
 



 
 

28 10 11  

 

 

 

 

 

 

 

 

   

 

28 7 29  

1  867.28 mg 800 mg

150 mg  

1 2  

 

  

 
C27H37N3O7S C2H6O 

593.73 
 

 
 [(1S,2R)-3-{[(4- ) ](2- ) }-1- -2-

]  (3R,3aS,6aR)- [2,3-b] -3-   
 

 (3R,3aS,6aR)-Hexahydrofuro [2,3-b] furan-3-yl [(1S,2R)-3-{[(4-aminophenyl)sulfonyl](2-methylpropyl)amino}-

1- benzyl-2-hydoxypropyl]carbamate monoethanolate 
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C40H53N7O5S2 

776.02 
 

 

{(2R,5R)-5-[(2S)-2-(3- -3-{[2-(1- )-1,3- -4- ] } )-4-(

-4- ) ]-1,6- -2- }  1,3- -5-  

 
1,3-Thiazol-5-ylmethyl{(2R,5R)-5-[(2S)-2-(3-methyl-3-{[2-(1-methylethyl)-1,3-thiazol-4-yl]methyl}ureido)-4-

(morpholin-4-yl)butanamido]-1,6-diphenylhexan-2-yl}carbamate 

 

19 195 19 1 25

0125005  24 291

24 11 14 1114 1  

10 11 12 1015

EU 26 11 19 EU

 

 

 

 

HIV

 

 

 

 

HIV  

 

 

1 1 800 mg 150 mg 1 1

HIV  
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1  

 

28 7 20  

 

 

 

 
 

    

  

 1  867.28 mg 800 mg

150 mg  

 HIV  

 1 1 800 mg

150 mg 1 1

HIV  

28 2 19  

 10 11 12 1015

EU 26 11 19

EU  
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AUC Area under the plasma concentration versus 
time curve 

 

AUC0-t AUC from 0 to the time t t
 

AUCinf AUC extrapolated to infinite time 
 

AUCtau AUC over the dosing interval  
BID bis in die 1 2  
Cmax Maximum plasma concentration  
Cmin Minimum plasma concentration  
COBI Cobicistat  
Ctau Observed drug concentration at the end of the 

dosing interval 
 

CYP Cytochrome P450 P450 
DRV Darunavir  
eGFRCG Estimated GFR using Cockcroft-Gault method Cockcroft-Gault  
FAS Full analysis set  
GFR Glomerular filtration rate  
HIV Human immunodeficiency virus  
HPLC High performance liquid chromatography  
MATE Multidrug and toxin extrusion protein  
NMR Nuclear magnetic resonance  
OCT Organic cation transporter  
PK Pharmacokinetics  
PPK Population pharmacokinetics  
QD quaque die 1 1  
RTV Ritonavir  
TID ter in die 1 3  
tmax Time to maximum plasma concentration  
t1/2 Estimate of the terminal elimination half-life  

    
  HIV HIV

 
   

  HIV HIV
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1.
Janssen Research and Development Tibotec 

Pharmaceuticals Ltd. DRV Gilead 

Scienses, Inc. CYP3A COBI

DRV COBI 300 mg 600 mg

800 mg

HIV HIV 26

HIV 2015 3

DRV/RTV 2 4 HIV

COBI HIV

RTV CYP3A DRV

Guidelines for the Use of 

Antiretroviral Agents in HIV-1- Infected Adults and Adolescents Developed by the DHHS Panel on Antiretroviral 

Guidelines for Adults and Adolescents – A Working Group of the Office of AIDS Research Advisory Council 

(OARAC), 2015 Guidelines Version 8.0 European AIDS Clinical Society, 2015 DRV/COBI

2 4

TMC114IFD1001 DRV DRV 800 mg/RTV 

100 mg HIV HIV HIV

DRV HIV

GS-US-216-0130 DRV 800 mg/COBI 150 mg

2014 11 2015 1

DRV 300 mg COBI

2.
DRV COBI

DRV

2.1 COBI
COBI Gilead Alberta ULC MF 227MF10274

2.1.1
COBI
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COBI 1H- 13C-NMR

COBI 3

2.1.2

2.1.3
COBI

HPLC

HPLC HPLC

HPLC

2.1.4

2.2
2.2.1

1 DRV 867.28 mg DRV 800 mg COBI 150 mg

OPADRY Pink

85F140053

2.2.2

2.2.3

HPLC HPLC HPLC

HPLC HPLC

2.2.4
1

1

3 25 60 %RH 24
3 40 75 %RH 6
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24

2.R
COBI

3.

3.R
3.R.1 DRV

DRV

DRV 11 V11I V32I L33F I47V I50V I54L I54M T74P L76V

I84V L89V 400 mg1 2009

Top Antivir Med 2015; 23: 132-41 2009

3

DRV 3/950 2

2013 2014 HIV/AIDS 808 HIV

DRV 6 V11I 2 I50I/V 1 I84V

2 I84I/V 1 DRV

HIV

26 27 3

400 mg1 2009

DRV

400 mg1 2009

DRV HIV DRV

DRV

                                                       
1 27 7 1
2 TMC114-C211 DRV/RTV 343 1 DRV V11I DRV

TMC114-C229 DRV/RTV 800/100 mg 1 1 294 1
V32I M46I L76V I84V DRV GS-US-216-0130 313 1

DRV I84I/V DRV
3 DRV
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4.  
300 mg

DRV RTV PK COBI

DRV COBI DRV

RTV / 5 ng/mL

PK DRV

 

 

4.1  

4.1.1 DRV RTV CTD 4.2.3.5.2.3  

6 1 3 / DRV/RTV 300/50 500/50 mg/kg/ 6 BID 6

DRV PK 2  
 

2 DRV RTV DRV PK  
mg/kg/   

/  
 

 
Cmax1

a
 

μg/mL  
tmax1

a

h  
Cmax2

b
 

μg/mL  
tmax2

b
 

h  
AUC0-6 

μg h/mL  
AUC0-24 

μg h/mL  DRV RTV 

300 50 
3 1  9.82 1 21.9 8 46.6 280.0 

1 3 6  11.3 6 14.0 7 55.8 202.3 

500 50 
3 1  12.1 2 34.5 7 58.0 423.4 

2 3 6  12.9 2 23.2 7 69.4 283.2 
a BID 1 Cmax tmax b BID 2 Cmax tmax

tmax2 BID 1  
 

4.1.2 DRV RTV CTD 4.2.3.5.2.8  

3 / DRV 250 500 mg/kg DRV/RTV 250/50 mg/kg QD 7
4 PK 3  

 
3 DRV DRV RTV DRV PK  

mg/kg  
 

Cmax 

μg/mL  
tmax 

h  
AUC0-24 

μg h/mL  DRV RTV 1  
250  QD 3 6.02 ± 2.35 4.00 ± 0.00 59.3 ± 13.1 
500  QD 3 8.07 ± 1.95 4.00 ± 0.00 81.5 ± 30.1 
250 50 QD 3 5.64 ± 3.28 5.33 ± 2.31 71.5 ± 34.1 

 ±  

 

4.2 CTD 5.3.2.2.2  

5 DRV 250 mg/kg QD 7 DRV

48 117.9 ng/g tissue 128.8 ng/g tissue

92.6 ng/g tissue 92.1 ng/g tissue  
 

0.5 mg protein/mL COBI 3 μmol/L COBI

100%  

 

                                                        
4  1 1 2 27 29 34 3 35 41

2 1 9 6
 

1 1  DRV 500 mg/kg BID 2  DRV 250 mg/kg BID 3  DRV 250 mg/kg QD 
2 1  DRV 1000 mg/kg BID 2  DRV 500 mg/kg BID 3  DRV 500 mg/kg QD 
3 1  DRV/RTV 500/50 mg/kg BID 2  DRV/RTV 250/50 mg/kg BID 3  DRV/RTV 250/50 mg/kg QD 
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4.3  

4.3.1 in vitro COBI CTD 4.2.2.4.26 4.2.2.4.28  
CYP CYP2D6 3A4 CYP2D6 3A4

COBI CYP3A4 M31

M21 M26

CYP2D6 M31 M21 CYP3A4

CYP2D6 M31

CYP3A4 COBI

CYP CYP2B6 2C8 COBI COBI CYP2B6

2C8  

 

4.4  

 

 

4.5  

4.5.1 COBI CTD 4.2.2.4.27  

COBI M21 M26 M31 CYP CYP2B6

2C8 UGT1A1 M21 M26 M31 CYP2B6 2C8

UGT1A1 IC50 25 μmol/L 10.9 25 μmol/L 6.89 44.8 μmol/L

IC50 GS-US-

236-0101 M21 M31 Cmax 32.3 58.7 nmol/L M26

5 ng/mL

 

 

4.5.2 DRV CTD 4.2.2.6.13  

OCT2 MATE1

DRV DRV OCT2 MATE1 IC50

100 μmol/L DRV 100 μmol/L OCT2 MATE1

31 44% GS-US-216-0130 COBI DRV

Cmax 14 μmol/L 4.7% DRV Cmax 0.66 

μmol/L IC50

 

 

4.5.3 COBI CTD 4.2.2.6.14  

OCT1

COBI RTV

COBI OCT1 IC50

14.7 6.5 μmol/L GS-US-216-0130 DRV COBI

Cmax 1.3 μmol/L 7.6% COBI Cmax 0.097 
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μmol/L IC50

 

 

4.R  

DRV COBI PK

 
 

5.  
300 mg

DRV/RTV COBI

 
DRV COBI DRV COBI

 
 

5.1 DRV/RTV CTD 4.2.3.5.2.3  

SD 24 DRV/RTV 0/0 400/

300/50 500/50 mg/kg/ 6 17 6 11

12 17 300/50 500/50 mg/kg/ BID  

500/50 mg/kg/ 6 11 2/24 500/50 mg/kg/ 12 17

1/24

 

DRV/RTV

500/50 mg/kg/ 6 11 12 17 500/50 mg/kg/

6 11  

DRV/RTV

300/50 mg/kg/ 6 11 500/50 mg/kg/ 6 11

500/50 mg/kg/ 12 17

6 11 12 17

 

DRV/RTV 600/100 mg/kg/

500/50 mg/kg/ 12 17

600/100 mg/kg/

DRV Cmax 21.9 μg/mL AUC0-24 280.0 μg h/mL 4.1.1

Cmax 7.66 μg/mL AUC0-24 81.6 μg h/mL 5 2.9

3.4  
 

 

                                                        
5  HIV-1 DRV/COBI 800/150 mg QD 24 DRV Cmax AUC 6.2.1.1
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5.2
CTD 4.2.3.7.6.18 4.2.3.7.6.19 4.2.3.7.6.20

COBI DEREK Nexus Deductive Estimation of Risk from Existing 

Knowledge in silico CTD 4.2.3.7.6.18

COBI

CTD 4.2.3.7.6.19 Tk CTD 4.2.3.7.6.20

5.R
DRV COBI

6.

6.1
300 mg

DRV DRV 400 mg 6 COBI COBI 150 mg
7 DRV/COBI 1 3 3

1 DRV 800 mg COBI 150 mg

TMC114IFD1001

2 DRV 800 mg COBI 150 mg

TMC114IFD1001

3 2 TMC114IFD1003

DRV COBI /

DRV 5 10 ng/mL COBI 5 ng/mL PK

DRV

6.1.1
6.1.1.1 CTD 5.3.1.1-2 TMC114IFD1001

PK 33 DRV 400 mg 2 RTV 100 mg QD 10

DRV/COBI 1 2 QD 10 DRV

3 3 10

DRV 4

Cmin DRV RTV Cmax AUC0-24

                                                       
6 DRV 400 mg 2 DRV 800 mg

TMC114IFD1001 GS-US-216-0115 TMC114IFD1003 GS-US-216-0130
7

*新薬承認情報提供時に置き換え

不純物A*

不純物B* 不純物C* 不純物D* 不純物E*
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1 2 10 COBI Cmax 1.14 1.16 μg/mL

AUC0-24 9.39 9.31 μg h/mL

4 DRV RTV DRV/COBI DRV PK
a 90%

Cmax AUC0-24 Cmin

1 DRV RTV 32/31 0.97 0.92, 1.01 0.97 0.92, 1.02 0.69 0.60, 0.81
2 DRV RTV 33 b /31 1.00 0.96, 1.04 0.99 0.94, 1.04 0.74 0.63, 0.86

a 1 2 PK /DRV RTV PK b AUC0-24 32

6.1.1.2 CTD 5.3.1.2-2 GS-US-216-0115
PK 32 DRV 400 mg 2 RTV 100 mg QD 10

DRV 400 mg 2 COBI 150 mg COBI 150 mg 1 QD 10

DRV 2 2

10 RTV COBI DRV Cmax AUCtau Ctau

90% 1.03 1.00, 1.06 1.02 0.97, 1.06 0.69 0.59,

0.82

6.1.2 CTD 5.3.1.2.1 TMC114IFD1003 2012 5 2012
8

PK 132 DRV 400 mg 2 COBI 150 mg 1

DRV/COBI DRV/COBI 800/150 mg 3 533 kcal

21 g 30 DRV/COBI

928 kcal 56 g 30 2 2
8 DRV 400 mg 2 COBI 150 mg 1 DRV/COBI

Cmax AUC0-72 90% DRV 0.99 0.94, 

1.04 0.96 0.91, 1.02 COBI 1.03 0.94, 1.13 1.01 0.92, 1.12 DRV

0.97 0.93, 1.01 0.98 0.93, 1.03 COBI 0.98 0.94, 1.02 0.98 0.95, 1.01

PK 90% 0.8

1.25 DRV/COBI 5

DRV Cmax AUC COBI Cmax AUC

5 DRV/COBI DRV COBI PK
Cmax μg/mL tmax

a h AUCinf μg h/mL t1/2 h

DRV
18

3.17 ± 0.86 7.05 ± 1.06 3.00
1.00 - 5.07

4.50
1.50 - 6.00

43.99 ± 
13.55b

76.17 ± 
22.09c 6.8 ± 3.1b 6.6 ± 3.2c

COBI 0.74 ± 0.22 0.77 ± 0.17 2.00
0.98 - 4.00

4.98
1.00 - 6.00 5.53 ± 1.97 5.53 ± 1.48c 3.9 ± 0.7 3.9 ± 0.7c

± a b 16 c 17

                                                       
8 3 1 DRV COBI DRV/COBI 2

DRV COBI DRV/COBI 3
DRV/COBI
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6.2  

300 mg

DRV PPK

PK  

 

6.2.1  

6.2.1.1 PPK PK CTD 5.3.3.5.8 5.3.5.2  

GS-US-216-0130 HIV DRV PK 298

2,364 9 PPK NONMEM version 7.2.0 0

1 2- DRV CL/F

1 α-1 10

Vp/F 11 HIV DRV 

800 mg/COBI 150 mg QD 24 DRV Cmin

AUC0-24 2.04 1.26 μg/mL 100.15 32.04 μg h/mL  

GS-US-216-0130 HIV DRV PK 59

PK WinNonlin version 6.2 HIV

DRV 800 mg/COBI 150 mg QD DRV Cmax

Cmin AUC0-24 7.66 1.92 μg/mL 1.31 0.97 μg/mL 81.65 26.32 μg h/mL  
 

6.2.1.2 CTD 5.3.4.2.3  

HIV GS-US-216-0130

DRV AUC0-24 Cmin DRV

24 24 HIV RNA 50 copies/mL

HIV-1 265

DRV AUC0-24 Cmin DRV AUC0-24

Cmin 4 HIV RNA 50 copies/mL

DRV HIV

16 DRV AUC0-24 Cmin 3 4

1

DRV AUC0-24 Cmin HIV RNA 50 copies/mL

DRV  

 

 

                                                        
9  53 635 24 55 666  
10  PPK Base model 1 α-1  
11   
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6.2.2 12

DRV RTV 6

DRV PK

90% 6 7

6 DRV PK
90%

DRV/RTV Cmax AUCtau Cmin

Artemether/Lumefantrine a 80/480 mg BID 600/100 mg BID 14 1.00 0.93, 1.07 0.96 0.90, 1.03 0.87 0.77, 0.98
50 mg QD 800/100 mg QD 25b 1.04 0.99, 1.10 1.18 1.11, 1.25 1.31 1.13, 1.52

a b 23

7 PK DRV/RTV
90%

DRV/RTV Cmax AUCtau Cmin

/
24/6 mg QD

600/100 mg
BID

18a 0.92 0.79, 1.08 0.89 0.78, 1.02 0.98 0.82, 1.16

18a 1.36 1.06, 1.74 1.46 1.15, 1.85 1.71 1.29, 2.27

400 mg BID 600/100 mg
BID 6 0.67b 0.33, 1.37 0.71b 0.38, 1.33 1.38b 0.16, 12.12

150 mg BID 600/100 mg
BID 15 2.29c 1.46, 3.59 4.05d 2.94, 5.59

750 mg TID 600/100 mg
BID 16e 0.64 0.61, 0.67 0.65 0.61, 0.69 0.68 0.63, 0.74

Artemether Artemether/Lumefa
ntrinef

80/480 mg BID

600/100 mg
BID

15g 0.82 0.61, 1.11 0.84 0.69, 1.02 0.97h 0.90, 1.05
Dihydroartemisinin 15g 0.82 0.66, 1.01 0.82 0.74, 0.91 1.00i 0.82, 1.22

Lumefantrine 15g 1.65 1.49, 1.83 2.75j 2.46, 3.08 2.26 1.92, 2.67
DRV/RTV

150 mg QD
DRV/RTV

50 mg QD

800/100 mg
QD 25k 1.79 1.55, 2.06 2.59l 2.15, 3.11 4.58 3.54, 5.92

a DRV/RTV 17 b c DRV/RTV 13 d e DRV/RTV 11
f g DRV/RTV 14 h 4 i 9 j AUC0-246 k DRV/RTV 21 l DRV/RTV 24

6.R
6.R.1

PK

TMC114IFD1003 DRV

Cmax AUC COBI Cmax AUC

6.1.2 DRV DRV RTV

300 mg 12 DRV

GS-US-216-0130 DRV 400mg 2 /COBI 150 mg

300mg

                                                       
12 CTD 5.3.3.4.17 TMC114-TiDP3-C171 CTD 5.3.3.4.19 TMC114-MK0518

CTD 5.3.3.4.20 TMC114-A4001052 CTD 5.3.3.4.22 VX-950-
TiDP24-C124 2008 6 2008 10 CTD 5.3.3.4.24 TMC125VIR1001 2011 3 2011 7
CTD 5.3.3.4.31 TMC435-TiDP16-C115 2011 5 2011 8
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GS-US-216-0130

GS-US-216-0130 7.R.1 7.R.2  

 

6.R.2 PK  

DRV COBI PK

 

DRV/COBI PK

DRV COBI PK  

 DRV 600 mg RTV 100 mg DRV PK

300 mg 21 6 4 0604005

 

 DRV 400 800 1200 mg RTV 100 mg QD DRV Cmax AUC0-

24 Cmin HIV

PPK

 

 DRV 800 mg RTV 100 mg COBI 150 mg DRV

Cmax AUCtau 6.1.1  

 DRV COBI CYP3A4 300 mg   12

4.3 CYP DRV

COBI  

 

DRV COBI PK

DRV COBI PK  

 

 

DRV COBI

PK

DRV/COBI PK

DRV COBI PK

PK

 

 

6.R.3  

 

DRV CYP3A RTV HIV

DRV HIV DRV 800 mg/RTV 100 mg QD
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HIV DRV

HIV DRV DRV

RTV CYP3A COBI

DRV 800 mg/RTV 100mg QD DRV

800 mg COBI  

 / /  /COBI 150/200/300/100

150/200/300/150 mg QD CYP3A Cmax

AUC COBI Ctau COBI 100 mg

150 mg 1.7  

 CYP3A 300 mg RTV 100 mg COBI 150 mg

Cmax AUCtau Ctau RTV COBI  

 GS-US-216-0115 DRV 800 mg/RTV 100 mg DRV 

800 mg/COBI 150 mg DRV Cmax AUCtau 6.1.1.2  

 

HIV DRV HIV

DRV 800 mg/RTV 100 mg QD

DRV/COBI DRV 800 mg/COBI 150 mg  

 

HIV DRV HIV

DRV 800 mg/RTV 100 mg QD Cmax

AUC DRV/COBI DRV 800 mg/COBI 150 mg

 

 

7.  
300 mg

DRV COBI GS-

US-216-0130  

 

7.1 CTD 5.3.5.2.1-1 5.3.5.2.1-2 GS-US-216-0130 2011 9 2013 2  
HIV-1 13 DRV HIV-1

14 300 DRV/COBI

56  

DRV 400 mg 2 COBI 150 mg 1 2

4 QD 48  

313 295 18 FAS

FAS  

                                                        
13  12 HIV  
14  HIV-1 RNA 1,000 copies/mL eGFRCG 80 mL/min 2

DRV V11I V32I L33F I47V I50V I54M I54L T74P L76V I84V L89V
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24 3 415

5.8% 18/313 5.4% 16/295 11.1% 2/18

1.6% 5/313 2

1

24 2 3 4 3

2  

48 91.4% 286/313

91.5% 270/295 88.9% 16/18

10% 8  
 

8 48 10%  

    
     

 295 18 295 18 
 270 91.5  16 88.9  122 41.4  6 33.3  
 80 27.1  6 33.3  43 14.6  4 22.2  
 69 23.4  3 16.7  44 14.9  1 5.6  

 43 14.6  1 5.6  0 0 
 35 11.9  3 16.7  12 4.1  1 5.6  
 25 8.5  3 16.7  5 1.7  0 

 26 8.8  3 16.7  0 0 
 21 7.1  4 22.2  0 0 

 17 5.8  3 16.7  0 0 
 9 3.1  2 11.1  0 0 

 9 3.1  2 11.1  0 0 
 5 1.7  2 11.1  0 0 

 3 1.0  2 11.1  1 0.3  0 
 3 1.0  2 11.1  0 0 
 2 0.7  3 16.7  0 0 

%  
 

26 21 2

1 5

1

1

4 1

 

16 3

2

1

                                                        
15  Gilead Sciences, Inc. AIDS Res Ther 2014; 11: 

1-12  
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48 HIV-1 RNA 50 copies/mL 16

80.8% 253/313 83.1% 245/295 44.4% 8/18  
 
7.R  
7.R.1  

HIV DRV

HIV

HIV DRV

 
 

 

 
7.R.1.1  

 

HIV DRV

HIV DRV 800 mg/RTV 100 mg QD

TMC114IFD1001

DRV 800 mg/COBI 150 mg 17 DRV Cmax AUC0-24 DRV 400 mg

2 /RTV 100 mg 6.1.1.1

DRV 800 mg DRV 400 mg 2

COBI 150 mg COBI 150 mg 1

TMC114IFD1001 DRV 400 mg 2 / COBI 150 mg 1

GS-US-216-0130

DRV 400 mg 2 /RTV 100 mg 1 QD

HIV DRV HIV

 

TMC114IFD1003 DRV 400 mg 2 COBI 

150 mg 1 6.1.2

HIV DRV

HIV

Guidelines for the Use of Antiretroviral Agents in HIV-1- Infected Adults and Adolescents

Developed by the DHHS Panel on Antiretroviral Guidelines for Adults and Adolescents – A Working Group of 

the Office of AIDS Research Advisory Council (OARAC), 2015 Guidelines Version8.0 European AIDS 

Clinical Society, 2015 DRV/RTV 2 4

DRV/COBI 2 4

 

                                                        
16  TLOVR  
17   
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HIV

DRV HIV DRV 800 mg RTV 

100 mg

 

 400 mg1 HIV DRV

HIV DRV 400 mg 2 /RTV 100 mg 1

QD DRV 800 mg/RTV 100 mg QD

400 mg 21 7 9  

 DRV 800 mg/COBI 150 mg DRV

DRV 800 mg/RTV 100 mg 6.1.1.1  
 

7.R.1.2  
HIV-1 GS-US-216-0130

DRV 800 mg/COBI 150 mg QD  

DRV 800 mg/COBI 150 mg QD GS-US-216-0130

48 HIV-1 RNA 50 copies/mL 16 83.1% 245/295 DRV

44.4% 8/18 DRV 800 mg/RTV 100 mg QD
18 HIV-1 48 HIV RNA

50 copies/mL 16 83.7% 287/343 400 mg

21 7 9 DRV 72.1% 212/294

300 mg   12

DRV 800 mg/COBI 150 mg QD DRV 800 mg/RTV 100 mg QD

DRV 800 mg/COBI 150 mg QD

DRV 800 mg/RTV 100 mg QD GS-

US-216-0130

DRV 800 mg/RTV 100 mg DRV 800 mg/COBI 150 mg

DRV HIV DRV

HIV DRV 800 mg/COBI 150 mg QD DRV 800 mg/RTV 

100 mg QD  

 

 

GS-US-216-0130 HIV DRV

HIV

DRV 800 mg/COBI 150 mg DRV 800 mg/RTV 100 mg DRV

DRV 800 mg/RTV 100 mg QD

                                                        
18  TMC114-C211 CTD 5.3.5.1.1 DRV 800 mg/RTV 100 mg QD  

TMC114-C229 CTD 5.3.5.1.2 DRV 800 mg/RTV 100 mg QD  /
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7.R.1.1 HIV-1 DRV HIV-

1 DRV 800 mg/RTV 100 mg

 

HIV HIV

 

 
7.R.1.3  

GS-US-216-0130  

GS-US-216-0130 48
19 15 8 7 DRV

4 1 3 DRV
20 1 I84I/V

21 M184V 2 1 1 M184I 1 1

DRV 1

 

DRV/COBI DRV/RTV

COBI HIV

COBI DRV/COBI

DRV  

 

 

GS-US-216-0130 DRV/COBI

DRV/COBI

DRV/RTV

DRV/COBI COBI

DRV/COBI

DRV

 

 

 

                                                        
19  1  

8 HIV-1 RNA 1 log10 HIV-1 RNA 50 copies/mL
12  

HIV-1 RNA 50 copies/mL HIV-1 RNA 400 copies/mL
HIV-1 RNA 1 log10

 
48 HIV-1 RNA 400 copies/mL  

20  V11I V32I L33F I47V I50V I54M I54L T74P L76V I84V L89V 
21  M41L E44D A62V K65R D67N T69 insertions T69D/N K70R/E L74V/I V75I F77L Y115F F116Y V118I Q151M M184V/I L210W

T215Y/F K219Q/E/N/R 
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7.R.2  
HIV

DRV

HIV

 
 

 

 

7.R.2.1 GS-US-216-0130 DRV/COBI  
GS-US-216-0130 DRV/COBI

 

GS-US-216-0130 5%

9 1 2

8.3% 26/313 5.1% 16/313 24

48

 
 

9 48 5%  
 

313 313 
286 91.4  128 40.9  
86 27.5  47 15.0  
72 23.0  45 14.4  
44 14.1  0 
38 12.1  13 4.2  
29 9.3  0 
28 8.9  5 1.6  
25 8.0  10 3.2  
25 8.0  0 
24 7.7  0 
22 7.0  10 3.2  
20 6.4  13 4.2  
20 6.4  0 
18 5.8  0 
17 5.4  1 0.3  

%

 

DRV/RTV

 

HIV-1 DRV/RTV 18

90.1% 309/343 76.2% 224/294 7.3% 25/343

5.4% 16/294 4.7% 16/343 3.4% 10/294

GS-US-213-0130 DRV/RTV
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GS-US-213-0130 7
22  

 

GS-US-216-0130 16.3% 51/313

2 1 7

3 1 3 2

2 1 7 3

1

300 mg 12

 

 

 

GS-US-213-0130

DRV/RTV

DRV

HIV

48

HIV

 

COBI  

25 2 19  

 

7.R.2.2  
 

GS-US-216-0130 23 4.5% 14/313 6 4

3 1 1

1

10  
 

10  
 313  48 269  

mg/dL  0.98 ± 0.164 1.08 ± 0.193b  
eGFRCG mg/dL  118.1 ± 29.45 109.2 ± 28.61b  

a  47 15.0%  29 10.8%  
 ±  

a dipstick % b 268  

48 eGFRCG COBI

eGFRCG 50 79 mL/min

                                                        
22  MedDRA

 
23  MedDRA
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GS-US-216-0121 GFR

COBI GS-US-216-0121

C GFR

COBI

GFR GFR Pharm Res 2004; 

21: 976-81 Biochem Pharmacol 2008; 76: 894-903 Biochem Pharmacol 2007; 74: 359-71  

COBI

COBI

 

 

GS-US-216-0130 eGFRCG 80 mL/min

eGFRCG 80 mL/min

 

 

COBI 4.3 eGFRCG 50 79 mL/min

eGFRCG 30 mL/min COBI

Cmax 1.13

AUC 1.37 Cmax 1.22 AUC 1.25 24 DRV

DRV

300 mg   12  

 

 

 

COBI

 

GS-US-216-0130 eGFRCG 80 mL/min eGFRCG 80 mL/min

COBI

eGFRCG 

80 mL/min

 

 

 

7.R.3  
HIV  

                                                        
24  CTD 5.3.3.3.2 CTD 5.3.3.3.3 



 25 

 

DRV/RTV HIV-1

DRV HIV-2 DRV/RTV

HIV 300 mg 

19 10 9 7.R.1 7.R.2

DRV/RTV HIV

HIV DRV HIV

 

 

 

 

7.R.4  
 

DRV 800 mg/COBI 150 mg QD DRV 800 mg/RTV 100 mg QD

DRV 6.R.3 DRV 

800 mg/RTV 100 mg QD 7.R.1

7.R.2

 
 

1 1 800 mg 150 mg 1

1 HIV  

 

 

 

7.R.5  

 

DRV RTV COBI

DRV 800 mg/RTV 100 mg QD HIV DRV

HIV  

HIV 26 HIV

2015 3 HIV

2

RTV

HIV DRV/RTV  /

/ 4

Guidelines for the Use of Antiretroviral Agents in HIV-1- Infected Adults and Adolescents

Developed by the DHHS Panel on Antiretroviral Guidelines for Adults and Adolescents – A Working Group of 

the Office of AIDS Research Advisory Council (OARAC), 2015 Guidelines Version8.0 European AIDS 

Clinical Society, 2015 DRV/RTV 2 4
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DRV/COBI 2 4

 

DRV 800 mg/RTV 100 mg QD DRV

2  

DRV 800 mg/COBI 150 mg QD DRV DRV 800 mg/RTV 100 mg QD

6.1.1.1 DRV 800 mg/RTV 100 mg QD

HIV DRV

HIV DRV 800 mg/RTV 100 mg QD  

 

 

DRV 800 mg/RTV 100 mg QD DRV

HIV DRV 800 mg/COBI 150 mg

DRV Cmax AUC0-24 DRV 800 mg/RTV 100 mg

DRV 800 mg/RTV 100 mg QD

7.R.1 DRV HIV

 

 

7.R.6  
HIV

HRD HIV related drugs 25

 

  

  

1  

 

DRV COBI

 

 

 

 HIV

 

  

  

 

 
 

 

                                                        
25  HRD HIV HIV

9 6 26 38  
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8. 1
HIV

DRV COBI

HIV

 

 

 

 

 

  



 28 

1  
 

28 10 11  

 

 
  

   

  

 28 7 29  

 

1.  

20 12 25 20 8

 

 

1 7.R.1 

7.R.2 7.R.3 7.R.4 7.R.6 

 

 

 

 

 

1.1  

1 7.R.6 

 

 HIV

 

  

  

 

 

 

11 12

13
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11  

 
   

 
 

 
 
 

 

 
 

HIV
 

 
 

 
 

 
HIV  

 
 

 

12  

  
 
 

 

 

 

13  

 
  
 HRD HIV related drugs  
 HIV  

 1  
  

 HIV RNA CD4  
 

 
  
 HRD  
 HIV  

  
  

  
 

 

  
  

 2017 3 7  
 8  

  

 

2.  
2.1  
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2.2 GCP  

5.3.3.1-4 GCP

 
 
3.  

35 3 24

 

 

 

HIV  

 

 

1 1 800 mg 150 mg 1 1

HIV  
 

 

1.  

2. 

 

3. 
 

4. 
 

5. 

 

 


