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[m| Lamictal® (Lamotrigine)
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- FDA, 12/AUG/2010 -
m] Stalevo® (Carbidopa/levodopa and entacapone)

U|FDAY= 2B 8 B231i= 3ka7} Ao E (Carbidopa/levodopa) S B-8-31= Skale| v]s) A& 3A) Sa) At (A=, ¥ 734,
AERA AP A 28e] F1E 5 vk AR ARE H7) Foll dvkar Rl gir), Stalevo Reduction In Dyskinesia
Evaluation - Parkinson's Disease(STRIDE-PD trial)¥ Haa % ¢k 604¢] F371& A= iAoz ~elg B (313%)9}
carbidopa/levodopa(372%) & 2.6~49 5 (HT 2.79) Foste F T8 v|ud 72 2gH T A2 778 4d
A Aolo 2 QI3 Abt 1710] B e B | carbidopa/levodopa Fodol| A= 1% HiEA] eighr} o] eI A3 2 FDAE 157]
Al Al o] velEA S Al H9len, I Ay AAA Ale7) 2R T2 2771, carbidopa/levodopa £
10710] B E0| relative risk7} 2.46(RR, 95% CI:1.19, 5.09)¢]¢1 o1}, STRIDE-PD trial2 wlEHZA o4 A 2}at# F 22| RRo|
1.67(95% confidence interval: 0.77, 3.61)2 $-2]3k A}-o]7} §igic). o|2igt ofz] SHAIR ols] HEL Wie)7] o Hrla 93| 1 o}2] HET}
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Hh2 Bhalof| A miu 2 87} A A=, A5, @ B2 A% o) uke-o] HuE vl glow, EEA| Anwy = AFo R
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m Midron®™ (Midodrine hydrochloride) - 2|2f& oA A5t
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Inovelon” Tab (Rufinamide)

(ClcHIE" B, AHAYE)

400mg
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- Anticonvulsant, Triazole Derivative
- Exact mechanism is unknown
-In vitro, it prolongs the inactive state of the sodium channels,
thereby limiting repetitive firing of sodium-dependent action
potentials mediating anticonvulsant effects,
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Initial 200mg/day
ol& 992 200mg/day¥] TF
(Max.* 1,000mg/day)

Initial 200mg/day
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(Max.: 600mg/day)
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Valproic acid
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Initial 400mg/day
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5) Pharmacodynamic/Kinetics

- Absorption: Slow; extensive 283%; increased with food

- Distribution: V: 50 L

- Protein binding: 34%, primarily to albumin

- Metabolism: Extensively via carboxylesterase-mediated hydrolysis

of the carboxylamide group to CGP 47292 (inactive metabolite);

weak inhibitor of CYP2E1 and weak inducer of CYP3A4

- Bivavailability: Extent decreased with increased dose

- Halflife elimination: 6~10 hours

- Time to peak, plasma: 4~6 hours

- Excretion: Urine (85%, ~60% as CGP 47292, (2% as unchanged drug)
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- Increased Effect/Toxicity : Divalproex, valproic acid

- Rufinamide may increase the level/effects of : Phenobarbital,
phenytoin

- Decreased Effect : Carbamazepine, phenobarbital, phenytoin,
primidone

- Rufinamide may decrease the level/effects of : Carbamazepine,
ethinyl estradiol, norethindrone, saxagliptin

7) FoAr

- Cardiovascular: QT shortening (46~65%; dose related)

- Central nervous system: Headache (16~27%), somnolence
(11~24%), dizziness (3~19%), fatigue (9~16%), ataxia (4~5%),
seizure (children 5%), status epilepticus (~4%), aggression (children
300), anxiety (adults 3%), attention disturbance (children 3%),
hyperactivity (children 3%), vertigo (adults 3%)

- Dermatologic: Rash (children 4%), pruritus (children 3%)

- Gastrointestinal: Vomiting (5~17%), nausea (7~12%), appetite
decreased (1~5%), abdominal pain (3%), constipation (adults 3%),
dyspepsia (adults 3%), appetite increased (=1%)

- Hematologic: Leukopenia (<4%), anemia (=1%)

- Neuromuscular & skeletal: Tremor (adults 6%), back pain (adults
3%), gait disturbance (1~3%)

- Ocular: Diplopia (4~9%), blurred vision (adults 6%), nystagmus
(adults 6%)

- Otic: Oritis media (children 3%)

- Renal: Pollakiuria (=1%)

- Respiratory: Nasopharyngitis (=5%), bronchitis (children 3%),
sinusitis (children 3%)

8) Pregnancy Risk Factor & Lactation

-37] i Triazole derivatives 5= F-8 A o) o] Q= §A},
A A4 QT-interval ©5 T3 B 123 7152 (Familial
short QT syndrome)©] 9li= 32}, 2132 galactose U4,
lactose B3 &4 ABF L= glucose-galactose F572)7}
= At

- 9) Pregnancy Risk Factor : C

10) Lactation
- Excretion in breast milk unknown/not recommended

W EN =
- 200mg/T, 400mg/T
* 25173 : Package Insert

Drug Information Handbook (19th Edition)
www._ uptodate com
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Rufinamide of generalized seizures associated with
Lennox-Gastaut syndrome

Lennox-Gastaut syndrome-2 EEGZ3ollM slow spike-and-waves} 22 S22 0] AL Ho|xw B3te ukh(74=] A, v 434
dhzl 2= el o] wh2h S FulshE 417}k 3| 2] Aol7hA 2 310 = vhal vhA Hl 7] 3= 6 1 X5 Bidho)| = 3RS 1
Ft, o] FFTL 7HERI Aote] 14% = ollA vt Zolabd 9] F 52 w8 E AAg. AN 7+ A s5ofe] Anp)
= Ao GelsigdAs Bl WS sl Bohl A7 B8 U Fedel Qe A0 Leld gtk
Rufinamides= triazole §-5A| 2 818t 224 Th2 71 2549} fAM0] §lE =2 YEF A'de] vj&Ads) A& 7215
o2 E7HE Uehie A0 eiA glom, EEAgeld Bsk B3 B35 Baisteln, TRua) 49 Bl
FrraA A o] Bl E vjekge] FEES. ©]23t Rufinamide?] G275 BlEO 2 Lennox-Gastaut syndrome #H2}2]
HEZASAZN FEAT JH Y& Hr71e g8 do] tiFso] £ A7t 3 =it

{ Methods)

- Patients : International League Aganist Epilepsy classification®]] ]3] Lennox-Gastaut syndrome = ZeHk-2- 4304 2] 4] 5
£33+ w2t history7} $13L baseline period 2897 g H31 2|4 903] 9] dzto] whAigH W o] Q= 314} 13988 th o2 St
A7 A2 A 6702 ool EEGAellA] slow spike-and-wave((2.5 Hz) @ e}7} &2 =9l E5F7171 18kg ©]4t, 1-37) &2l
FHAks B2 7RIS W A 3T, CT 2700u; MRICIA 21384 ¥ e] §lat, baseline 7 30 oJujell A
ZhehAde] A& bzt Ailo] Qs A7) dtoll 2EHE 0w, QAR e 7F oA, o sl HE-Et Helo) Sl Al
A elstaidt, olg3l 7| o2 A & 13975 2] BA1-E Rufinamide Foftol] 74, $JoF FalF ol 647 F-2H9] w415t

- Procedures : £ o7& 1998 3ol 2000 9€71A] & 97)1= 3641E] of| A A =]9lar, 282 9] Baseline periodso] 3
8427ke] double-blind, placebo-controlled, parallel-group treatment period 2 I3 =31}, Baseline -5 A] Bal= 2414,
AZEA FAALE dgto ] AMEL AF 5l B-85<1 G| 5wk, At AL, A3 AALE A8t
28 o] 2 7|7H& AR & b= Rufinamide B 9]oF Fodtol] F-219] n A =o] Sk 27 1498 AX fFA4=F0 2 7047t
E-83le] F 845t &S Fokgirt, Rufinamider= 183 100mg, 200mg, 400mge] Al 712 Fe g AlF =9 on,
Akl FFA 7125 8302 AlFete] et 1Y ol 45mg/kg7hA] #8811, 85F 24713k iR 214U A)
ol -&FE $4°] maintenance period®] -§-gFo & G5t

- Efficacy and safety assessments : $al= 2| g7ol 249 vl AE 5 0,7,14,28,56, 844 o] ¥ 91-& H-ESL == 319t
ot} whzlo) iwel 22 S Hu e B 527) 7|53l e s slo] EAR HESIFHoH, AlAlH, 41735k ZHAL &
FHAY BFFEE, A3 AAL 5o FAAAE v AAeHeict, Wdahe] AzbAds #at e AT rhR| e ul$- 2o
WA, @ol /A, ekt 7R E, st §lE, ofkt okshe, o] kst wil$- sl e 702 B71El it seven-point Likert
scale),

- Statistical analysis : 5= Rufinamide Fojsto] $lekol| H] &) #h2ko] RILE 22 5% o4k 7haAld Ao 2 At
7|2 AAs . BN 3744 F2 Hr) AN 2897 F ) AR dn)gE A dEke) B, W) &4
50% 7HAdhs AR, 2897 Wz Hiw HAlEo|t}, Z 1E7ke] AFo]lx Wilcoxon rank sum test, Z| 5.9 o3t vk
logistic regression model-S- ARE8}51aL, 22k o] H|-&usle}l £44 H7IE ¢33 B3 A4+ Wilcoxon's rank sum
test(p(0.05, two sided)Z o]-8-5}9t}, Baselineol|A] o] 5 w7t A8 7} Q15-S v|u3}7] $13) Fisher exact testE, vo], 557,
28%njcte] vz Bl £ 6| w5)7] $J8) A= Wilcoxon rank sum testS o]-8-3}¢] H7}5}SIc}

( Results )

F A 87t Baseline 5782 fARFAAL, WAF 8217} O] Witk B AE2 124, Ft w5 34.7kgdlon, HEHEE
Valproic acid, lamotrigine, topiramate?} 717 352 ¥ 2 AME-E|]}, Rufinamide Fof23 F21-80), 8521 28 874(37),
¢ H3)(1%) T AHrE 100 A8E FI3HAL, A FoATdME Z2EZ vH2W), E1E2Y A5 F34(19),
PAA ZAOR), F] HI1W) T o2 F 5] A5E TSI

Bt 2} 314+ Baselined} ¥] 23}91E v rufinamide F-ofll A= 28U 7F 2053] (baseline: 2003)), 9]2F F-otol| Al & 2053]
(baseline: 2043]) ZA =0}, F 23 349 Het 4 HAEE Rufinamide Fo-2 32, 7%, Yok 11, 7%(p=0.0015)=
Lieldc}, 732 Ad-n)7h2] A4 wbate] 79 Rufinamide FoiP2 42.5% 74, SR 1.4% F71S B2 H(p<0.0001)(1 Y1),
rufinamide F-ojoll A bzt v|A A ubztel 7ha(p(0.03)9} ¥ 722 A whzte] 7HA(p(0.02)8 E ). Baseline 717k}
H]walo] 28907 7424017 A A kel RIEE H A 500074l 7) HlE-2 rufinamide Fofte] 9okl Hls) AH =3ivt
(42,5% vs 16,79%,0R 3.81;p=0.002), PFa7 2|2 F uhzte] 3197} 2 4 5006 743k v 31,192} 10.9%, Tonic-atonic seizure-2
42.5%2} 16, 7% rufinamide FoftollA] B E3kcHp=0.0045)(272), AT FEAIF AN S B2 HZh% gL Rufinamide
B ol 53,4%, $JOFFol 30,04 ol B AE B Grh(p=0.0041),
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Bakg-o T gtol &3 #ale] 1m0 dellA HasEt], £33 FEZ] Rufinamide FolitolA tf E51A] Hird A& A9
e & kg e e fo)d 2ho]7} 1de}. Rufinamide F-ofitollA] 4178(55.4%), Yok F-oltollA] 2898 (43.8%0)0] Hol=
18] o] ofER 2t o4 T4 AHsIeH, 6"o](RF rufinamide Fo|#) oFaH2Hg o FalE Feat)
Rufinamides= vital sign, 21 ZAL EKG 715, A3 23 5] 943 Foigh wislel #le] glglon, 1Al 9 FalAe ddd
Fahgo o B GEREIL(17.6% vs 23.4%), B4l 259 B EF(n=3)0] 7} Bo] R vk, $|oF FajFor= FAA,
F718, 7191e] B17} gk}, Status epilepticusi= rufinamide il 37 BaE Q] 1, $jok Foitoll M 19 HER] ghc,
FA717+8<} Rufinamide®] BF 55 4.9548, 15ug/ml o|Sith ¥Z 25 B5 87% o9 #Al50] & 125 59 A7 &=
A B E gk, B =2 7)7He 84U 8 F OF 25 FY59e M rufinamides tHe 3H7HaA] 2] Fie ol 3k-S )X A] gk}

45 - @ Rufinamide 42.5 45 - @ Rufinamide 425
40 - [ Placebo p< 0.0001 40 -| [ Placebo p = 0002

35 32.7

p=00015 31.1

1.7

Percentage reduction
Percentage reduction

=g
Total seizures Tonic—atonic seizures Total seizures Tonic—atonic seizures

(a=1) (azl2)
{Discussion)
H A7 o) Rufinamide Lennox-Gastaut syndromeS] gzl 7| H-71 @M A2 E32 0] 3 45mg/kg/day &l A= Lok o]
2 Zlog vepton, 9Jof ot nlaste] F izt Slpe) 72 g-u) A wate] Rt o Yol g B3E Bl
3}, Rufinamide -8 A| 42 31A7HA 9] 8- wi7do] W a4 ek, o] 24 Lennox-Gastaut syndrome E2} 2] £ol] 7} #o]
ARE-ER= Al 71 eFAIQ] topiramate, lamotrigine, valproic acid ©] BF-F =0l V| A= 93-S 2@ L7} fl ol FEEHU
- T.Glauser, G. Kluger, et al., Neurology 2008 May 20;70(21);1950-8. -
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Ursodeoxycholic acid Ursa®™ Tab 200mg 200mg/T & ko), duter
Vace, Pneumococcal Prevenar 13 Inj 0.5ml/PFS Wyeth/th-$ FE0 A, vlgo
Darbepoetin @ Nesp® Inj 120mcg 120mcg/1ml/PFS Kyowa Hakko/A4| 47| € A, FEHA
2) A=HP|2kE

484 | 4EH | AN 1 A=A | H 2

: ‘ 20mcg/0,5ml/PFS AL 9l W
Paibepocn v Aranesp® Inj 40meg/0 4ml/PFS A7 (cHA = Nesp® Inj 20/30/40/60/120meg)
2010-12} kAL 91 3] 2A

Pilocarpine Salagen™ Tab Smg Smg/T A

(A : Pilogen™ Tab 5mg)




