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m Montelukast ( Singulair® )
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- Dear Healthcare Professional Letter, FDA, 27/MAR/2008 -
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) Insulin(human rDNA origin) Inhalation Powder ( Exubera® )

3}o] 2} A= Inhalerg AFE3] §5H= ©A7FS <14 @ Exubera® of] tl3t A4 1 Ao oA ARE Julo|E 313t
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- Dear Healthcare Professional Letter, FDA, 9/APR/2008 -
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m Pramipexole 2HCI ( Mirapex® )
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- KFDA,23/APR/2008 -
m Ketorolac tromethamine ( Ketamine®, Tarasyn®™ )
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- KFDA, 21/APR/2008 -
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Az Je-go}A & (AHE : glimepiride, glibenclamide, gliclazide, glipizide, gliquidone,
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pioglitazone HCl | chlorpropamide)
AFA(ED NE 2004215 = 9 ¥ B biguanideZl 2FE(metformin) 5802 FES dF24S & F gle H+24]
27 (00441 A8) Aol & 1% E= biguanide] 2FE(metformin) 153} W85 o A|
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1) ofelxig

-Substance P/neurokinin 1(NK1) receptorE Ae1& o 2 |3
3ol acute & delayed vomiting2 A ¢t
- Antiemetic, Neurokinin-1 receptor antagonist
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- Corticosteroid ¥ 5-HT3¢} 39 7+ H& &
D1: X & 127+ A 125mg
D2, D3 : 80mg (o}3)
g3t gAgle] B8 b

4) Pharmacodynamic/Kinetics
- Bioavailability : 60~65%
- Protein binding : 95% ©]¢
- Metabolism : Hepatic (=& CYP3A4)
- Half-life elimination : 9~13 hrs
- Time to peak : 3~4 hrs
- Excretion : Feces (86%), Urine (56%)

5) Drug Interaction
- Aprepitant level 7} : CYP3A4 Inhibitors (Azole
antifungals, clarithromycin, diclofenac, diltiazem,
doxycycline, erythromycin, imatinib, isoniazid,
nefazodone, nicardipine, propofol, protease inhibitor,
quinidine, telithromycin, verapamil)
- Corticosteroids®] A o] &E =7} : dexamethasone,
methylprednisolone®] &3 24 I Q

- CYP3A4 substrates 9] levels/effects =7} :

Benzodiazepines, Calcium channel blockers, ergot
derivatives, mirtazapine, nateglitinide, nefazodone,

tacrolimus, venlafaxine

6) 0|k

- 10%°]7¢ : fatigue (18-22%), alopecia (24%), nausea (7-

13%), constipation(10-12%), (3-18%),

hiccups(11%)

-1-10% : dizziness (3-7%), dehydration (6%), hot flushing
(3%), diarrhea (6-10%), dyspepsia (8%), gastritis (4%),
neutropenia (3-9%), leukopenia (9%) ALT(6%)/AST(3%)
A<, BUN 24(5%), proteinuria(7%)

- 0.5%0]3} :

anxiety, appetite 7 &, back pain, bradycardia,

weakness

acid reflux, acne, anemia, angioedema,

disorientation, DVT, dysgeusia, dysuria, dry mouth,
duodenal ulcer(perforating), Stevens-Johnson syndrome,
UTI, salivation, tremor,

myalgia, pneumonia,

hyponatremia, hypokalemia
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-F7] 1 CYP3A49] inhibitor&4] Pimozide, Trfenadine,
Astemizole, Cisapride?] level & A5A7A 5 = ¥
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8) Pregnancy Risk Factor : B

9) Lactation : #E 9] §-F o2 EHH |0l 219 f-FE 2
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10) &2 Y MI" : 80mg/C, 125mg/C
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Micromedex

I Emend® Capz} H & £0{& 4 l= 22 A2 E9I 5-HT3 (Antiemetics) IV M|H| L= AztE
4 =g - H[Z=AL oF 7t (&/Amp)
Dolasetron Anzemet Inj 100mg/5ml/A st = 24,289
Ondansetron Zofrzln® Inj 4mg/2ml/A, 8mg/4ml/A == EaS 8,683 / 14,861
Granisetron Kytrﬂ In] 1mg/A, 3mg/A 29 20,287 / 34,859
Ramosetron Nasea' In] 0.3mg/2ml/A ofn}patx] 43,129
Tropisetron Navoban Inj Smg/5ml/A THlE] A~ 23,136
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Comparison of an aprepitant regimen with a multiple-day ondansetron regimen,
both with dexamethasone, for antiemetic efficacy in high-dose cisplatin treatment

Introduction

Serotonin [5-hydroxytriptamine-3 (5-HT3)] receptor antagonists(RAs)E FTEAE A= kA2 A8 A 2443 &
HE TEE sl cisplatin 2| 53k2}9] acute phasedlli= 3A}o] 73~91%0l|4 &3S ERJ AT 24~120A]713-2]
delayed phasedll= &3/} B=3F Ao 2 dE# Q). 7| I E guideline2 5-HT3 RA(REE metoclopramide)$t $HA|
corticosteroidE FoJ3l= R 2 2 delayed phaseol|A] complete response(no vomiting and no use of rescue therapy) rate
< oF 60%0] &3t

Acute vomiting2 U2} 0 2 serotoninol] 2J&s= A2 LA o, delayed vomitinge] HE| = 2 L&A A
o 1o 3k thket 7| Ho] It} FE HEALS ZA-3F= brain region©l|A] neurokinin-1(NK1) receptor’} =1L, &
< delayed phase vomitingol|A] NK1 #& 7] o] $-A|3}c}ar 815 5o}, Highly emetogenic chemotherapy-g ¥H= $hx}of| A
aprepitant regimen-a complete response rate= acute phaseoA] 11~14%7}A] =1L, delayed phasedA] 20%7FA] Eo]=
A= BG=t], o2t 7|& AFE-L aprepitant regimend} D1 ondansetron + dexamethasone, D2~4 dexamethasone T+
=9 control regimen= H| 28 Z o] ] T},

X A= cisplatin chemotherapy & SF7]ol|A] aprepitant regimend} 440 2 &3] A& EHE U7H] ondansetron +

dexamethasone regimen< H| 13k A olt},

Patients &Methods

9, Bolr| g7}, FolH g7}, = 59 567 siteollA] randomized, double-blind, parallel-group trial 213§ = %] 01, 184
0]+ cisplating AH&-3F B o] gl 113 PdFd 34 5 A F7] ol 70mg/m20]/de] &= cisplatin o7} A & = L
Karnofsky score > 60, Z7]7ko] 3704 o]Fel A= iAo = &gt

- Treatments & Assessment

_ Aprepitant regimen Ondansetron + Dexamethasone

125mg

i 80m, 1 lacebo
Aprepitant (chemo 1hr#) g placebo p
32mgi.v. 32mgi.v.

. placebo . .

Ondansteron (chemo 30~60minZ, : (chemo 30~60min3, 8mg p.o. Bid
15min©] 4} infusion) ®.c. 15min®] 4 infusion)

‘] . .

Dexamethasone 12503 9.0, °H3 : 8mg p.o. 20mg p.o. 8mg p.o. Bid
(chemo 30min#) A : placebo (chemo 30min#)

Cisplatin ¢ D1~D57}A] ¥ dx}5-& Ad e LR F9 9] Ax = Yeh= 100-mm horizontal visual analog scale®}
rescue medicationg 7]=3F . 24, FE o i3k 4] @ & 5-HT3 RA, phenothiazine, butyrophenone, benzamide,
domperidone, cannabinoid, systemic corticosteroids, Benzodiazepine %5-°] E3FE|} © 1| rescue therapyS BF-2 3 FAl=
X7 A& 7FF3} 9T}, Tolerability B7}1= physical examination, vital signs, EKG, Lab test (hematology, chemistry,
urinalysis, pregnancy test) 5-°] 3=l 01 diary period ¢ YU Q34| &= 4] « FEE= o] kS0 2 7H5351A]
sk, D6 o} o] WA AL ol 4ug-0.2 Lt

Results

- Patients
516 0] screening= AL, o] F 48975 o] F-219] v A = AT}, Primary efficacy oA 5 (aprepitants 19, control 4%) 2]
27} A E| A=, Al = cisplating FoJ8kA] 29k AW efficacy dataZ} §lE B9, F #3F BAH 54
FrAFSF T
- Efficacy
Aprepitant regimen-& acute/delayed phase 5ol A complete response= X ¢l $x}-2] H]E-0] control regimene]] 1|3}
(72% vs. 61%, odds ratio 1,80, p=0.003) B =3k2H subgroup (o], A, Q15 X )M = FL3}9a1, 53] delayed
phaseoll:= 15%2] x}o] 2 H Jt}. Aprepitant regimen-2 control regimendl] H]3}| acute, delayed, overall phase 5 9 4&
O £2 0 &R sl oy BAF R §93lAE &kt Kaplan-Meier curveo| A& R FEZ} A= 22l AJ7ko)
) ZFH o} aprepitant oA O 1 AL 2 YEREEH(p<0.001), T 10AIZHHRE F #3F EZ 2l Eel& Ho|il 214
A RE BAsHE 0 2 F-2J3) 2fo]E B T} (p(0.05, backwards log-rank procedure, post hoc analysis),
- Tolerability
Sk 712 o]de] o) dnt-g, SFEHH o] kS, A2 TS 3 443k o] duk-g-S Hel 3ol Hl&-2 H| 55k ST
(Fisher' s exact test, p)0.035), Stomatitis, peripheral edema, urinary tract infection2 #| &8} HHAE o] 9lo] BA|8H2] o
2 FoJ3k 2ol = Hol= EATL o] kg2 QlQt), o] dut-g- o 2 APdo] 127 (57 aprepitant, 771 control) Bl =}
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< oA ondansetron placeboE ZHF B85 I AR} 19 ol|A] 2442 YEp o AR S E3 o] control ol A 11 WA
3}dt}. Lab data ©]AHe aprepitant regimenol| A T =A](6.2% vs, 2.0%; p=0,023) YEFE O, o] kS0 2 <3 AJFS =
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Discussion

o] A A3} Cisplatin chemotherapy & %= $x}ol|A] Aprepitant regimen group©| control regimen group}.t} complete
response’} T €3k Zlo 2 Uelton FE oo gt 35 Ye ot 7]E AF-of v AR T F3F complete
response®] 2}o]i= delayed phase(11%)°l|A] acute phase(8%) Xt} ] A UEltow, A FE7| @5 =t dele A7te
aprepitant groupoA] B 71 Ao 2 veldo}

CisplatinX] & ¥ acute phase vomitingS 5-HT3 RAs ZH-&-%-£]¢] serotonin receptorZ wj7| 2 3t} FAH =™, delayed
phase vomiting®] 7172 2 d&#] JA= Foy, dubx o 2 5-HT3 RAs9| efficacy’} %S A0 2 n|Fo] £ uff serotonin
o] zAgo] ¢ e Aoz W] At} H AIZE Aol W 5-HT3 RASE NK1 RASHS] &TE &3}ol T3k 24 oA acute
phasex= serotonin-dependent mechanism®], delayed phasei= NK1-dependent mechanismo| $-A|3}th= AS B30}

Conclusion

Highly emetogenic chemotherapyZ Bt $Hx}oll Al 9lo] aprepitant regimen< control regimen (ondansetron and
dexamethasone both given for 4 days)2U} chemotherapy-induced nausea, vomiting a[3-ol] 1] acute, delayed, overall
phasedl| A o &3}#o|t} 2|2 E Aprepitant regimen< cisplating x| g8k= $hxlo] 28 5 1E Qo= g &

S Ao
< Aol - Annals of Oncology, 17: 1000-1006, 2006 -
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Dkipain

A orEy doa HIZEAL Hl o
Aprepitant Emend® Cap 80mg/C, 125mg/C MSD A+
Cyclophosphamide Endoxan® Inj 500mg 500mg/V 233 FEUA
Ranitidine Zantac® Inj 50mg/A =24 AP
Sod, chloride N/S 3L/Bag 3L/Bag of &t AP
Cyclophosphamide Cycram® Inj 1g 1g/V gftolg = FEUA
Famotidine Gaser® D Tab 20mg/T % o} &4

2 AP |kE

=4 olEd ghe HIZ=AL Hl o
Procainamide Procainamide® Inj 1g 1g/10ml/V A o]El FAFA
Soybean Oil + MCT Intra MCT® 20% (250ml) 250ml/B F.Kabi PRESY
+ Lecithin

Mydfrin®2,5% (5ml
Phenylephrine E;e Drop o Gmb Sml/B el AEA
. 222
Lomustine (CCNU) CCNU® Cap 40mg (42]) 40me/C A o) o ems
8 AN FF5)
Cefotiam Brosporin® Tab 100mg 100mg/T CJ AR BZ (2007-4%})
Acyclovir Vacrax® Inj 500mg 500mg/V A A DI EA=E: |
Cyclophosphamide Endoxan® Inj 500mg 500mg/V 3 FTHFA
Famotidine Gaser® Tab 20mg/T = o} Gaster™ D Tab tA]
Budesonide Pulmicort® Respules (Soln) 2ml/EA ol~Exg} JfoF A%
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