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Glaxo Wellcome Inc. hereby authorizes you to copy documents or pages published by Glaxo
Wellcome Inc. on this Web site for your non-commercial use only, provided any copy of these
documents that you make retains all copyright or other proprietary notices and any disclaimer
contained thereon. .

This publication is provided "AS IS" WITHOUT WARRANTY OF ANY KIND, EITHER
EXPRESSED OR IMPLIED, INCLUDING, BUT NOT LIMITED TO, THE IMPLIED
WARRANTIES OF MERCHANTABILITY, FITNESS FOR A PARTICULAR PURPOSE, OR
NON-INFRINGEMENT. Some jurisdictions do not allow the exclusion of implied warranties, so the
above exclusion may not apply to you. .

Certain links on this site lead to resources located on servers maintained by third parties over whom
Glaxo Wellcome Inc. has no control. As such, Glaxo Wellcome Inc. makes no representation as to
the accuracy or any other aspect of the information contained on such servers,

Should any visitor to the Glaxo Wellcome Inc. Web site provide information such as questions,
comments, suggestions, ideas, or the like through the feedback mechanisms located herein, such
information shall be deemed to be non-confidential and becomes the property of Glaxo Wellcome
Inc. Glaxo Wellcome Inc. shall have no obligation of any kind with respect to such information and
shall be free to reproduce, use, disclose, and distribute the information to others without limitation:
Glaxo Wellcome Inc. shall be free to use any ideas, concepts, know-how or techniques contained in
such information for any purpose whatsoever including but not limited to developing, manufacturing,
and marketing products incorporating such information.
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;Mnst people who took ZIAGEN as part ‘of their tirst eombmatlon therapy achieved undetectable vital load at
. ;146 weeks—without taking a protease inmbltor * it's not known whether taking ZlAGEN will slow the pmgress

. . . ot RV dlsea' ‘elp you live Innger.- & vy : # ;
. am two pills a day, wuth or;__w:thout food
The easy dosing of ZIAGEN—just one tablet in the momtng and ene at night, with or wlthout food~si
& yom' combmatmn therapy. : :

- 1 give you new treatment optlons

g ZIAGEN is powerful enough to achieve undetectable viral load when used in’ nitlal eombinatiun therapy'-—
© for example, ZIAGEN + COMBIVIR®. (lamivudine 150 mglzidovudme 300 'mg), Tablets-—and may preserve

g future treatment optmns ZIAGEN can. be. ettective in patients who have,_ sed anti-HIV. drugs betore, but the -
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hypersulsmitynaeﬁon(asenwsanuglcnacﬁon) If *: had this serious reaction, WITHIN HOURS ‘you may
b.you” have itwo or more of the following sets of - experience a life-threatening lowedngof
i mmmmwmnmmnm prasu’eordeath. g
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Generally well tolerated in clinical trials

Most commen clinical adverse events in therapy-naive adults

ot
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PI Lines
331-332

# |® |RRIP (2%

335-342 @ Laboratory abnomalities occurred infrequently and were similar in both treatment arms
(neutropenia, elevated creatine phosphokinase, and elevated triglycerides)

Important safety information
Lactic acidosis and severe hepatomegaly with steatosis, including fatal cases, have

16-18 been reported with the use 'qf nucleoside analogues, alone or in combination, including
ZIAGEN and other antirétrovirals. -
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Hypersensitivity Reaction ~ PZ Lines 302- 32/

incidence |
® 3% to 5% of patients receiving ZIAGEN in clinical studies -

Multiorgan/body system involvement

® Frequently observed signs and symptoms include fever, skin rash, fatigue and
gastrointestinal symptoms such as nausea, vomiting, diarrhea, or abdominal pain

o (ther signs and symptoms may include malaise, lethargy, myalgia, arthralgia, edema,
shortness of breath, paresthesia; physical findings may include lymphadenopathy,
mucous membrane lesions (conjunctivitis and mouth ulcerations), and rash (usually
maculopapular or urticarial)

—hypersensitivity reactions may occur without rash

¢ | aboratory abnormalities include elevated liver function tests, increased creatine
phosphokinase or creatinine, and lymphopenia

( } ® Anaphylaxis, liver failure, renal failure, hypotension, and death have occurred in
association with hypersensitivity reactions

- Oriset and duration ' ‘

. e Symptoms usually appear within first 6 weeks of treatment, afthough these reactions may
occur at any time during therapy ‘
—worsen with continued therapy and usually resolve upon discontinuation of ZIAGEN

Management

e Patients develoﬁing signs or symptoms of hypersensitivity should discontinue
treatment as soon as hypersensitivity reaction is first suspected, and should seek
medical evaluation immediately |

e ZIAGEN shduid_hot be restarted following a hypersensitivity reaction because
- more severe symptoms will recur within hours and may include life-threatening
hypotension and death '
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nowerful NRTI offers_new_op Jn:

Resistance proﬁle

Lack of cross-resistance between classes may preserve

' . treatment options
PI Lines

~® Cross-resistance between ZIAGEN and protease inhibitors is unlikely because
- 82-85 enzyme targets are different; cross-resistance between ZIAGEN and nonnuclecside
reverse transcriptase inhibitors is also unlikely ‘ :

Mutatiops found in isolates from patients treated with ZIAGEN
71-73 ® KB5R, L74V, Y115F, and M184V
. Phenotypic analysis of isolates that harbor mutations associated with ZIAGEN

74-76 from 17 patients after 12 weeks of monotherapy with ZIAGEN exhibited a 3-fold
i g - decrease in susceptibility in vitro : ' :
7677 ® The clinical relevance of genotypic and phenotypic changes associated with G
i therapy with ZIAGEN has not been established

- Efficacy in treafment-experienced patients demonstrated

: in pediatric trial | | |
® in a placebo-controlled study, efficacy and safety of ZIAGEN have been
175.184 demonstrated in treatment-experienced children
- —ZIAGEN in combination with lamivudine + zidovudine provided signiﬁcant
186-192 decrease in viral load and increase in CD4 cell count when compared to -
. treatment with lamivudine + zidovudine R . .
Sthedy Reporks e T - -
OJARZ, w3 . * Supporhve trials in treatgnen@-expenenceq adult_; have shown similar results o e

AB 3DG ¢ inglinical trials, patients with uncontrolled viral replication following prolonged prior
. 222-225 Zidovudine and lamivudine exposure who had HIV-1 isolates that contained multiple
mutations™conferring resistance to NRTIs showed minimal response to the addition
of ZIAGEN as a single new agent

oaviEdzamatworplitszadayy withzorswithout=food Sirhave




fC HIV therapy | -

PI Lines

Convenient dosing encourages adherence 389

® Adults: One 300-mg tablet BID, in combination with other HIV medications-

® Children 3 months to 16 years of age: 8 mg/kg BID, not to exceed 300 mg BID, 391-393
in combination with other HIV medications

No dietary restrictions

® ZIAGEN can be dased with or without food for both adults and children 388
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T Leqes:
65-67

-

113-114

134-135

103-104
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TZIAGEN is activated to an analogue of
deoxyguanosine-5-triphosphate (dGTP),
which competes with dGTP for incorporation
into viral DNA and inhibits HV-1 reverse .
transcriptase,

Anabolic pathway

Does not require thymidine kinase for activation'

In vitro activity with other antiretrovirals

Synergistic in combination with amprenavir,* AZT, and nevirapine; additive in
combination with 3TC®, ddC, ddI, and d4T

Significant P450 drug interactions unlikely

ZIAGEN is not significantly metabolized by the cytochrome P450 enzyme system

and drugs metabolized through this system

) fcﬁnically.si.gniﬁmnt drug interactions are unlikely to occur between JAGEN .

Penetration of cerebrospinal fluid
CSF AUCq-6ry to plasma AUC(.gy ratio ranged from 27% to 33% (n=3)
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£ HIV therapy __

75% undetectable (<400 éopieslmL) with a triple-NRTI combination

Trial CNA3003: ZIAGEN +3TC + AZT" in therapy-nalve patients

5 A prospective, randomized, double-blind, PI Lines -
multicenter trial in 173 therapy-naive "
¢ %0- adufts with a median CD4 cell court of 157-166
-170 § 20 450 cells/mm® and median plasma HIV-1
: g ™ """ | RNAf 31,623 copie/m (approrimately
5 ®- ' /’-——""“ | 4.5 log,, copies/mL). Treatment with
| = 504 , ZAGEN + lamivudine (3TC) + zidovudine
el ‘B o] ' - i (AZT) was compared to treatment with
£ _ ' tamivudine + zidovudine' alone; 48-week 1y 3005
': £ » R | study with planned interim analysis at STy p4
~[# 0d 16 weeks.? '
i % 7 .« 8 12 16 | ®ZAGNLATCAAZ et
- Study Week ® JTCAZT et

C Stuly 3003 T
O e Atweek 16, 75% (65/87) of patients receiving ZIAGEN + lamivuding + Zidovudine )~ o> Lable 7

had plasma HIV-1 RNA levels <400 copies/mL compared with 35% (30/86) p. 121
- receiving lamivudine + zidovudine alone (P<0.0001% . ]

¢ Through 16 weeks of therapy the median CD4 changes from baseline were _
47 cells/mm? in the group receiving ZIAGEN and 112 cells/mm? in the control =~ PT fine> 171-172
group; this difference was not statistically significant

Additional trial in therapy-naive patients

o Preliminary findings from a second controlled study using ZIAGEN + Combivir®
- (lamivudine 150 mg/zidovudine 300 mg) in therapy-nanve adults were supportive
of the efficacy of ZIAGEN

- tlamivudine and zidovudine are now combined in one tablet: Comibivir® {lamivudine 150mglz|dmmd|n9300m9)1’ables.

. tintent-fo-treat nnalysus includes all patients who were randomized, regardiess of whether or not they compieted study
medication. Patients who stopped drug for any reason were counted as tmlures

§Roche Amphcor HIV-1 MONITOR‘ Test.

173-174

.new

lam power against Hlvz’a o

o ¥

L - abacavir sulfai"en;‘z

ONE TABLET 81D @

ipzpi ‘:f*!f ufe.mﬂvﬁ%é" .'
2 :,%%&W =




