized, dauble-blind, placebo-controlled trials.
AAC = seczaminophen + aspirin + caffeine.

Headache 2007:47:S86-94




1R 5 1A 1 3R 74

m AR
Ik % b KR R B
3 — & 8 9:& A Acetaminophen
ik =8 (2% 4D) 4 > & TiZEANSAID
BEEEFER (F8C) - 2AEEA (F8X)

m A EAR
JER Y &k
iR B AFDAG ACKDER » P ATHA
Valproic acid, Divalproex sodium & & & # 4 £B2+
fE 3 sowh B




£ F A1 38 JA

B SHERATAGEERYHFZTE  BRER
BYRDABERELTE -

B TESEREALREGoon ¥ ERRFEFE
B)RERY -




European Federation of Neurological
Societies (EFNS) guideline on the drug
treatment of migraine

B For the acute treatment of migraine attacks, oral NSAID and
triptans are recommended. The administration should follow
the concept of stratified treatment.

B Before intake of NSAID and triptans, oral metoclopramide or
domperidone 1s recommended.

B In very severe attacks, IV acetylsalic acid or subcutaneous
sumatriptan are drugs of first choice.




B Status migrainosus can be treated by cortoicosteroids,

although this 1s not universally held to be helpful, or
dihydroergotamine.

B For the prophylaxis of migraine, beta-blockers (propranolol
and metoprolol), flunarizine, valproic acid, and topiramate
are drugs of first choice.

B Drugs of second choice for migraine prophylaxis inculde

amintriptyline, naproxen, petasites and bisoprolol.

European Journal of Neurology 2009; 16: 968-981




Tahble 1 Amlgesics with evidence ol ethcacy 1 at leasi one study on

the acute treatment of migraine, the level of recommendation also
corsiders sue effects and consstency ol the studies

Lewel al
Substance [Dose, mg recommendation  Comment
Acetylsabicylic  1EEN {oral) A Crastromtesanal
actd { ASA) side ellects,
[ASA) LD {i.v.) A, Risk of hlecding
IThupralen ) Buu] A S1de cifects as
Far ASA
MAapraxen S (e A S1de cifects as
For ASA
[Mclolenac -1 {xd A Including
diclebenac-k
Paraceta ol (&) {oral) A Caution 1n ver
and kidney
L) (supp.) A Failure
ASA plus 230 {orel) A As for ASA and
mal plhas 2 5d] paraceta-
calltene ) paracet amal
Mletanmzol [{E} {oral) B Risk of
agramlocyioss
LD {1.v.) B Fisk af hypotension
Phenazon (¥} {oral) B So¢ paracetamol
Taollexammc HE) {orel) B S1de cllects as

ac1d for ASA




Tabkk 2 Amtemectcs recommended or the acute treatment al mk-
graine attacks

substanoes Dhose, mig Level Commmme
Metoclopramade 10— {oml) B s1de cllect: dyskanesia;
20 (suppository ) contramdicated 1n
| ) (intramuscular, choldhood and m
Mravenous, pregnancy: also
s bcuia eous | analgesie ethcacy
Ciomnperidon 203 {pml) B s1de cllects less
severe than m
metoaclpramide;

can be gwven to
choldren




Subatance Diose, mg Level  Commoent
sumatriptan 23 50, 1K) oral A |{K) g sumatraptan 15 reference to

including rapid-release) all triptans

23 [suppository) A

1), 20 {nasal spray) A

6 { subcutaneous) A
Zolmitnptan 2.5, 5 (oral including A

disintegrating Form)

1.5, 5 (nasal spray) A
Maraloplan 2.5 {wal) A Lo Dol bonger ol leacy than sunsinplan
Fizatniptan 10 (oral inchading A 5mg when taking propranolo] wa ler form)
Almotniptan 12,5 {oral) A Probahly less sade effects than sumatriptan
Hetriptan 20, 4 {oral) A Ml mg allowed ot 40 mg not ellective
Frovatriptan 2.5 {oral) A Less but longer efheacy than sumatrptan

Creneral side effects For all triptans: chest symptoms, nawsea, dista ] pamesthesia, fatgoe.
Creneral contramdications: artenal hypertension (untreated), coronary heart disease, cerehro-

vaslar disease, Raynand’s deesase, premancy and laetation, age nnder 18 (svoept ammatriptan

nasal spray) and age above 63, severe liver or ladney failure.

Table ¥ Dafferent triptans for the treatment
of acute migrame attacks {order in the tme
ol markesting), not all dose or application

forms are avarlabke m all European countries




Tabk 4 Recommended substances («drugs of hrst chouce) tor the pro-
phylactic drnag treatment of migraine

substances Daily dose (mg) Liewel
Betablockers

Metoprolol =2} A

Proapranalal A2 440 A
Calcum channel blockers

Flunariane 3—10) A
Antepleptic drugs

Valpronc acxd S — 1 B A

Topiramat ¢ 23— () A




Tabk 3 Drugs ol second choce tor mugraine prophylaxs {evidence of
ctheacy, but kess elfective or more side elfects than drugs of Tahle 6]

substances Daily dose {mg) Level
Amitriptyline 3-130) H
Venlafaxme T1313) H
PNAPTON C1 2 % 25(-5(K) 3
Petasites 2% T35 H
Hizoprolol 310 b




Tabk & Drugs ol third chemce for migrame prophvwlaxs {only probable
chhcacy)

Substances [anly dose Level
Acctylsaleyhe acd 2N g L
Crabapentin | A 1600 nm g L

Ml agnes1umm 24 mmmol L
Tanacetum parthemmuanm 1= 625 mp L
Fabotavin S} mug LI
Coenzyme (0 2 mg L

[ ‘Aandezartan | s T L
Lisinopril 20 mg L
Mot hyscrmde 4-121 mg L




Thanks for your attention




