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Fidaxomicin versus vancomycin for infection with W i
Clostridium difficile in Europe, Canada, and the USA:
a double-blind, non-inferiority, randomised controlled trial

Oliver A Comely, Dewick W Crook, Robert o Esposit o, A ndré Podrier, Michasl 5 Somero, Kod Weiss, Pamela Sears Shenwood Garbach, for the
OPT-80-004 Oinical Study Group

Summary
Background Infection with Closridium diffiale is the primary infective cause of antibiotic-assocated diarrhoea. We  Losorrinfeo 0is 2012,
aimed to compare efficacy and safety of fidaxomicin and vancomycin to treat patients with C diffiale infection in 122482

Europe, Canada, and the USA Putished Online
February 8, 2012

PN TRRISLATL

Amag: Antibiyotik iligkili diarede etken olan C.difficile
infeksiyonunun tedavisinde kullanilan vankomisin ile fidaksomisinin
etkisi ve glivenirligini karsilastirmak

Klimik 2013




fidaksomisin

- C. difficile izolatlarina karsi

- In vitro vankomisinden yaklagik 8 kat daha
etkili makrolid grubu antibiyotik

* Minimum sistemik absorbsiyon
* Yiiksek fekal konsantrasyon
 Uzun postantibiyotik etki

* Normal barsak florasina sinirli etki ile ¢
difficile iliskili infeksiyonlarin tedavisinde kullanilir.

* Amerika'da Mayis 2011 ve Avrupa'da Aralik 2011
den beri tedavide kullaniliyor

Klimik 2013
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* Prospektif, cok merkezli, ¢ift kér, randomize,
noninferiority ¢alisma

* Avrupa'da 45, Amerika ve Kanada'da 41 merkez
* Nisan 2007-Aralik 2009
* ¢Calismaya alinan hastalar

« 24 saat icinde >3 sekilsiz diskilama

- Digskida C.difficile toksin A veya B pozitif

* >16 yas

- Onceki 3 ay icinde C.difficile epizodu

gegirmemis

Klimik 2013
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/

509 hasta

252 hasta
Fidaksomisin
2x200mg/gtin
10 giin

* Primer sonlanim noktasi, tedavi sonrasi klinik kiir:
diarenin kesilmesi, yeni tedaviye ihtiya¢ duymama

* Rekiirrens: tedaviden sonraki 30 gin iginde yeniden
tedavi gereksinimi, 24 saat iginde >3 sekilsiz diskilamanin

N

257 hasta
Vankomisin
4x125 mg/gln
10 giin

tekrar baslamasi, diskida toksin pozitifligi

Klimik 2013

Clostridium
difficile
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Fidaxomicin Vancomycin All patients  Europe USA and
(n=252) (n=257) (n=509) (n=198) Canada (n=311)
Age (years) 643 (17-9) 62-5(18-4) 63-4 (18-1) 66-9(16-9) 61-2 (18-6)
Fermnale 148 (587%) 162(63.0%) 310(609%) 108 (54.5%) 202 (65-0%)
UBM per day
Mean 75(4-4) 7-5(4-3) 7-5(4-4) 6-9(4-2) 7-8(4-4)
Median 6 (4-9) 6 (4-10) b (4-9) 5 (4-8) 6 (5-10)
Inpatient 174 (69-0%) 173 (67-3%) 347 (638-2%) 167 (84-3%) 180(57-9%)
Severe infection® 63 (25-0%) 61 (23.7%) 124 (24-4%) o0 (25-3%) 74 (23-8%)
24 h pretreatment 97 (38.5%) 08 (3B1%) 195 (3B.3%) 79(39.9%) 116(37-3%)
Previous infection 40 (15-9%) 36 (14-0%) 76 (14-9%) 20 (10-1%) 56 (18.0%)
NAPL/BIf 027 straint 65 (33-2%) 60 (33-1%) 125(33-2%) 14 (10-4%) 111 (45-9%)
Concomitant antibiotics
At any time 83 (32.9%) 69 (26-8%) 152 (29.9%) 69 (34-8%) 83(267%)
(day 1-40)
During treatment 51 (20-2%) 45 (17-5%) 96 (18-9%) 40 (20-2%) 56 (18-0%)
(day 1-10)
During follow-up 64 (25-4%) CB(22.6%) 122 (24-0%) 60 (30-3%) 62 (19-9%)
(day 11-40)
Crata are mean (S, number (%), or median (IQR). UBM=unformed bowel movements. *Met any one or more of the
European Society of Clinical Microbiology and Infectious Diseases criteria: > 15 000 white blood cells per pl, serum
creatinine concentration =1.5 mg/dL, or body temperature =38.5°C. #0nly some patients in each group had Costridium
difficile isolates typed (fidaxomidn 196 patients, vancomydn 181, total 377; Europe 135, and Canada and USA 242).
Table 1: Demographic and baseline characteristics and antibiotic exposure of modified
intention-to-treat population

Klimik 2013



Klinik kiir acisindan;

Clostridium
difficile

- Fidaksomisin * Vankomisin
- 221/252 (%87.7) « 223/257(786.8)
(MITT analizi) (mITT analizi)
* 198/216 (%91.7) + 216/235 (7%90.6)
(protokol analizi) (protokol analizi)

« Fidaksomisin vs vankomisin karsilastirmasinda
noninferiorite kriterini karsilamaktadir (protokol

analizi)
« Fidaksomisin vs vankomisin karsilastirmasinda
noninferiorite kriterini karsilamaktadir (mITT

analizi)

Klimik 2013
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Clostridium
difficile

* Es zamanli antibiyotik kullanan hastalarda
fidaksomisin ile kiir orani daha yiiksek
fidaksomisin (7%90.2) vankomisin (773.3)
p=0.031

* Diarenin kesilme siresi her iki grupta benzer
 Ancak es zamanl antibiyotik kullananlarda
kullanmayanlara gore diare daha ge¢ dizeliyor
(p=0.0223)
- Tedaviye bagli yan etkiler agisindan iki grup
arasinda anlaml fark yok
- Olim:
 Fidaksomisin:20/264 (%7.6)
« Vankomisin:17/260 (7%6.5)

Klimik 2013
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- C.difficile tiplendirme ve duyarhlik 377/509 (%74.1)
hastada bakilmis




Clostridium
difficile

Rekiirrens hizi fidaksomisin alan grupta
vankomisine gore daha diisik

Kalici cevap ise fidaksomisin ile tedavi edilen
grupta vankomisine gére daha yiiksek

Burada en 6nemli faktor, fidaksomisinin dar
spektrumu ve barsak florasina minimal etkisidir.

Sonug olarak: Fidaksomisin bagslangi¢ klinik
cevapta en az vankomisin kadar etkilidir.

Klimik 2013
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Treatment of First Recurrence of Clostridium
difficile Infection: Fidaxomicin Versus
Vancomycin

Dliver A. Comely,' Mark A. Miller.” Thomas J. Louie,** Derrick W. Crook,** and Sherwood L. Gorbach™®

"Department | of Inmemal Medicing, Clinical Trials Centre Cologne, ZKS Kaln, BMBF 01KN1108, Center for Integrated Oncology CI0 Kaln Bonn, and
Cologne Bxcallence Cluster on Callular Stress Responses in Aging-Associated Diseases, University of Cologne, Gemany; Division of Infectious
Diseases, Jewish General Hospital, MeGill University, Montreal, Quebec, Canada; 3DE|IIE[1JT|E|‘I|Z of Medicine, and "Department of Microbiology-
Immunalogy and Infectious Diseases, University of Calgary, Alberts, Canada: “Nuffield Department of Clinical Medicing, Oxford University, ®NIHR
Oxford Biomedical Research Centre, John Radeliffe Hospital, United Kingdom: "Optimer Phamaceuticals, Inc., San Disgo, California, and *Tufts

University School of Medicing, Boston, Massachugsetts miﬂiﬂ!l |ﬂf!ﬂti]lﬁmm!l$ mﬂmﬂ-ﬁ

Amag: Daha once C.difficile infeksiyonu (CDI) gegiren hastalarda
ikinci rekiirrensi onlemede fidaksomisin ile vankomisin etkinliginin
karsilastiriimasi

Klimik 2013




» Daha once C.difficile epizodu gegirmis 178 hasta

* Hastalar 28+2 giin boyunca takip edilip CDI igin
herhangi bir ek tedavi almamiglarsa ¢alismaya dahil
edilmis

* Tedavi bitiminden sonraki 28 giin igindeki rekiirrens
analizi

- C.difficile infeksiyonu
« 24 saat i¢inde >3 sekilsiz diskilama
 Diskida C.difficile toksin A veya B pozitif
* > 15 yas
* Randomizasyon 1:1
* 10 giin
* Fidaksomisin:2X200 mg/giin
* Vankomisin:4x125 mg/giin

Klimik 2013
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|1164 patients with CDI mued]

| 986 excluded from this analysis
g No prior CDI
\J
178 with 1 prior CD! eplscde
randomized to treatment groups
A4
A
Fidaxomicin 200 mg BID ALLOGATION Vancomycin 125 mg QID
Received at least 1 dose (n = 88) Recelved at least 1 dose (n = 80)
Treated 28 days (cure) TREATMENT Treatad 28 days (cure)
or =3 days (fallure) PERIOD or 23 days (failure)
Excluded from analysis (n = 9) Excluded from analyss (n=T7)

6 insufficient treatment duration 5 insufficient treatrment duration
3 cther protocol violabon 2 ather pretocol violation

1 effective concomitant therapy

Clinical failure Clinical failure
(n=5) 0-—{ Per protocol for cure (n = 79) I [ Per protocol for cure (n = 83) ]-—> n=7)
4
ANALYSIS OF
CURE
L J
| Achinved cinical cure (n =74) | | Achieved clinical cure (n = 76) |
Exchuded from analysis (n = B) (oo Excluded from analysis (n = 14)
3 insufficient chnical evaluation PERIOD 7 nsufficent chinical evaluation
3 othar pretocol violation \ ) B effective concomitant therapy
2 effactive concomitant tharapy 2 athar protocol violation
- 1
Per protocol for recurrence (n = 66) ] WE Per protocol for recurrence (n = 62) ]

Klimik 2013




Klinik kir agisindan

* Fidaksomisin « Vankomisin
« 74/79 (7%93.7) « 76/83 (791.6)
* Protokol analizi * Protokol analizi

Her iki ilacin klinik kiir sonucglari benzer

Klimik 2013
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o'
A
—\
/ =
Flagedla % >

Rekirrens gelisen 128 hasta tekrar takip
edildiginde

> Fidaksomisin (66) - Vankomisin (62)

« %19.7 (13/66) - %35.5 (22/62)

» (protokol analizi) » (protokol analizi)

Aradaki fark istatistiksel olarak anlamli
(p=0.045)
Fidaksomisin vankomisinle
karsilastirildiginda sonraki rekirrensi
anlamli oranda azaltiyor

Klimik 2013
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Table 3. Time to Recurrence Following Fidaxomicin vs Vanco-
mycin Treatment in Patients With 1 Prior Episode of Clostridium
drfficile Infe ction

Endpoint Fidaxormicin Wanoormycin FyWalue
Cured and evalusted for N = 66 n=6B2
recurrence
Hecurrence within hEG (7.68%G) 178682 (27.4%) o033
14 days of follow-up
Mo recurrence within n = 61 n=45
14 days
Recurrence from 15 to 858581 (13.1%) M5 (11.19:)
28 days
Censored at 28 days 53/66 (B0.3%) 40/62 (64.5%)

(Mo recur rernce)

Fidaksomisin vankomisinle karsilastirildiginda tedavi sonrasi
ilk 14 giin igindeki reki.(irr%nggé? anlamli oranda diisik
p=Y.

15-28 glin arasindaki ikinci rekirrens oranlarinin benzer
olmasi, her iki antibiyotigin barsaktan temizlenmesi, ¢evresel
kaynaklardan yeni kazanilmig infeksiyonla agiklanabilir

Klimik 2013




* Rekirrensler igin vankomisinin yiksek dozlari
ve/veya aralikli dozlar 6nerilmekte ancak
kontrolli ¢alismalar yoktur

* Ayrica asiri yiksek dozlar VRE gelisme riskini
artirir,

Sonug olarak; Her iki ilacin klinik kir sonuglari
benzer olsa da fidaksomisin 28 giin igindeki
ikinci rekiirrensi onlemede vankomisinden daha
Ustinddr.
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ORIGINAL ARTICLE

Preliminary Study of Two Antiviral Agents
for Hepatitis C Genotype 1

AnnaS. Lok, M.D., David F. Gardiner, M.D., Eric Lawitz, M.D.,
Claudia Martorell, M.D., Gregory T. Everson, M.D., Reem Ghalib, M.D.,
Robert Reindollar, M.D., Vinod Rustgi, M.D., Fiona McPhee, Ph.D.,
Megan Wind-Rotolo, Ph.D., Anna Persson, Ph.D., Kurt Zhu, Ph.D.,
Dessislava I. Dimitrova, M.D., Timothy Eley, Ph.D., Tong Guo, Ph.D.,
Dennis M. Grasela, Pharm.D., Ph.D., and Claudio Pasquinelli, M.D., Ph.D.

M Engl)] Med 2012;366:216-24.
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* Daclatasvir (NSH5A replikasyon kompleks
inhibitord)
 Asunaprevir (NS3 proteaz inhibitord)

* Faz 2 calisma

* Aralik 2009-Subat 2010

 Tedaviye yanitsiz HCV genotip 1
infeksiyonu

» 18-70 yas arasi

« 21 hasta

« Randomizasyon 1:1

Klimik 2013



Peg IFN + Ribavirin tedavisine yanitsiz hastalar

* Grup A
* 11 hasta
* Daclatasvir 1x60 mg/glin + Asunaprevir 2x600
mg/gun
24 hafta
* Grup B
* 10 hasta

* PegIFN alfa-2a + Ribavirin + Daclatasvir 1x60
mg/glin + Asunaprevir 2x600 mg/giin
« 24 hafta

* Primer etkinlik sonlanma noktasi: tedavi sonrasi 12.
haftada HCV-RNA'nin tespit edilememesi

- Sekonder etkinlik sonlanma noktasi: HCV-RNA'nin 4.,
12. ve 24. haftada ve tedavi sonrasi 24. ve 48.
haftalarda negatif olmasi

Klimik 2013




Table 1. Baseline Demographic Characteristics of the Patients
and Characteristics of the Disease.*

Group A Group B
Characteristic (N=11) (N =10)
Age —vyr

Median 54.0 56.5

Range 3661 3863
Male sex — no. [95) o {BZ) 4 {40)
Race — no. (9&)

White 9 (82) 7 {70)

Black 2 (18) 3 (30)
HCW genotype — no. (35)

1b 2 (13)
IL22B rs12979360 genoty pe — no. (95)

L = 1 ]
HCVY RMNA log, — U/ ml 6.8=0.6 6.6=x=0.8
HCOY RMNA distribution — no. (2&)

= 200, 000 o 2 (20)

=200,000 11 (100} g (80)
Baseline ALT — U /fliter 70.5+57 .65 57.9:29 .94
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* Grup A'da
* 1 hastada tedavi sonrasi 4. haftada viral relaps
gelisti
* 6 hastada viral alevlenme gelisti ve PegIFN-
a/RBV eklendi

* Bu hastalarda baslangi¢ta direngli varyant
yok

- Tedavi sirasinda 6liim, tedaviyi kesmeyi
gerektirecek ciddi yan etki olmadi, tim hastalar
tedaviyi famamlad:

Klimik 2013




Table 2. Virologic Response during and after Treatment.*

Timing of Virologic Response

During 24-wk treatment period
Wk 4: rapid virologic response

Wk 4 and wk 12: extended rapid virologic
response

Wk 12: Complete early virologic response
Wk 24

During post-treatment period

Wk 4

Wk 12

Wk 24

Wk 48

Group A
(N=11)

Group B
(N=10)

number (percent)

7 (64)
4 (36)

> (45)
3 (45)

4 (386)
4 (36)
4 (36)
3 (27§

& (60
& (60)

9 (20} T
10 (100)

10 (100)
10 (100)
9 (90) %
9 (90)9
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* Hastalarin gogunlugu HCV genotip la
 PegIFN-a/RBV'e diisik yanit
* Grup A'da
* Genotip 1b olan hastalarda tedavi sonrasi 12. ve 24,
haftalarda kalici virolojik yanit var

* Genotip la olan 6 hastada viral alevlenme

 Genotip 1b'de genotip la'ya gore direk etkili antiviral
kombinasyonuna daha yiiksek direng bariyeri var

Sonug olarak; Daclatasvir + asunaprevir + PegIFN-
a/RBV kombinasyonu standart kronik HCV tedavisi
basarisiz olan Genotip 1 olgularinda yiiksek kalici

virolojik yanit sagliyor



JOURNAL OF
HEPATOLOGY

Research Article #EASL o,

Dual oral therapy with daclatasvir and asunaprevir for patients with
HCV genotype 1 infection and limited treatment options

Yoshiyuki Suzukl'* Kenji [keda', Fumltaka Suzuki ]ﬂITﬂyﬂtElz Yoshiyasu Karino®,

Kazuaki Chayama’ Yﬂshuku Kawakami® leulﬂ Ishikawa' ledeakl Watanabe’, Wenhua He',
Timothy Eley®, Fiona M{Fh&& Eric Hughes', Hiromitsu Kumada'

' Department of Hepatology, Toranomon Hospital, Tokyo, Japan; * Department of Hepatology, Sapporo Kosed General Hospital Sapporo, fapan;
Department of Medicine and Molecular Science, Hiroshima University, Himshima, Japan; *Bristol-Myers KX, Tokyo, Japan; *Bristo -Myers
Squibb Resarch and Development, Wallinglord, CT, (SA: ®Bristo-Myers Squibb Research and Development, Hopewell, N USA;
"Bristo-Myers Squibb Research and Development, Princeton, NJ, LA
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* Faz 2a ¢calisma

* HCV genotip 1b - Japon hastalar

* Daclatasvir (DCV)-NSHA replikasyon kompleks
inhibitoru ve Asunaprevir (ASV)-NS3 proteaz
inhibitord

* Primer etkinlik sonlanma noktasi: tedavi sonrasi
12. haftada kalici virolojik yanit

- Sekonder sonlanma noktasi: HCV-RNA'nin 4.,
12 .hafta, tedavi sonu ve tedavi sonrasi 24.
haftada negatif olmasi

Klimik 2013




»+ 20-75 yas arasi
* > 6 ay HCV genotip 1 ve HCV-RNA >10% TU/ml

* 24 hafta daclastavir 60 mg/glin+asunaprevir 2x200

mg/g'Lin / \

Peginterferon+ribavirin
Peginterferon+ribavirin tedavisini tolere edemeyen

21 hasta uygun olmayan
22 hasta

Klimik 2013



Table 1. Baseline demographic and disease charaderistics

Parameter Null responders Ineligible/intolerant
n=21 n=22

Age, median yr (range) 61(31-70) 68 (47-75)
Male, n (%) 8(38.1) 6(27.3)
HCV genatype 10, n (%) 21(100) 22(100)
IL28B genotype, n (%)
(rs12979860) CT 6(27.3

e T
HCV RNA, mean log,, [U/ml (SD) 6.8(047) 6.6 (0.64)
ALT, mean UIL (3D) h7.9 (24.86) 45.7 (26.79)
APRI score

Score 22, n (%) 3(14.3) 1(45)

Median (range) 0.96 (0.24-3.41) 0.57 (0.40-2.79)
PeqlFN-w/RBY ineligible, n (%) na. 18(81.8)
PegIFN-o/RBY intolerant, n (%) na. 4(18.2)
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Table 2 Virologic outcomes.

n (%) Mull respondars,  Ineligible/intolerant,
n=21 n=22
HCV undeteciable
Wk d (RVR) 11(52.3) 19 (BG.4)
Wk 12 (cEVR) 18 (90.5) 20 (80.8)
End of treatment 18 (90.5) 19 (BG.4)
SVR, 20 (95.2)1 15 (68.2F
VR, 18 (90.5)" 14 (63.6
0y
Viiral breakthrough 0 3 (13.6)
Post-treatment relapse 0 4(18.2)
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* Her iki hasta grubu da zor

* PegIFN-a/RBV tedavisine yanitsiz hasta grubundaki
790.5'luk kalici virolojik yanit
 PegIFN-a/RBYV tedavisini tekrar alanlardan ve PegIFN-
a/RBV tedavisine yanitsiz genotip 1b olup PegIFN-
a/RBV/telaprevir ile tedavi edilen gruptan (kalici
virolojik yanit %37) oldukga yiiksek
* PegIFN-a/RBV tedavisini tolere edemeyen/uygunsuz
hasta grubundaki erken viral supresyon
* Bu hasta grubunda ILB28 CC genotipinin daha fazla
olmasi

 Ayrica ILB28 CC genotipinde tedavi sonrasi salinan
endojen interferonlara artan yanit ile iligkili olabilir
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* Tedavi sonrasi ge¢ dohemde ortaya ¢ikan
virolojik yanitsiz 7 hastada NS5a ve NS3
mutasyonlar: tespit edildi

* Daclatasvir ve asunaprevire /n vitro yiksek seviyede
direng

« Ayrica bu hastalarda her iki ilacin plazma
konsantrasyonlar: disik tespit edildi
* Daclatasvir + asunaprevir kombinasyonunda yan
etkiler PegIFN-a/RBV tedavisine gore daha az
 Grade 3-4 serum aminotransfera z yiksekligi
* Grade 2/3 pireksi
* Hipokondriyazis
* Gastroenterit




Sonug olarak

* ¢Calismadaki hasta gruplari zor olmasina ragmen
direk etkili antivirallerle hizli HYC-RNA klirensi
ve yiiksek oranda kalici viral yanit elde edildi

* Bu tedavi rejimi daha 6nceki tedaviye
yanitsizlarda veya tedaviye uygunsuz-tolere
edemeyen hastalarda tercih edilecek etkili tedavi
segenegidir.
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* Cok merkezli, faz 3, randomize, ¢ift kor, plasebo
kontrolli ¢calisma

- Temas oncesi profilakside
» Tenofovir disproxil fumarate (TDF) veya
« Tenofovir disproxil fumarate + Emtricitabine
(TDF-FTC)un
« Dogu Afrikali heteroseksiiel HIV-1

serodiscordant ciftlerde HIV-1 bulasina etkisi
arastirimis

Klimik 2013




» Temmuz 2008-Kasim 2010, Kenya ve Uganda
« HIV-1 serodiskordant heteroseksiiel ¢iftler

« HIV-1(+) partnerler antiretroviral kullanmiyor
* Randomizasyon 1:1

* Primer sonlanim noktasi: HIV (-) olan partnerin
HIV(+) olmasi

HIV-1(-)

.
N

TDF

TDF-FTC

PLASEBO

Klimik 2013




7856 HIV-1-serodiscordant
couples were screened

2892 Were not eligible
——=| 206 Woere eligible but not
enrolled
J
4758 Couples underwent randomization
L ] v
1589 Were assigned to TDF 1583 Were assigned to TDF-FTC 1586 Were assigned to placebo
5 Were found to 4 Were found to 2Were found to
be ineligible o be ineligible be ineligible
J J

1584 Were included in the intention-to-
treat group

L B

HIV-1—seronegative partners remaining
im st
15531583 (98%%) at 6 mo
1364 1408 (97%%) at 12 mo
1076/ 1112 {97%%) at 18 mo
T45/TTR (96%) at 24 mo
294/306 (36%) at 30 mo
15/15 (100%) at 36 mo

L ]

1579 Were included in the intention-to-
treat group

1584 Were included in the intention-to-
treat group

|

L]

HIV-1-seronegative partners remaining
in stu
15531578 (38%) at 6 mo
137971414 [98%) at 12 mo
10701106 (97%) at 18 mo
753784 [963) at 24 mo
236/309 (963%) at 30 mo
1616 (1003) at 36 mo

HIV-1-seronegative partners remaining
in st
1559f1579 (99%) at 6 mo
1379/1414 (98%) at 12 mo
108371111 (57%) at 18 mo
FEO/TE3 (97%) at 24 mo
301/308 (38%) at 30 mo
18/1% (100%:) at 36 mo

follow-up
5 Were found

with HIV-1

7 Were lost to

to be infected

at enrollment

L

1572 Were included in the primary
modified intention-to-treat analysis

follow-up

with HIV-1

& Were lost to

3 Were found
to be infected

at enrollment

10 Were lost to
follow-up
& Were found
to be infected
with HIV-1
at enrollment

L

1568 Were induded in the primary
medified intention-to-treat analysis

1568 Were included in the primary
modified intention-to-treat analysis
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Table 1. Baseline Characteristics of the Study Participants, According to Study Group and HIV-1 Serostatus.®

TDF

Characteristic (M= 1584 couples)

Seronegative Seropositive

Partner Partner
Male sex — no. (36) 936 (62) 598 (38)
Age — no. (%6)
1824 yr 184 (12) 268 (17)
35 34 yr 721 (46) 657 (41)
3544 yr 480 (30) 474 (30)
=45 yr 199 (13) 185 (12)
Education — yr
Median 7 7
Range 410 4-9
Any monthly income — no. (26) 1275 (80) 1069 (67)
Any sex with outside partner in prior month — 150 (9) 34 (5)
no. (%)
CD4 cell count — cellsymm?
Median A 451
Range A 370-661
HIV-1 plasma RMA — log,, copies /mif
Median M 3.9
Range A 3.2-45
Circumcised (men only) — no.ftotal no. (3¢)  533/986 (54) 193/592 (33)
Using contraception (women only) — 203598 (44) 290/986 (29)
no.ftotal no. (%6)%
Pregnant — no.ftotal no. (%6) 0/598 1527986 (15)§

Infection with Neisseria gonorrhoeae, Chlamydia
trachomatis, or Trichomonas vaginalis —
no.{ total no. (3¢)9 |

86/1551 (6)§ 117/1520 (8)

Syphilis seropositivity — no.ftotal no. (35)9** 591569 (4)

&35/1506 (55)

73/1576 (5)

HSWV-2 seropositivity — no.ftotal no. (35)911 P&

TOF-FTC
{N=1579 couples)

Seronegative Seropositive

Partner Fartner
1013 (64) 566 (38)
177 (11) 287 (18)
690 (44) 636 (40)
4598 (32) 460 (25)
214 (14) 196 (12)
7 7
410 49
1236 (78) 1052 (67)
134 (8) 106 (7)
A 497
A 3280-664
A 39
A 3.1-45

540/1013 (53)
275/566 (49)

177/566 (31)
32471013 (32)

0/566
9371557 (6]

135/1013 (13)
12271525 (8)

6071572 (4)
B14/1507 (54)§

5271573 (3)
MNA

Placebo
{N=1584 couples)

Seronegative Seropositive

Partner Partner
263 (61) 621 (39)
172 (11) 273 (17)
G628 (43) 629 (40)
513 (32) 509 (32)
211 (13) 173 (11)
7 7
4-10 4.9
1259 (79) 1079 (68)
122 (8) 103 (7)
A 499
A 375-663
MA 3.9
MA 3.2-45

509/963 (53)
299/621 (48)

202/621 (33)
321/963 (33)

0/621
126/1550 (8)

118/963 (12}
13771534 (9)

621569 (4)
875/1512 (58)

73/1571 (5}
MNA
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Takip edilen 4747 ¢ift arasinda HIV pozitifligi
gelisen 82 katilimci

« TDF grubunda: 1584 ¢ift
« 17 kisi (plaseboya gore %67 azaltiyor )
- P<0.001

« TDF-FTC grubunda : 1579 gift
* 13 kisi (plaseboya gore %75 azaltiyor)
- P<0.001
* Plasebo grubunda: 1584 ¢ift
« 52 kisi
Her iki ilag arasinda koruyucu etkide énemli fark
yok (p=0.23)

Klimik 2013




+ Kadinlarda
« TDF etkisi %71 (p=0.002)
. TDF-FTC %66 (p=0.005)
- Erkeklerde
« TDF etkisi %63 (p=0.01)
+ TDF-FTC etkisi %84 (p<0.001)
Kadin ve erkeklerde her iki ilacin koruyucu etkisi
benzer

Takip esnasinda, seropozitif partnerlerin %21'ine
antiretroviral tedavi basland..

Bu gruptaki partnerlerde de her iki ilacin koruyucu
etkisi benzer
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* Cahisma ilaglar: baslandiginda akut HIV infeksiyonu
gelisen 2/8 (7%25) katilimcinin

* 1 kigi-TDF grubunda; TDF direngli virus
(K65R mutasyonu)

* 1 kigi-TDF-FTC grubunda; FTC direngli virus
(M184V mutasyonu)

 Randomizasyon sonrasi HIV ile infekte olanlarin
higbirinde bu mutasyonlar tespit edilmedi

- Oliim, ciddi yan etki geligsimi, serum kreatin ve fosfor
seviyelerinde her iki grup arasinda onemli fark yok
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> Tlag kullanimina yiiksek uyum (érneklerin
7%82'sinde tespit edilebilir tenofovir ilag diizeyi)
HIV bulas riskini %85'den fazla azaltir.

» Ancak buna ragmen infeksiyon gelistiginde ilag
direnci yiksektir.

* Bu ¢alismada partneri HIV (+) oldugu bilinen
heteroseksiel kadin ve erkeklerde giinde tek doz
« TDF kullanimi %67 ve

« TDF-FTC kullanimi %75 oraninda HIV bulas riskini
azaltiyor

Temas oncesi profilaksi partnerinin HIV
durumunu bilmeyenler veya partneri HIV (+) olup

tedavi almayanlarda onerilebilir.
Klimik 2013
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* Randomize, gift kor, plasebo kontrolli
calisma

* Afrikad'li kadinlarda giinde tek doz
Tenofovir disproxil fumarate +
Emtricitabine (TDF-FTC)un HIV bulasini
onlemedeki etkisi ve glivenirligine bakilmig
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* Haziran 2009 ve Nisan 2011

- Kenya, Gliney Afrika ve Tanzanya

» Saglikli 18-35 yas arasi HIV bulas riski yiksek kadin
« Son iki hafta iginde 21 vajinal iligki veya
 Son bir ayda >1 seks partneri

* ¢alismada primer amag; TDF-FTC'nin HIV bulasinin
engellenmesinde etkisi ve giivenirligini degerlendirmek

- Sekonder amaglar;

« TDF-FTC'in CD4-T hiicre sayisi ve HIV-RNA seviyelerine
etkisi

« TDF-FTC'ye direng

» Tlag rejimlerine uyum
Klimik 2013




Table 1. Baseline Characteristics of the Participants.*

Characteristic
Study site — no. [3)
Arusha, Tanzaniat
Eloemfontein, South Aftica
Bondo, Kenya
Pretoria, Sowth Africa
Age —§r
Wean
redian [range)
Edwcation — §¥r
bean
kedian [range)
rarried — no. (3]
Ewer pregnant — mo. {5&)
Contraceptive method at screening — o [3€)
Oral pills
Injectable contracaptives
Condoms
Implant 1IUD, or famale sterilization
Other
Mone
Caontraceptive method at enrcllment — no. (34)
Oral pills
Injectable contraceptives
Implant 1IUD, or famale sterilization
Has primary partner— no. {5&)
Has other, nonprimary pamdmers — ma. ()

s for money or gifts with a nonprimary pariner in previouws
4wk — o [3£)

TDF-FTC
(M=1062)

33 (3.1)
276 (26.0)
37D (34.8)
383 (36.1)

2432
23 [18-15)

10.4
11 (0-19)
319 (30.0)
755 (71.1)

101 {9.5)
404 (3E.0)
170 {16.0)
27 (2.5)
4 (0.4)
356 (33.5)

&75 (E63.6)
AT (4.4)
1051 {99.0)
2E6 (26.9)
139 (13.1)

Flacebo
(M= 1058)

30 (2.8)

278 (26.3)
369 (34.9)
381 (36.0)

2432
23 [18-15)

103

11 [0-19)
336 (31.8)
778 (73.5)

75 (7.1}
410 (3B.E)
175 {16.5)

26 (2.5)

2 {0.2)
37D (35.0)

298 (2B.2)
726 (58.6)
34 (3.7)
1043 [2E_6)
270 {25.5)
129 {12.2)

All Participants
(M =2120)

63 {3.0)
554 {26.1)
739 (34.9)
764 (36.0)

2432
23 [18-35)

103
11 (0-19)
655 {30.9)

1533 (72.3)

176 (5.3
B14 (3B.4)
345 (16.3)
53 {2.5)
6 {0.3)
726 (34.2)

1401 {66.1)
E1 (3.8)
2004 [9E_E)
556 {26.2)
26% {12.6)
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2 yillik periyodda 4163 kadin taranmig

TDF-FTC
1062

HIV (-) 2120 kadin

Plasebo
1058

52.haftadan 6nce 68 kadinda HIV pozitifligi tespit edilmis
« TDF-FTC grubunda 33

* Plasebo grubunda 35

Her iki grup arasinda istatistiksel olarak anlamli fark yok

(p=0.44) Klimik 2013
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- Tlag yan etkileri agisindan;
« TDF-FTC grubunda

* Bulanti (p=0.049)

* Kusma (p<0.001)

* Alanin aminotransferaz (p=0.03) daha yiiksek
oranda

* Katilhimcilarin <%5'da galisma ilaglari, karaciger ve
bobrek fonksiyon testlerindeki bozukluk
nedeniyle kesildi (p=0.051)

« Gebelik

« TDF-FTC grubunda 74 kiside gebelik ve buna bagl
yan etkiler yiiksek (p=0.04)

* Plasebo grupta 51 gebe
Klimik 2013
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« HIV pozitifligi gelisenlerde her iki grup arasinda CD4-
T hiicre sayisi ve viral yiik arasinda anlamli fark yok

« HIV serokonversiyonu gelisen

« TDF-FTC grubunda 3 ve plasebo grupta 1 kiside
M184V mutasyonu

« TDF-FTC grubunda 4 kiside M184T

* ¢alisma ilaglarina uyum;
« %95 katilimci ilaglar: daima veya genellikle aldigini
- Tlag sayimi, uyumun %88 oldugunu

 Tenofovir ilag diizeyi ise uyumun daha disiik
oldugunu gésteriyor
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» 6iinde tek doz TDF-FTC kullanan yiiksek
riskli kadinlarda

- HIV bulas riski plasebo gruba gore anlaml
oranda disiik degil

» Ilaglara uyum diisik olmasina ragmen yan
etkiler daha fazla

¢Calisma ilaglarina disik uyum, bazi katilimcilarin takipten
¢ikmasi ve serolojik testlerinin ¢alisilamamasi ¢alismayi
sinirlayan énemli noktalardir.
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Tesekkiir ederim.




