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* Reports of Bioavailability and Bioequivalence Studies

1) A Phase 1 Randomized, Open-label, Pharmacokinetic Study in Healthy Volunteers to
Assess the 1) Bioequivalence of the Clinical and Intended Commercial Formulations
of Tenofovir Disoproxil Fumarate and the 2) Effect of Food on the Bioavailability
and Pharmacokinetics of the Intended Commercial Formulation of Tenofovir
Disoproxil Fumarate 300mg Tablets (GS-00-914)

* Reports of Pharmacokinetic/Pharmacodynamic Studies

1) A Phase 1-2, Randomized, Double-Blind, Placebo-Controlled Study of the Safety,



Tolerance, Pharmacokinetics, and Antiviral Activity of
9-[(R)-2-(phosphonomethoxy)propylladenine (PMPA) in HIV-infected Patients
(GS-96-701)

2) A Phase 1/2 Randomized, Double-Blind, Placebo-Controlled Study of the Safety,
Tolerance, Pharmacokinetics, and Antiviral Activity of Tenofovir Disoproxil Fumarate
in HIV-1-Infected Patients (GS-97-901)

3) A Phase 1, Randomized, Open-Label, Multiple-Dose, Drug Interaction Study to Assess
the Pharmacokinetics of Tenofovir Disoproxil Fumarate, Lamivudine, Didanosine,
Indinavir, ABT-378/Ritonavir and Efavirenz in Healthy Volunteers (GS-00-909)

* Reports of Efficacy and Safety Studies

1) A Phase 2, Randomized, Double-Blind, Placebo-Controlled Study of the Safety and
Antiviral Activity of the Addition of PMPA Prodrug (TenofovirDF) to Combination
Antiretroviral Regimens in Treatment-Experienced HIV-Infected Patients
(GS-98-902)

2) A Phase 3, Randomized, Double-Blind, Multicenter Study of the Treatment of
Antiretroviral-Naive, HIV-1 Infected Patients Comparing Tenofovir Disoproxil
Fumarate Administered in Combination With Lamivudine and Efavirenz Versus
Stavudine, Lamivudine, and Efavirenz (GS-99-903)

3) A Phase 3, Double-Blind, Randomized, Placebo-Controlled, Multicenter Study of the
Safety and Efficacy of Tenofovir Disoproxil Fumarate in Combination With Other
Antiretroviral Agents for the Treatment of HIV-1 infected Patients (GS-99-907)

4) A Phase 3, Open-Label, Multicenter Study of the Safety of Tenofovir Disoproxil
Fumarate Administered in Combination with Other Antiretroviral Agents for the
Treatment of HIV-1 Infected Patients (GS-99-910)

5) A Phase 3, Randomized, Open-Label, Multicenter Study of the Treatment of
Antiretroviral-Naive, HIV-1 infected Subjects Comparing Tenofovir Disoproxil
Fumarate and Emtricitabine in Combination with Efavirenz Versus Combivir
(lamivudine/zidovudine) and Efavirenz (GS-01-934)
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- International Non-Proprietary Name (INN): tenofovir disoproxil fumarate

US Adopted Name (USAN): tenofovir disoproxil fumarate
[(R)-2-[[Bis[[(isopropoxycarbonyl)oxy Imethoxy]-phosphinyl]

-  Chemical Name:
propyl] adenine fumarate (1:1)

Structural Formula:

Tenofovir
Disoproxil Tenofovir
Fumarate Disoproxil Tenofovir
Elnpirical Formula: C'33H34N5014P C19H30N501 op C9H14N504P
Formula Weight: 635.52 51945 287.21
Chemical Structure: NHp
N RS
¢TI
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k/o P07 07 Yo HoCOoH
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methoxy]



Appearance:

Stereochemistry:

Optical Rotation:

Melting Point:
pKa:
Log P:

Polymorphism:

Tenofovir DF is a white to off-white crystalline powder.

Tenofovir DF confains a single chiral center at the C-2 position of
the propyl side-chain and is produced as the R-enantiomer.

The R-enantiomer has a specific rotation of —16.4° when a 2%
(w/v) solution in 0.1 N HCI is measured at 20 °C.

Tenofovir DF melts in the range of 112 to 119 °C.
3.75 (by solubility)
1.25 (in 1-octanol/phosphate buffer @ pH = 6.5)

Two crystal forms of tenofovir DF have been observed. Both
forms have identical intrinsic dissolution rates, solubilities in
water, and melting enthalpies, but they can be distinguished by
DSC or XRD.

Hygroscopicity:

Tenofovir DF has been shown to be non-hygroscopic when

exposed to 92% relative humidity for 37 days at room
temperature.

Solubility:

The solubility of tenofovir DF in selected solvents at room
temperature is provided below:

Solvent Solubility (mg/mL) TSP Description
N, N-Dimethylformamide 428 Freely soluble
Methanol 69.1 Soluble
0.1 N HCl (aq) 43.0 Soluble
Ethanol 35.0 Soluble
Acetone 23.9 Sparingly soluble
2-Propanol 17.2 Sparingly soluble
Water (no pH adjustment) 134 Sparingly soluble
Water (adjusted to pH 7.2) 12.1 Sparingly soluble
0.01 M Phosphate, pH 3.6 11.5 Sparingly soluble
Acetonitrile 7.56 Slightly soluble
Ethyl acetate 6.07 Slightly soluble
Isopropyl acetate 3.03 Slightly soluble
Dichloromethane <0.1 Insoluble
Hexane <0.1 Insoluble
Diethyl ether <0.1 Insoluble
Di-n-butyl ether <0.1 Insoluble
Isopropyl Ether <0.1 Insoluble
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6.1. ¥4 A EA=5F (Clinical Data Package, CDP)
6.1.1. 71 &

* Reports of Bioavailability and Bioequivalence Studies

1) A Phase 1 Randomized, Open-label, Pharmacokinetic Study in Healthy Volunteers to Assess
the 1) Bioequivalence of the Clinical and Intended Commercial Formulations of Tenofovir
Disoproxil Fumarate and the 2) Effect of Food on the Bioavailability and Pharmacokinetics of
the Intended Commercial Formulation of Tenofovir Disoproxil Fumarate 300mg Tablets
(GS-00-914)

» Reports of Pharmacokinetic/Pharmacodynamic Studies

1) A Phase 1-2, Randomized, Double-Blind, Placebo-Controlled Study of the Safety, Tolerance,
Pharmacokinetics, and Antiviral Activity of 9-[(R)-2-(phosphonomethoxy)propyl]adenine
(PMPA) in HIV-infected Patients (GS-96-701)

2) A Phase 1/2 Randomized, Double—Blind, Placebo-Controlled Study of the Safety, Tolerance,
Pharmacokinetics, and Antiviral Activity of Tenofovir Disoproxil Fumarate in HIV-1-Infected
Patients (GS-97-901)

3) A Phase 1, Randomized, Open-Label, Multiple-Dose, Drug Interaction Study to Assess the
Pharmacokinetics of Tenofovir Disoproxil Fumarate, Lamivudine, Didanosine, Indinavir,
ABT-378/Ritonavir and Efavirenz in Healthy Volunteers (GS-00-909)

* Reports of Efficacy and Safety Studies

Treatment-Naive Patients

1) A Phase 3, Randomized, Double-Blind, Multicenter Study of the Treatment of



2)

Antiretroviral-Naive, HIV-1 Infected Patients Comparing Tenofovir Disoproxil Fumarate
Administered in Combination With Lamivudine and Efavirenz Versus Stavudine, Lamivudine,
and Efavirenz (GS-99-903)

A Phase 3, Randomized, Open-Label, Multicenter Study of the Treatment of
Antiretroviral-Naive, HIV-1 infected Subjects Comparing Tenofovir Disoproxil Fumarate and
Emtricitabine in Combination with Efavirenz Versus Combivir (lamivudine/zidovudine) and
Efavirenz (GS-01-934)

Treatment—Experienced Patients
3) A Phase 2, Randomized, Double-Blind, Placebo—Controlled Study of the Safety and Antiviral

Activity of the Addition of PMPA Prodrug (TenofovirDF) to Combination Antiretroviral
Regimens in Treatment-Experienced HIV-Infected Patients (GS-98-902)

4) A Phase 3, Double-Blind, Randomized, Placebo—Controlled, Multicenter Study of the Safety and

Efficacy of Tenofovir Disoproxil Fumarate in Combination With Other Antiretroviral Agents
for the Treatment of HIV-1 infected Patients (GS-99-907)

5) A Phase 3, Open-Label, Multicenter Study of the Safety of Tenofovir Disoproxil Fumarate

Administered in Combination with Other Antiretroviral Agents for the Treatment of HIV-1
Infected Patients (GS-99-910)

6.1.2. Efficacy

Treatment—Naive Patients

Treatment No.of HIV-1 Characteristics at  +
*Study+ Design+ Population+s Regimens+ Subjects®| Duration+ Demographics+< Study Entry (Mean)~
*G5-00-003+¢ | Fandomized(1:1), Treatment-naive TDF+3TC+EFV+ 600+ | 144 weeks |Male:73% 4 HIV-1 RNA +
double-blind, active- (HIV-1 ENA > 5000 | vs.4 double- White: 64% 1 4.9logyg copiesmL+
controlled study, copies'mL} d4T+3TC+EFVY blind phase, | Meanage: 36 years® | g0, - 100,000 copies/mL+'
equivalence study+ followed by
192 weeks CPJ_CEH count
open-abel 279 cells/mm?+
phaseat
selected
centerss
"G5-01-934+¢ | Fandomized(1:1), Treatment-naive TDF+FTC+EFV+ 3114 | 240 weeks+ [ Male: 86% 4 HIV-1RNA *
open-label, parallel, [HIV-1 RINA s+ (ongoing) | White: 39% 4 5.01logrg copies/mL+
multicenter, > 10,000 copies'mL+ | ZDV/3TC+EFVY Meanage: 37 years¥ | 54 %> 100.000 copies/ml +
active-controlled study+ ’ ’
- CD4+ cell count
245 cells/mm®»

& Numberof subjects randomized who recetved at least one dose of study medication+

b Long-term, rollover protocol, Study GS-89-910 was available for subjects who completed Studies G5-98-%02 and G5-99-807+

Number of
'Typeof Study Study and Contrel Duration of + Subjects by Study/ Populationd| Study Status; Type
Study+ Number< | Study Objective (s)¢ Design+ Drug Regimens+ Treatments Treatment+ Entry Criteria+ of Report+
1Efficacy+ | G5-99-903 «| Evaluate efficacy and | Randomized, d4T+3TC+EFV+4 144-week 600 subjectse Naive+ Ongoing; +
zafety oftenofovirDF | double-blind TDF placebo+ double-blind Entrv criteria: 48-week ICSR, +
inatrple combination |equivalence study+ | TpF<3 TC<EFV<1 phase followed -~ 35000 copies/mL 06-weekkey data
regimen in d4Tplacebor by 06-week HIV-1 ENA+ publications
antiretroviralnaive open-label . synopses {6083}
triple combination phaseat No restriction on {6242} {4627}
study+ selected centers 4 CD4+ cell counte T -
- {6106} +
144 week CSR#




Number of
'Typeof Study Study and Control Duration of + Subjects by Study/ Populationy Study Status; Type
Study+ Number< | Study Objective (s} Design+ Drug Regimens+ Treatments Treatments Entry Criteria+ of Reports
'Efficacy+ | GS-01-934+| To assess noninfenionty | Randomized, Group 1:4 240 weeks+ 511 subjects Antiretroviral- Ongoing; +
of TDF and FTC in opendabel, parallel, | TDF 300 mg QD* + radomized and | pajve, HIV-1 Interim 24-wesk
combination with multicenter, active- | FTC 200 mg QD* + treateds’ infected subjects analysis, L
efavirenzrelative to controlledstudyto | EFV 600 mg QD"+ with plasma HIV-1 48-week ICSR
Combivirin assessthe Group 2: 4 EMNA levels
combination with equivalence oftwo | combivir (3TC/ZDV) = 10,000 copies
efavirenzinthe treatmentregimens | 15 300 mgBID+ mL+#
treatment of tenofovir DF + EFV 600 mg QD**¢
HIV-lanfected eminicitabine +
antiretroviral-naive efavirenz versus
subjects as determuined | Combivir+
by the achievement and | efavirenz with
maintenance of 1:1 randomization.
confimmed HIV-1 ENA | Subjects were
<400 copies/'mL stratified on the
through Week 48 basis of screening
defined by the FDA CD4+ cell count
Timeto Loss of (<orz200
Virologic Response cells'mm®
(TLOVE.) algorithm+

QD once daily; BID, twice daily; TDF, tenofovir DF; FTC, emtricitabine; EFV, efavirenz; d4 T, stavudine; 3TC, lamivudine; ZDV, zidovudine+

Fandomized, open-label, parallel, multicenter, active-controlled study to assess the equivalence oftwo treatment regimens tenofovir DF + emtricitabine + efavirenz versus
Combivir+ efavirenz with 1:1 randomization. Subjects were stratified onthe basis of screening CD4+ cell count (< or = 200 cells’ mum® )

Treatment-Experienced Patients

Treatment No. of HIV-1 Characteristics at
'Study+ Design+ Population+ Regimens+ Subjects®| Duration+ Demographics+ Study Entry (Mean)~
1G3-98-902°% | Randomized {2:2:2:1), | Treatment- TDF (300,150 186+ |48 weeks+ |Male:92%4 HIV-1 ENA
double-blind, placebo- | expernencedwith and Timg) extended White: T4% 4+ 3.Tlogyg copies'mL+
controlled, dose- early virologic Vi dosing+ Meanage: 36 years | cD4+ cell count
ranging intensification | faillure (HIV-1 ENA | placebos 374 cellsmmd+
studye >400-<10.000 4 949% with > 1 primary NRTI
copies/mL} . .
resistance mutations
1 (35-90-007% | Randomized(2:1), Treatment- TDF (300mg) 4 3504 | 48 weekse |Male: 85% 4 HIV-1 ENA
double-blind, placebo- | experienced with vs.+ White: 69% 4+ 3.4logyg copies'mL+
controlled early virologic placebos Meanage: 42 years¢ | opa+ cell count
intensification study+ | failure (HIV-1 ENA 477 cells/mm3+
>400-< 100,000 + 94%with > 1 primary NRTI
coples/mL} . .
resistance mutation+
1(35-69-910% | Rollover protocole Treatment- TDF (300 mg)* 373¢ | Extended |Male:87%4 HIV-1ENA
experenced with dosing+ White: 72% 4+ 3.4logyg copies'mL+
early virologic Meanage: 42 years | cD4g+ cell count
failure (HIV-1 RINA 419 cells/mmie
»>400—=10,000
copies/mL}




Number of

'Type of Study Study and Control Duration of + Subjects by Study/ Populationy] Study Status; Type
Study+ Number< | Study Objective (s} Design+ Drug Regimens+ Treatments Treatments Entry Criteria+ of Reports
'Efficacy+ | GS-08-902 4 Evaluate safety and Randomized, TDF 73 mg QD, ort |48 weekswith |ElindedPhase:! |Expenenced+ Completed: +
efficacy of 3 dosing double-blind, TDF 150 mg QD. or! | extended dosing| 189 enrolled+ Entry criteria: = 400 A8 week ICSE, 4
reg;i.m?ansi.n treatment- Placel?o- co_nLro].led: TDF 300 mg QD, ort |to 12months? | Exiended dosing: | and < IDD:DD-D_ ICSREX +
experienced subjects on | intensification studyy{ Placebo+ 135¢ copies'mL HIV-1 final CSE, +
stable antiretroviral ENA« 48-week VSR, +
therapy+ R final VSR+
No restriction on
CD4+ cell count+
'Efficacy+ | GS-99-907 « 1)Evaluate safety and | Randomized, TDF 300mg QD or 4| 48 weeks+ 332 enrolled, Entry criteria:+ Complete; +
efficacy oftenofovir DF | double-blind, Placebo QD+ (double-blind | 330 subjects =400 and 24-week ICSE_ 4
300mgin treatment- placebo- controlled, phase 24 weeks, | receivedatleast | 100.000 final CSE, 4
experienced subjects on | intensification study openlabelto 1 dose of study :0 ie; mL HIV-1 24-week VSR 4
stable antiretroviral 48 weeks) drugs RI‘I»IJ-\H 48-week VSRS
therapy+ B
. No restriction on
CD4+ cell count+
[ a 2)Evaluate PK examined after | Single dosed Single dose+ 144 - &
phammacckineticsin single 300 mg dose | 12-48 weeks # 1248 weeks ¢ | Tto 14+
substudy+ and during chromnic
treatment over 12 to
48 weekss
6.1.3. Safety
- Study GS-99-903 oA A5 A3 gle At
"X 5. 2218 JFA 4 10% o] HAPIA HuB A8 5
il o] 4 k-3 Study GS-99-903 (144 F HAY F A Yo
TDF+3TC+EFV. d4T+3TC+EFV¥.
{N = 299)~ {N = 301)~
=Adverse Events ne Foe ns %o
=4ny Evente 2940 3570 2920 9740
= Viral infectione 100+ 33%e g4 1%
= Diartheas 34 IFew 100¢ 33%ee
» Headache+ 92a 31Fe 97a I2%e
* Dizzinesss Gde 2% Gae 23%s
* Rashs T 26 % 83 0%
= Mauseas T3e 24 % T8e 2h%e
Paine Tle 24 % i 2h%e
Asthenias The 23Fee g 23%ew
Flu Syndromes e 235 ] 23%e
Pharymgitis« BEe 225 B2+ 21%e
Rhinitis« G5 22Fe Gle 20%«
Abdominal Paine B3+ 20%e 80+ gty
Cough nereaseds G0+ 209 41+ 14%+
Fevers b3a e0Fe bde 18%e
Back Paine 5T 19% 454 15%+
Depressions h3e 185+ hle 17 %
Imsotmnnias h3e 16% hGe 19%+



Abnormal Dreamse B2a 1740 460 15«
Sinusitise h2a 175 Bge 19%
Upper Respiratory  Infectione 454 1% G4 215
Pruritus« 424 14%e 35 12%e
Anxietye 38e 13%e 32e 11%w
Anorexad 3Te 125 3le 10%e
Arthralgiae 37e 12%e afe 13%%
Bronchitis« 36« 12%%e 28 95%e
Fungal Dermatitis« 35a 12%e 4F« 16%%
Herpes Simplexe 37e 12%e 30¢ 10%%
Infection Fungale 36 12%e 20 The
Paresthesiae 36+ 125 444 155«
WVorniting+ 37a 12%¢ Hle 175
Accidental njury« 33¢ 11%e 39« 13%%
Sormolences 334 115 e 115
Lymphadeno pathye 29¢ 10% 19¢ B
Skin Benign Meoplasme 31e 10%% 26« I7e
Dyspepsiad 28a % 3ha 12%
Conjunctivitis« 2de B 330 11%e
= Lipodystrophye 9a 3% bge 19%+

- Study GS-01-934914 A8 ZA&o] gl= A (Treatment-Naive Subjects in Study GS-01-934)



¥ 10. 27 ISA R 2 10% ol HollA B uE A g8 5 24 o] 4
815 Study GS-01-934(48 F ot3d =24 fth.

*Treatment-Emergent AEs Reportedin> 10% | L ¥ (;ITES;JDF‘ EF‘(’N* fga‘;i‘""‘ ¢
of Subjeds in Either Treatment Groupby
Preferred Term®~ n bl na o0 g
whny AEe 242¢ 94 % 2420 5% €
=Dizzinesse Tle 28%%e e 2hRe 4
=Nauzeas file 245 g0« 3% @
=Diarrheas B2e 20%%e 34e 13%e  #
=Abnormal Dreamse 430 175 34a 1350+
sFatigues 36 1450 364 14%0 &
sHeadaches ITe 145 Iie 15%e  #
=Insornniad 35¢ 14%%¢ 434 1%+
sMNasopharyngiise 36 1450 18+ T &
=Hashe 35 145 &7e 11%e  #
=Upper Respiratory Tract Infectons 26+ 10%e 20+ Qe &
sDepressions 21lv 8% 280 11%0 &
=Vomitng < 14+ B 260 109 &

"a  Alladverse eventsreportedinz 10% of subjects in either treatment sroup are inchided, regardless
of severity grade or relationship to treatment. Each subject is counted only once per treatment and
preferred term.+

- Studies GS-98-902 % GS-99-907 1&]il E2H Study GS-99-910 oA A5 Aol U= A
(Treatment—Experienced Subjects in Studies GS-98-902 and GS-99-907 and Rollover Study
GS-99-910)

ARbA o g HIV #H o] whg52 919F (14%) & 7ol U™ 253 Hlalste], tenofovir oF& A&
FAs (18%) oA frAE BHAES 7HA = 2 o® et /I8 4Q HIV @3 o4 whg-o WHE =3t
T A8 2FE Atelol fFAFSEATE Tenofovir o o FapEolA >ollA] Haig HIV #A o] uk

= A7 Y, AT A4, 23 32 de a2 dgeldrh. BE ogd o] vgES T 4

R

-

A 24 F 9ok thx 7|3 B 829 29 o4 BuE Atk Study GS AN 4.1 d7FA L] 713 Fo
A 7¥ "2E TenofovirDE" xtol A=, HIV 293} A o] whgo] 229 el s (40%) oA
BuE ATk 2kt > 1% oA Baid HIV #é o] &3 Zokk A ol dE (6%), 7H
Aot (5%), F49F (5%), 47 THHS 6%), AT & A WF (4%), BAE B%), 23 (3%),
Tz ABE QR), v=F 2%), 72 o1 2%), i T (2%), T 2= (2%), 1 B4 7]
s Asts (2%).



“¥E 11 Tenofovir DF 0] A52] 4 5% (R £ 3F) 0l-40llA
5 1 H o] 4 uk5: Studies G5-98-902 12| 1 G5-99-907
37 & 2 Study GS-99-910 & E5FH7 .
Tenofovir DF: | All Tenofovir DF 4
Placebo! 300 mg ! (Study G5-99-
{0-24 Weeks):| (0-24 Weeks): 910).
sAdverseEventse N = 210=~ N = 443=~ N = 573=
"Mumber of Subjects 187 (89%)¢ 397 (90%)e 569 (999 )¢
Experiencing Adverse Events, n
AN
*Body as a Whole £ £ £
= Astheniae 35 (17%)e 83 (19%)¢ 223 (39%)e
= Headaches 30 (14%)¢ 61 (14%)e 150 (26%)¢
= Paine 34 (16%)e 54 (12%)¢ 207 (365}«
= Viral Infections 19 (9%)e 46 (10 Fale 179 (31%)e
= Abdominal Paine 16 (8%)e 43 (10%)e 135 (24%)¢
= Flu Syndromes ERELAT 21 (5% )e 107 (1993
= Back Paine 13 (6%)e 26 (6% )¢ 100 (17%)e
= Fevers B (4% 21 (5% )e 76 (13% )¢
s Accidental Injurye T(3%)e 28 (6% )¢ 101 (18%)¢
= Chest Paine T (3% 14 (3% )e 60 (10%)e
= Infection Fungal® 2( 1%)e 6 (1%)e 53 (9%}
= Infection Bacteriale 20( 1% T (2% 47 (8%«
= Cachexias 0(0%e 6 (1% A0 (7% )e
= Infections 315w 12 (3%)e 38 (7%}
= Hernia+s 315w T2 36 (6% )«
v Allergic reactions 10 1% B (1% 32 (B%e
sCardiovasculare 4 @ 4
»  Hypertensions 4 (27 4({ 1%)e 42 (TR
=[igestveas £ £ 4
» Diarrhea¢ 36 (17%)¢ 96 (22%)¢ 269 (47%)¢
= Mauseas 32 (15 e 89 (20%)e 194 (34%)e
= Vornitinge 12 (6%)e 51 (12%)e 122 (21%)e




Tenofovir DF.

All Tenofowir DF .

Placebo! 300 mg - (Study G5-99-
(0-24 Weeks):| (0-24 Weeks). 910}

= Adverse Eventse N = 210= N = 443= N = 73
= Dyspepsiad 10 (5% )¢ 26 (B%)e T8 (14%)e
= Anorexad 8 (d%)e 29 (T%)e 5 (13%)e
= Flatulences 4 (2%)e 27 (6% )¢ G4 (11% )
= Gastrointestinal Disordere 3 (1% 12 (3%)e 42 (7%
= Oral Monliasis« 4 (2% 12 (3%)e 42 (1%
= Dry Mouthe 0 (0% Ti2%)e 41 (7%
= Rectal Disorderv 4 (2% 5 (1% 38 (T%)e
= Constipatione 4 (2% 9 (2% 35 (6% e
= Gastroenteritise 3(1%e g2 )e 28(6%)0
sHematologic and Lymphatcs 8 8 4

= Lymphadens pathse 4 (2% 15 (3% )e B3 (11730
=Metabolic and Mutritionale @ @ @

= Weight Losse T (3% 19 (4%)e 95 (17%)e
= Lipodystrophye B (3% 11 (2%)e 84 (15%)¢
= Peripheral Edemae G (3% 9(2%)e 47 (8%
=IMusculeskeletal” L # ¥

= Myalgias 16 (8% )¢ 22 (5%)e 77 (13%)e
= Arthralgias 3(1%)e 13 (3%)e 44 (8%
= Joint Disorders 3(1%e B (1% 26 (B%)e
=Nervous Systeme 4 # #

= Paresthesiae 13 (6%)e 24 (5%)e a5 (17% )«
» Depressions 14 (79)e 25 (B%)e 145 (28%)e
= Inzormias 13 (E%)e 29 (7% )e 116 (20%)¢
= Dizzinesse 14 (7%)e 16 (4% )¢ 6 (13%)¢
= Arnetye G (3% 16 (4% )¢ 82 (14%)¢
= Peripheral Neuritis< B (350 (2% G0 (10% )
» Newropathye 4(2%)e 6 (1%)e 26 (B%)e
sRegpiratory a 8 8




Tenofovir DF .

All Tenofovir DF .

Placebo . 300 mg . (Study G5-99-
(0-24 Weeks).| (0-24 Weeks)! 910)+

»AdverseEvents~ N = 210=~ N = 443=~ N = 573=¢
= Pharyngitise 32 (16%)e T8 (18%)e 266 (46%)e
= Sinusifise 23 (11 ®)e 41 (9%)e 181 (32%)e
= Rhinitis«< 18 (3%} B2 (129 160 (2890
* Bronchitise 6 (3% 15 (3%)e 91 (16% )«
= Cough ncreaseds B (4% 39 (9% 142 (25%)e
= Dyspneas 5 (2% T (2% 47 (8%
* Preumoniae 20 1%)e 9(2%)e 45 (8% )0
» Lung Disordere B (2% T(2%)e M (BRI
= Asthmase 1i< 1%)e B 2%m)e 31 (5®
= Skine I E o

» Rashe 17 (B%)e 39 (9% )0 158 (28%)e
= Sweatings 5 (2% 25 (B% ) 67 (12%)¢
» Herpes Simplexa T 3% 18 (4%} G2 (11%)e
v Skin Benign Neoplasme 10z 1R 14 (37 93 (16% )
» Fungal Dermatitiss 9 (4% 13 (3%)e B2 (37
= Skin Disorders ERAR-AT 11 (2% 48 (9%
= Acnes 9 (4% 10 (2% )¢ 48 (8%
»  Prurituse B (2% 10 (2% 43 (8%
= Dry Zkine 3 (1% G (1% 39 (1%
v Herpes Zosters ERARAT iz IR0 27 (BF)e
=Special fensese a 9 ¥

= Conjunctivitis< 6 (3% 14 (3%} 0 (9%)e
srogenital Systerms o + @

* Penis Disordere 1< 1%} i< 1B 38 (1mle
v Urinary Tract Infections 4 (2500 10 (2% 33 (BRe

'a  Mumber of subjects treateds

6.2. 7}aAE

g Ardels (BlF1eoE A sAD

11.
12. 7. =12 AFgE 3o #3 x5
« U= CPP, 9 CPP

F=r, dEoJekEF A&

13. 8. Ul frAHAlF2He] Rl E 9
14.
15.
16. 9. 7€}
n=e] S7 Al A EA RS EA

Fall oefiEee] 5ol a3t

3L
=3
Y| EZnto) ] ~A] = E=UAE (Nucleoside reverse transcriptase inhibitor

s

(NRTD)S} H] 2L
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Ak
AeAs 2 5HY o|lo|lo|lc|oloc|lo|lo|c|olo|olo|lc|olo
AEqH olo|o|loc|lo|o|lojlo|oc|lo|o|olo|lo|o]oO
i 3] 7] A
3% Y ek A4
FAEA d& N JU Tenofovir
HE g;’ﬁﬁoﬁgq**ﬁ =|  Disoproxil C23H34N5014P
Fumarate
| IEeies B SAAE
AR (OpH OHAAZ=E O 2EE B $dH 0O 7E)
FRE TEAE (W0 FEEZE2 B IREHANE B FES M VIE)
NEFE l Zﬂéé‘%’ﬁ/%%%‘%/—?% O ZET &2/ E/AEEAHIE
FAE R 7IEANE R AFH O BEF/AG A
u}gauzo] H3H F~- BE 7)Ao}
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