
治敏吐  Capsules 

80     
125    

prepitant  substance P neurokinin 1 (NK1)  

 80  125  aprepitant  
。

。
膠囊含 ; 膠囊含

Aprepitant  substance P neurokinin 1(NK1)
(counter-screening assay)

(transporter) (ion channel)
(Chemotherapy Induced Nausea and Vomiting CINV)

(dopamine) (serotonin) aprepitant  NK1
 3,000  

NK1- (
cisplatin) (Positron Emission 

Tomography, PET) aprepitant  NK1
aprepitant  cisplatin 

 5-HT3-  ondansetron 
 dexamethasone  cisplatin  

 (Pharmacokinetics) 
 

Aprepitant (mean absolute oral bioavailability)  60  
65%  aprepitant (Cmax)  4 (Tmax)
Aprepitant  aprepitant

 
aprepitant

 aprepitant  80 mg  125 mg  AUC0-  
 26%  
 125 mg  aprepitant  80 mg

 AUC0-24hr  19.5 µg•hr/mL  20.1 µg•hr/mL
(Cmax)  4 (Tmax)  C max  1.5 

µg/mL  1.4 µg/mL  
 

Aprepitant  95% (apparent 
volume of distribution at steady state Vdss)   66  
Aprepitant 
(PET) aprepitant (

)  
 

Aprepitant  [ 14C]-aprepitant 
300 mg  72  24%  aprepitant

 aprepitant Aprepitant 
 morpholine

(microsomes) aprepitant  CYP3A4 
CYP1A2  CYP2C19  CYP2D6 CYP2C9  CYP2E1  

 
Aprepitant 

 [14C]-aprepitant 300 mg  5% 
 86%  

Aprepitant (apparent plasma clearance)  60  84 mL/min 
(apparent terminal half-life)  9  13  

 
 

  aprepitant AUC0-24hr  Cmax 
9%  17%  aprepitant  25%  Tmax

   
 

  125 mg  80 mg 
(  65 )  aprepitant  AUC0-24hr 

21%  36%  Cmax  10%
 24%    

 
   

 
  AUC0-24hr

 27%  31% Cmax  19%  29%
 aprepitant AUC0-24hr  Cmax  74%  47%

   
 (Body Mass Index) 
(Body Mass Index; BMI)  aprepitant  

 
   

 125 mg  80 mg 
(Child-Pugh  5  6)  aprepitant AUC0-24hr

 11%  36% (Child-Pugh  7 
 9)  aprepitant AUC0-24hr
 10%  18%  AUC0-24hr 

 (Child-Pugh 
9)  

 
(  CrCl < 30 mL/min)

(End Stage Renal Disease ESRD)   240 mg  
 total aprepitant( )  AUC0-  

 21% Cmax  32%  total aprepitant  AUC0-
  42% Cmax   32%  aprepitant 

Copyright   2013 Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., Whitehouse 
Station, NJ, USA  
All rights reserved 

 AUC 
 4  48  aprepitant

 0.2% (dialysate)  
(ESRD)  

  (Pharmacodynamics) 
Fosaprepitant (aprepitant )  aprepitant  

 
thorough QTc  200 mg 

fosaprepitant  QTc interval  
  NK1  

 165 mg aprepitant  150 mg 
fosaprepitant  PET  NK1  NK1

 Tmax (  99 %)  24 (  99 %)  48 (  97%)  120
(37 76 %) Aprepitant  NK1  aprepitant

 
 

(CINV) 
  ondansetron

dexamethasone (HEC  MEC)
 

 (HEC) 
 2  1094
 cisplatin  70 mg/m2  aprepitant

 gemcitabine etoposide fluorouracil vinorelbine 
tartrate doxorubicin cyclophosphamide paclitaxel  docetaxel

Aprepitant  1   125 mg  2  3
80 mg  1  ondansetron 32 mg  dexamethasone 12 mg

2  4  dexamethasone 8 mg
 1  ondansetron 32 mg  dexamethasone 20 mg  2  4

 dexamethasone 8 mg  ondansetron 32 
mg  5-HT3  

  1 (  cisplatin  0  24
) (  cisplatin  25  120 ) (  cisplatin
 0 120 )  

 ( ) 
 (

[VAS]  <25 mm) 
 ( [FLIE]  >108) 

 ( ) 
 ( VAS <25 mm) 

1  
1

 — 1  
Aprepitant * 

(N = 521)†  
% 

** 
(N = 524) † 

% 

P  

( ) 
‡  

§  
  

67.7 
86.0 
71.5 

47.8 
73.2 
51.2 

<0.001 
<0.001 
<0.001 

( VAS¶ <25 mm)
59.5 
82.4 
63.7 

44.9 
69.6 
47.8 

<0.001 
<0.001 
<0.001 

( [FLIE]  >108)
74.4 63.9  <0.001

( )
71.9 
86.8 
76.2 

49.7 
74.0 
53.5 

<0.001 
<0.001 
<0.001 

( VAS <25 mm) 
72.1 
74.0 

64.9 
66.9 

0.014 
0.013 

*Aprepitant  1   125 mg  2  3  80
mg 1 ondansetron 32 mg dexamethasone 12 mg 2

4 dexamethasone 8 mg  
** 1 ondansetron 32 mg
dexamethasone 20 mg 2 4 dexamethasone 8 mg  
†N cisplatin
‡ cisplatin 0 120
§ cisplatin 0 24
 cisplatin 25 120

¶ (VAS) 0 = 100 = 

1 aprepitant
1

aprepitant

 
1 aprepitant

1
aprepitant

 
1

aprepitant
 

(FLIE)
1

aprepitant
( FLIE  >108 )

 
1 aprepitant cisplatin

(p<0.001)  
1  

 — 1  

部
部

������
������
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( ) 
Aprepitant  1   125 mg  2  3
80 mg  1  ondansetron 32 mg  dexamethasone 12 mg

 2  4  dexamethasone 8 mg  
 1  ondansetron 32 mg

dexamethasone 20 mg  2  4  dexamethasone 8 mg  

(Multiple-Cycle Extension) 2
851 6 Aprepitant

cisplatin 6
2

2 6
1 VAS  

2  
 

1 2 3 4 5 6
C y c le

2 0 %

3 0 %

4 0 %

5 0 %
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A p r e p i t a n t  R e g im e n  
S t a n d a r d  T h e r a p y  

 
N N N N N N

Aprepitant  516 290 216 140 86 60
 522 274 182 115 65 43

Aprepitant  1   125 mg  2  3
80 mg  1  ondansetron 32 mg  dexamethasone 12 mg

2  4  dexamethasone 8 mg  
 1  ondansetron 32 mg

dexamethasone 20 mg  2  4  dexamethasone 8 mg  

(MEC) 
 866

cyclophosphamide 750-1500 mg/m2  cyclophosphamide 500-1500 mg/m2

doxorubicin(60 mg/m2)  epirubicin(100 mg/m2)  aprepitant
 fluorouracil methotrxate

docetaxel  paclitaxel Aprepitant  1
 125 mg  2  3  80 mg  1  ondansetron 

8 mg  dexamethasone 12 mg  ondansetron 
8 mg(  12 )  1

dexamethasone 20 mg  
  1 (  cisplatin  0  24

) (  cisplatin  25  120 ) (  cisplatin  
0 120 )  

( ) 
( [FLIE]  >108)

( ) 

2  
2

 — 1  
Aprepitant * 

(N = 433)†  
% 

** 
(N = 424) † 

% 

P  

( ) 
‡  

§  
51 
76 
55 

42 
69 
49 

0.015 
0.034 
0.064 

( [FLIE]  >108) 
64 56  0.019

76 
88 
81 

59 
77 
69 

<0.001 
<0.001 
<0.001 

59 
83 
63 

56 
80 
60 

0.480 
0.366 
0.407 

*Aprepitant  1   125 mg  2  3  80 mg
1 ondansetron 8 mg dexamethasone 12 mg  

** ondansetron 8 mg(
12 ) 1 dexamethasone 20 mg  

†N: 
‡ 0 120  
§ 0 24  

 25 120  

1 aprepitant
(51%) (primary endpoint) (p=0.015)

(42%) (8.3%)
20%  (aprepitant 1.2) 1

aprepitant
 

3 aprepitant
(p<0.001)  

3  
 — 1  

0 1 2 2 4 3 6 4 8 6 0 7 2 8 4 9 6 1 0 8 1 2 0

4 0 %  

5 0 %  

6 0 %  

7 0 %  

8 0 %  

9 0 %  

1 0 0 %  

A p r e p i t a n t  R e g i m e n  ( N = 4 3 2 )
S t a n d a r d  T h e r a p y  ( N = 4 2 4 )

P
er

ce
nt

 o
f P

at
ie

nt
s

T i m e  ( h o u r s )  

Aprepitant  1   125 mg  2  3  80 mg
1  ondansetron 8 mg  dexamethasone 12 mg  

 ondansetron 8 mg(
12 )  1  dexamethasone 20 mg  

1
aprepitant ( FLIE  
>108 )

 
(Multiple-Cycle Extension) 744

(MEC) 4 Aprepitant
4  

4  
 

Aprepitant  1   125 mg  2  3  80 mg
1  ondansetron 8 mg  dexamethasone 12 mg  

 ondansetron 8 mg(
12 )  1  dexamethasone 20 mg  

 848
 oxaliplatin  carboplatin  epirubicin  idarubicin  ifosfamide

irinotecan daunorubicin doxorubicin  cyclophosphamide IV (<1500 mg/m2)
cytarabine IV (>1 g/m2)  aprepitant

 aprepitant  76%  24% 
 52% 21% 13%  6%

Aprepitant  1   125 mg  2  3
80 mg  1  ondansetron 8 mg  dexamethasone 12 mg

 ondansetron 8 mg (  12 )
 dexamethasone 20 mg  
  1 (  0  120

)  
 

 ( 0 120 )

 ( ) (
0 120 ) 

 ( 0 120 )
  – ( 0 24 ) (

25 120 ) 
  -  
  –
 ( [FLIE]  >108) – 

 
 (VAS <25 mm) – 

3  
3

 — 1  
Aprepitant * 

(N = 430)† 
% 

** 
(N = 418)† 

% 

P ‡ 

§ 76 62 <0.0001

1 2 3 4

Cycle

20%

40%

60%

80%

100%
Aprepitant Regimen
Standard Therapy
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t o

f P
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N N N  N

433
424

379
355

358
325

343 
304 

Aprepitant  
 

 

 

Aprepitant  
 

Aprepitant (N=520) 
(N=523) 

 

Aprepitant  
 

 

 

Aprepitant (N=432) 
(N=424) 

 

( ) 



¶ 
§ 69 56 0.0003

# 92 84 0.0002
Þ 78 67 0.0005

( [FLIE]  >108) 
73 66 0.035

89 
71 

80 
61 

0.0005 
0.0042 

à 
à 

81 

97 
95 
84 

75 

100 
88 
79 

0.0427ß 
0.0179ß 

0.0922ß 
 (VAS <25 mm) 

65 53 0.0011
*Aprepitant  1   125 mg  2  3  80 
mg 1 ondansetron 8 mg dexamethasone 12 mg  
** 1 ondansetron 8 mg
dexamethasone 20 mg 2 3 12  ondansetron 8 mg  
†N cisplatin
‡ Hochberg’s procedure (multiplicity 
adjustment)  
§ 0 120

¶  =  
# 0 24
Þ 25 120  

ß  
à  
¶ (VAS) 0 = 100 = 

1 ( )
aprepitant (76%) (62%)

(p<0.0001) 1 (0-120 )
aprepitant

(
) aprepitant  

aprepitant
Kaplan-Meier curves

5  
5: Kaplan-

Meier Curves  – 1  
( ) 

1
aprepitant ( FLIE

 >108 )
 

 

 

 (aprepitant)   
 5-HT3 

  IV 150 mg  
5-HT3   125 
mg  80 mg  

 

* 125 mg 80 mg  80 mg
Dexamethasone** 12 mg 8 mg  8 mg  8 mg
5-HT3  5-HT3 

 
**Dexamethasone  30 

Dexamethasone  

* 125 mg 80 mg   80 mg  
Dexamethasone** 12 mg  
5-HT3  5-HT3 

 

**Dexamethasone  30 Dexamethasone 

 IV 150 mg (fosaprepitant)  aprepitant
 IV 150 mg  

  
EME ND  

 
  

 BMI    
(  <30 mL/min) (ESRD)

   
(Child-Pugh  5  9)  

(Child-Pugh  9)  
 

   
pimozide terfenadine astemizole  cisapride Aprepitant  cytochrome 
P450 isoenzyme 3A4 (CYP3A4)   

( )  
 

 CYP3A4  CYP3A4 
 CYP3A4 (

) Aprepitant  CYP3A4 125 mg/80 mg
( )  CYP3A4 

 CYP3A4 
( ) 
  warfarin 

 (prothrombin time) (International Normalized Ratio, INR)
warfarin    2

(INR)  7  10 ( )  
  28   

 

( )  
 

 
  

 
Aprepitant 

  
 

 
 

  
 ( 65 )

(<65 )  
 

Aprepitant  CYP3A4 ( )
Aprepitant CYP2C9  

Aprepitant  
 aprepitant  CYP3A4 (125 mg/80 mg) aprepitant 

 CYP3A4 Aprepitant (125 mg/80 mg)
 CYP3A4   

pimozide terfenadine astemizole  cisapride  aprepitant 
 CYP3A4

( )  
aprepitant  S(-) warfarin  tolbutamide  CYP2C9

 CYP2C9 phenytoin
    P- (P-

glycoprotein transporter)   
  digoxin  

5-HT3   
125mg  80 mg  ondansetron granisetron

hydrodolasetron(dolasetron )
 

 (Corticosteroids)  
Dexamethasone   125 mg  dexamethasone 
20 mg  2  5   80 mg  dexamethasone 8 mg

dexamethasone  CYP3A4 dexamethasone  1  5  AUC 
 2.2   (125 mg/80 mg)  dexamethasone 

 50   dexamethasone
  dexamethasone

dexamethasone  50 ( )  
Methylprednisolone   125 mg 

 methylprednisolone 125 mg  2  3   80 mg 
methylprednisolone 40 mg  methylprednisolone  CYP3A4  

AUC  1  1.3  3  2.5   (125 mg/80 mg)
 methylprednisolone  25

 50   methylprednisolone  
 (125 mg/80 mg)  CYP3A4 

 etoposide vinorelbine docetaxel
ifosfamide cyclophosphamide irinotecan  paclitaxel

 CYP3A4
Apprepitant ifosfamide

ifosfamide ( )  
Docetaxel  (125 mg/80 mg)
docetaxel  
Vinorelbine:   (125 mg/80 mg)  vinorelbine

 

( ) 

Aprepitant (N=426) 
(N=407) 

 
aprepitant

〈依文獻記載〉

〈依文獻記載〉

〈依文獻記載〉

〈依文獻記載〉

〈依文獻記載〉

〈依文獻記載〉

〈依文獻記載〉



Warfarin  warfarin 
  125 mg  2  3   80 mg  

3  R(+)  S(-) warfarin  AUC     
 5 S(-) warfarin(  CYP2C9 ) (trough 

concentration)  34% (prothrombin time)
(International Normalized Ratio INR)  14%  warfarin 

   2
(INR)  7  10  

Tolbutamide   125 mg  2  3   
80 mg   4 8  15
tolbutamide 500 mg tolbutamide(  CYP2C9 )  AUC   4  
23%  8  28%  15  15%  

 14  aprepitant 100 mg  ethinyl 
estradiol 35 mcg  norethindrone 1 mg ethinyl estradiol  AUC 
 43% norethindrone  AUC  8%  21

 ethinyl estradiol  norethindrone  8   125 mg
9  10  80 mg/day  8  ondansetron 32 mg  8

dexamethasone 12 mg  9  11  dexamethasone 8 mg/day
 10  ethinyl estradiol  AUC  19 %  9  21  ethinyl estradiol

 64 %  10   norethindrone  AUC
 9  21  norethindrone  60%  

 28   
  

Midazolam  midazolam  CYP3A4
 midazolam 2 mg   125 mg  2  5 

 80 mg   midazolam  AUC  1  2.3 
 5  3.3   (125 mg/80 mg)  

CYP3A4  midazolam  benzodiazepines (alprazolam, triazolam)
 

 midazolam   125 mg  2 
 3   80 mg  
 4 8  15  midazolam 2 mg  midazolam 

AUC  4  25%  8  19%
Midazolam AUC   15   

midazolam   125 mg
 midazolam 2 mg midazolam  AUC  1.5

 
 Aprepitant  

Aprepitant  CYP3A4 ;  CYP3A4 
 aprepitant   CYP3A4 (

 ketoconazole)    CYP3A4 
(  diltiazem)   aprepitant  
Aprepitant  CYP3A4 ;  CYP3A4
(  rifampin)  aprepitant   

 Ketoconazole  400 mg ketoconazole(  CYP3A4 )
 125 mg  aprepitant  AUC 

 aprepitant (terminal half-life)
  CYP3A4  

Rifampin  600 mg rifampin(  CYP3A4 )
 375 mg  aprepitant  AUC  11 

  CYP3A4 
   

 
Diltiazem  230 mg  
aprepitant  120 mg  diltiazem  
aprepitant  AUC diltiazem  AUC  1.7 

diltiazem  (ECG)
  

Paroxetine  85 mg  170 mg  aprepitant 
 20 mg  paroxetine  aprepitant  paroxetine  AUC  25% 

Cmax  20%  
 

Aprepitant  6500  
(CINV) 

(HEC) 
544 

Cycle 1(  1 )  aprepitant 3  413  Multiple-
Cycle extension( )   3

 ondansetron  dexamethasone
 

 1  14%
 aprepitant 3  19%

 aprepitant 3  0.6%  0.4%  
 aprepitant 3

(4.6%)  ALT (2.8%) (2.6%) (2.4%) (2.0%)
(2.0%)  

1169  aprepitant 3  HEC
 aprepitant 3  HEC  

(MEC) 
868

Cycle 1(  1 )  aprepitant 3  686
  3  ondansetron 

 dexamethasone
 
 1

 15%  aprepitant 3  14%
 aprepitant 3  0.7%

0.2%  
 aprepitant 3  

(1.4%)  
 

 aprepitant 3  
[ ( 1/100 <1/10) ( 1/1000 <1/100) ( 1/10,000, <1/1,000)] 

 
 

 
  

 

(polydipsia) 

 
(anxiety) 

(disorientation) (euphoria mood)  
 

 
(dysgeusia) 

 
 

(labyrinth)  

 
 

(bradycardia)  
 
(hot flush) 

 

(postnasal drip)  
 

 
(eructation) (gastroesophageal reflux 

disease)  
(perforating duodenal ulcer)

 
 

 
(hyperhidosis) (seborrhoea) (skin lesion) 

(rash pruritic) 
 

(muscular weakness) 
 

 
 

 
 

(asthenia) (malaise) 
 

 (Investigations)  
 ALT  

AST (blood alkaline phosphatase)  

 Multiple-Cycle 
extension( )
Cycle 1  

(Chemotherapy Induced Nausea and 
Vomiting CINV study)  aprepitant

(Stevens-Johnson Syndrome)  
 

  40 mg 
(ondansetron)

: ALT (dysarthria)
 

 PONV  aprepitant
(sub-ileus)  

 CINV/  PONV  aprepitant  
(angioedema)  

: 
 aprepitant

 aprepitant  
: - /

(toxic epidermal necrolysis) 
 

   600 mg 
aprepitant  CINV  375 mg 

aprepitant  42  33 
 375 mg aprepitant  2  5  250 mg  

 1440 mg aprepitant  
 

 aprepitant  
Aprepitant (hemodialysis)  

 3 0 C  

治   125 (  Capsules 125 mg):   1  治     
80 (  Capsules   80 mg):   1  

治敏吐膠囊 公絲 鋁箔盒裝，每盒 顆
治敏吐膠囊 公絲 鋁箔盒裝，每盒 顆
製造廠：
廠　址：
藥　商：旌宇藥業股份有限公司
地　址：台南市南區喜樹路 號 樓
電話
有效期限: �年

Industrial Park Sapes Rodopi Prefecture, Block No �, Rodopi, �����, Greece

包裝: �-����粒裝OPA/ALU/PVC鋁箔盒裝
包裝: �-����粒裝OPA/ALU/PVC鋁箔盒裝
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