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) Deferasirox (Exjade®)
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- FDA, 25/SEP/2009 -
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W Sitagliptin (Januvia®)
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- KFDA, 29/SEP/2009 -
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) Lamotrigine (Lamictal®)
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- KFDA, 10/SEP/2009 -
® Amiodarone HCl (Cordarone® Inj 150mg)
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- KFDA, 30/SEP/2009 -
m Doxazosin mesylate (Cadil® Tab, Cardura-XL® Tab)
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- KFDA, 30/SEP/2009 -
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- Calcium channel blocker + Angiotensin II receptor antagonist
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- Amlodipine or Losartan monotherapy @ 2 d3}7] 24 = A]
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- 5+50mg or 5+100mg Qd
- 330 2PN, 754 ol g o] 13, 184 ol3te] 2o} B4
: not recommended

5) Pharmacodynamic/Kinetics
{ Amlodipine »
- Absorption : Oral - well absorbed
- Bioavailability : 64~90%
- Distribution : Vd : 211/kg
- Duration : 24 hours
- Onset time : 30~50 minutes
- Protein binding : 93~98%
- Metabolism : Hepatic() 90%) to inactive metabolite
-t% :30~50 hours; increased with hepatic dysfunction
- Tmax : 6~12 hours
- Excretion : Urine (10% as parent, 60% as metabolite)
{ Losartan )
- Bioavailability : 25~33%; AUC of E-3174 is four times
greater than that of losartan
- Distribution : Vd - Losartan : 34 L; E-3174: 12 L
; does not cross BBB
- Onset time : 6 hours
- Protein binding : High
- Metabolism : Hepatic (14%) via CYP2C9 and 3A4 to
active metabolite, E-3174 (40 times more potent than
losartan); extensive first-pass effect
-t} @ Losartan : 1,5~2 hours; E-3174 : 6~9 hours
- Tmax : Losartan : 1 hours; E-3174 : 3~4 hours
- Excretion - Urine (4% as unchanged drug, 6% as active
metabolite)
- Clearance : Plasma : Losartan : 600mL/minute; E-3174
: 50mL/minute

6) Drug Interaction
- Amlodipine : Metabolism/Transport Effect Substrate of
CYP3A4 (major); inhibits CYP1A2 (moderate), 2A6, 2B6,
2C8, 2C9, 2D6, 3A4 (weak)
- Losartan : Metabolism/Transport Effect Substrate of
CYP2C9 (major), inhibits CYP 1A2, 2C19, 3A4 (weak),
2C8, 2C9 (moderate)

- Amlodipine or Losartan®l] 2|3} &3} <7}

Amlodipine ‘ Losartan
Amifostine, rituximab
CYP1AZ substrates, ACE inhibitors, CYP2C8 &
neuromuscular-blocking

CYP2C9 substrates, lithium,

agents, nitroprusside, K-sparing diuretics

phenytoin, tacrolimus, Mg, salts,

- Amlodipine or Losartan®] &3} 7}

Amlodipine ‘ Losartan

Antifungal (azole derivatives, systemic), diazoxide, herb
(hypotensive properties), prostacyclin analogues, fluconazole

d blockers, CCB CYP2C9 inhibitors, diazoxide,
(non-DHP), cyclosporine, eplerenone, fluconazole,
CYP3A4 inhibitor, dasatinib | herbs (hypoglycemic
grapefruit juice, macrolide properties), K salts,
antibiotics, Mg, salts, protease| prostacyclin analogues,
inhibitors, quinupristin trimethoprim

- Amlodipine ¢]3l &3} 7+~ : Clopidogrel, quinidine
- Amlodipine or Losartan®] &3} 744~

Amlodipine ‘ Losartan
CYP3A4 Inducers, deferasirox, herbs (CYP3A4 inducer),
herbs (hypertensive properties), methylphenidate,
rifamycin derivatives, yohimbine

Barbiturates, Ca, salts,
carbamazepine, nafcillin

7)0ltetES
{ Amlodipine )

- Peripheral edema (2~15% dose related), headache (7%),
fatigue (4%), nausea (3%), flushing/dizziness (1~3%),
palpitation (1~4%), somnolence/rash/pruritus/male sexual
dysfunction/abdominal pain/dyspepsia/weakness/dyspnea (1~2%6)

( Losartan )

- )10% : Fatigue/hypoglycemia/weakness/anemia (14%),
UTI (13%), chest pain (12%)

- 1~10% : Bronchitis (10%), diarrhea (8.5%), URI (8%),
hypotension/cough/cellulitis/back pain/muscular weakness
(7%), hypoesthesia/gastritis/knee pain (5%), orthostatic
hypotension/dizziness/fever/weight gain (4%), sinusitis
(3.5%), abdominal pain/nausea/nasal congestion (2%)

8) FolAret
-7 : Hypersensitivity to dihydropyridine derivatives or losartan,
P, S, F2 VN5 Bl B, 5 iSRS 6,
shock &=}

CYP2C9 inducers, NSAIDs

9) Pregnancy Risk Factor :

- Amlodipine : C

- Losartan : C (Ist timester), D (2nd & 3rd timesters)
10) Lactation : Enters breast milk/not recommended
1) e A HE : 5+50mg/T, 5+100mg/T

* ZF317-& : Package Insert, Up to date
DI handbook (17th)
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Choice of therapy in essential hypertension: Recommendation

{Introduction)
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(Initial Monotherapy)
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General principles

EA H3Fo] e AE A, F2 AW EE 37FR2] Main class &= thiazide diuretics, long-acting calcium channel
blockers, ACE inhibitors or angiotensin 1T receptor blockers(ARB)7} QJt}, &to] AL A9 9 Al 71A] &9 efficacy=
A 9] FYLsltt. Beta-blockersi= 53 285 glole FHHA| k=], 2 o] f= 53] =2 $AfolA] HAM s dst 2o
AEAA AE-e F7141717] mlE otk ALLHAT trial ©]% JNC7 59| FH o2 An|g ndgt xle] 7] grdokd e A&
hydrochlorothiazide(12,5mg to a maximum of 25mg/day) *J¥-0] duk# o]u} hydrochlorothiazide: chlorthalidone 2.t} 418 %
Al A3 dbe ¢ fasithls SA7F 9l w7 23]8 ol wiebs B E oA & Thiazide diureticsZ ALLHAT trial oA &
2}e] A3}+2 Wl chlorthalidone(12,5mg to a maximum of 25mg/day)& F33Ht}

Monotherapy based upon age and race

-2 skalo| &= ACE inhibitor, ARB, beta-blocker”} &3}7} < 91} beta-blockers= EH3l 282 glo]&= F3 5]
7} 28 xp B0l $ajol|A = Thiazide diuretics®} long-acting calcium channel blocker7} &3}7} 22| o]&=
%= (renin activity)7} $t7] wji&o|c},
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Sequential monotherapy
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Drug dosing and drug frequency

Fure 2L S S0 18 12 ZA1eT, Be 89eA 2 vealt AREe B8] Hoy we ggos
2 Bakgo 2713y dgte] 7HA4g-& PojzIt}, Short acting drug g 3HF 3 2-83= Zo] o B8t Aol deto] 4
%% ks Ae] glonz 5% 28] 1hro] Bgaht slo] £ou} #Aje] Mok g1t Mol M B long acting drug® 3% 13]
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{Combination Therapy)

Combination therapydl] T3+ recommendation 2003 JNC 7 report, 2004 British Hypertension Society guidelines, 2007
European Societies of Hypertension and Cardiology guidelines7} QIA|5F 21 o] % o] 8§82l ACCOMPLISH trial(2008)°]
combination therapy©l] B Ads ZAHE A A|ghct,

First-line therapy

o] HXE A ET} 20/10mmHg o)/dd o] 7] X5 A] 2717 AlE AA st Fofsto 24 A4t 717t o A4S SEA=
w37 H=H Fix-dose combination A A AF-§-0] $2}e] Hok 535 o]l o/LE G FT o g E o glojA
7184 AL} ofF-= gl ol gt} ACCOMPLISH trialol] ©£73}¢] long-acting dihydropyridine calcium channel blocker$}
long-acting ACE inhibitor/ARB2] ¥-&& 5% 3lt}. Thiazide diuretics$} ARBS] EstA|2 2 2H ¥y 9l A2l thiazide
diureticsE- long-acting dihydropyridine calcium channel blocker2 A3} =5 F3 3t}

Addition of a second drug

17FA] A= "ol ZAFHA] ¢S uf| 23} kA S F7}8l= W o]t} Long-acting dihydropyridine calcium channel blocker2}
long-acting ACE inhibitor/ARBS] ¥&-0] AHsl B2 & F 3t 7}A] A Z 24 Folzhd & gt 7HA & o F7kshd €, 7k
Thiazide diuretics® 24 Fo|d #A7} kS F7ls) ok Sttt thiazideE HaL A AISE HEFA QMo 2 st 5 FH gt
Beta-blockers dtxAduto @& 20]% ¢o} indicationo] YW Sztebd k&S =718 uf thiazide diureticsth
dihydropyridine calcium channel blockerE F7}5l= A o] £t} Beta-blocker7} #ld 2] £H]Z *#]3)|3} & angiotensin 112] A4
o] 7+2~3}7] W&ol ACE inhibitort} ARBi= &3-2] o] A] @it} B3} Verapamil o|u diltiazem 1= F=0] 8} o] Al-&-3}ofo} al=t] o]
& oFE-9] cardiac depressant effectZ 57}A]7 bradycardiat} heart blockg 7F&53}A1Z 4= 917] wj&o|t},

- www, UpToDate, com, review for version 17,2:May. 1.2009 -
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Losartan K + Amlodipine
Risedronate

Lafutidine

Enteral Nutrition Liquid
Methylprednisolone
aceponate 0,1%
Leuprorelin acetate
Vinorelbine

Morphine sulfate

Recombinant coagulation factor VIl

Minocycline HCI

Vacc, Antivenin
(Snake venom antisera)
Keratinocyte allograft

o4EY
Cozaar XQ® Tab
Ostron® Tab 35mg
Stogar® Tab 10mg
Encover® Sol.
Topisol® Lotion 0.1%

Lucrin® Depot PDS Inj 11.25mg
Vinorelbine® Inj
MS-Contin® Tab

Advate® Inj (unit)
Minocline® Dental Oint 0.5g
Kovax Antivenom® Inj 6000unit

Kaloderm® ({52 3)

EEEXE
50+5mg/T, 100+5mg/T
35mg/T
10mg/T
200ml/Bag, 400ml/Bag
20g/Tube, 50g/Tube

11.25mg/PDS
10mg/1ml/V, 50mg/5ml/V
10mg/T, 30mg/T

249unit/V, 499unit/V
10mg/0.5g/EA
6000unit/V

2x107) o]24/EA
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By Zantac® Tab 150mg A
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= Antvenin® Inj 6000w )
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Allergen ext, (WA Z=7])  Staloral 300® (Initial/Maintenace) 3V/SET Stallergenes /2.7 B A DEE 1] Fol
Menatetrenone Glakay® Soft Cap 15mg (949]) 15mg/C &/l A}o] A4
i i If _
Fsculoside + Neomyc‘m B slu ue Proctosedyl® Oint 15g (42 10+10+5+5mg/15g/Tube SheE/AReT]-oblE] 2~ o)A e, dnler
+ Hydrocortisonet Dibucaine HCl
Imiglucerase Cerezyme® Inj 400unit (F-) 400unit/V AR/ AL i
Fulvestrant Faslodex Inj 250mg/5ml 250mg/5ml/PFS SFREAUIZE  GAIFY HATES, Y
2) WP |kE
44 o%EY EEE R b EIN Hl

3 HzAHIFT gét A 2=97]

Hydrocortisone sod.succinate = Corticap® Inj 100mg 100mg/V 23} (9 : Solucore I 100mg)
AGFAL LA 3l ET] ot
. : Aog® T i ; R EESe e

TPN solution (Peripheral) Nutriflex® Lipid Peri 1875ml 1875ml/Bag | Beke/EET -
Tetracaine Pantocaine” Inj 20mg 20mg/V Elkis AZA A} S5l o 2E5)7)
Dextrose 10% DW (Pantocaine)” 5ml Sml/A g AZAF AR 5 o 2E5)7]
Pentamidine Isethionate Pentamidine” Inj 300mg 300mg/V un|g AZAFUA AT ot olA] ZEe|
Amino acids Fravasol” 8,5% 500ml 500ml/Bag g 200927} ebA}91 93] A
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