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-Ulkemizde, HBV ve HCV infeksiyonlarinin seroprevalansini
ve risk faktorlerini arastiran bir ¢alisma

«2009-2010 yillart arasinda gergeklestirilmis

Cok merkezli; EUROSTAT bolgelerinden ¢ift tabakali
orneklem yontemi ile segilen 23 sehirden hem kirsal hem de
kentsel bélgelerden >18 yas, 5533 goniillide, ev ziyaretleri
yapilarak gercgeklestirilmis.



 Calisma grubunun timinden onam alindiktan sonra 8-
10ml ven6z kan alinarak serumda,

- HBsAg, anti-HBs, anti-HBc total, anti-HCV, HBeAg,
anti-HBe, HBVDNA anti-HDV ile ALT ve AST
calisiimus.

« HBsAg ve anti-HCV pozitif saptananlara uygulanan
anket formunda asagidaki risk faktorleri sorgulanmis.

 Hepatitli hasta ile temas, cografi balge, cinsiyeft,
evlilik durumu, egitim dizeyi, dis tedavileri, tek
kullanimlik olmayan siringa kullanimi, siinnet aykiisd,
glivenli olmayan cinsel iliski, damar igi ilag kullanimi,
kan transfiizyonu, cerrahi oykusd,
piercing/dévme/akupunktur oykisi ve diyaliz.



TABLE 1. Serological findings in relation to HBsAg and Ant-
HBs positivity

n T N
HBsAg (+) 218 5460
- HBads [+) 3 (41 218
- Anti-HBe [ +) We 218
- HEV-DMNA | +) 153 702 218
- HBV-DMA (4]  + ALT =15 UNL £ 18 218
- HEV-DMNA (-) &5 298 218
- HEV-DMNA (<)  + ALT =15 LML | 0.4 218
- Anti-HCV (+) 2 (%) 28
- Anti-HDY [+) & (I8B) 118
Anti-HEBs [ =) 1746 [ 319 | 5460
Anti-HBe (+) 1670 306 5460
Anti-HBs (+)  + Anti-HBe (+) 1212 220 5460
Anti-HBs (#)  + Ani-HBe () 423 B4 5480
obyted Ant-HBe [+) 25] 46 5459

ALT, alanine trancs minase; HBeAg, hepatitis B & antipen; HBsAg, hepatits B surface
antigen; HBEY, hepatitis B virus UNL, upper normal Limi.



TAELE |. Sociodemographics of all participants according to HBsAg and anti-HCY positivity

HBsfg (+) HBsfg (-) Anti-HCW [+) And-HCWY (=) All partdcipants”
n= 118 n= 5M1 P n = 52 n = 5371 P n = 5460

Age (yenrs), mean (50) 428 (131.8) 40.7 (14.5) 0019 48 5 [ 16.10) 1.0 [ 15.0) <[] 408 (14.7
Age group (years). n ()

|§-2% 42 (19.3) | 445 (27.3) 0.05% T(13.4) | 483( 28 0004 | 4%0 (27.3)

-39 5 [24.8) 1323 (25.4) 1 21.0) 1364 | 25) 375 (25.5)

4049 55 [25.3) [ 080 (20.7) 2 (17.0) [12T (2) [ 136 (21.0)

50-5% 41 [188) T0& (13.5) 10 [ 1%.0) TI8 [ 14) T48 (11.9)

b0 6% 14 [6.4) 40 (7.6) [ 17.0) 405 (T.5) 414 (78)

=70 I (5.0) 4T 4.7 & [ [2.10) 247 [(5.0) 248 4.7
Gender, n (&)

Female 85 (40.8) 2697 (51.3) Q.02 33 (63.4) 2750 (5l1) 0070 2783 (51.0)

Male 2% (59.1) 2550 [48.6) 1% (36.5) 1658 | 45) 26TT (49.0)
Educational stans, o (%)

Less than high sehool |67 (T6.6) I64T (6%.6) 0027 43 (83.0) 3771 (M0.0) 0043 3814 (T0.0)

High achaal ar aver 51 (23.4) 1554 [30.4) 2 (17.0) 636 {30.0) [ e45 (30.1)
High-risk prafession, n (%) n=1I8 n = 524| n = 5459

Healthesre workers 3il4) 242 4.8) 0024 4 (B) 241 [48) 0265 245 [4.5)
Murital s, n %)

Married 83 [(B4.0) 1979 (75.9) 0006 3% (75.0) 4123 (7600 0838 4182 (Te.2)

Single (unmarried, widaw(er) 35 (16.0) 1263 (24.1) 13 [ 25.10) | 285 [ 24.0) |2%8 (23.8)

and divoreed)
Place of residence, n (%)

Lirban |47 (T6.2) 3603 (75.0) 0710 38 (73.0) 3949 (T3.0) 0589 98T (75.0)

Flural 46 [23.8) | 202 [25.0) |4 [Z7.10) 461 [Z7.0) | 475 [25.0)

HBsAg, hepatitis B surfsce antgen; HCY, hepatitis C virus.
"Mumber with availsble data



TABLE 3. Risk factors for hepatitis B surface antigen positivity

Univariate analysis

Multivariate analysis

OR 95% ClI p OR 95% CI P
Age =50 .2 091-1.e4 Q173 102 0Q71-145 0916
Close contact with .82 1.53-217 <0001 324 2325-466 <000l
hepatitis patient
Living in scutheastern .99 1.27-3.12 0002 274 [|.7-445 <000l
part (versus other
regions)
Male gender .53 lL.1e-201 0002 177 1.28-246 0.00I
Being married (versus .66 1.14-239 0007 162 1.02-257 0038
single/unmarried,
widow fwidower,
divorced)
Educaticnal level less .43 1.04-19 0028 153 1.04-226 003
than high school
Orodental interventions [.68 1.15-244 0006 154 1.01-235 0047
lUse of non-disposable .71 1.29-226 <0001 14 1OI-1.96 0.045
YT inge
Unsafe sexual practices [.94 1.23-3.04 0004 1.17 078-1.74 0438
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» Ulkemizde HBsAg seroprevalansi %4

* En az toplumumuzun 1/3'G HBYV ile
karsilamis.

« Hepatitli hasta ile temas, giineydoguda
yasiyor olmak, erkek cinsiyet, evli olmak,
lise diizeyinden daha diigiik egitim diizeyi,
dis tedavileri, tek kullanimlik olmayan
siringa kullanimi HBsAg pozitifligi igin risk
faktorid olarak belirlenmistir.
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« Arastiricilar HBsAg tasiyicisi anne
bebeklerinde HBV asi ve HBIg profilaksisi ile
bulasin %95 oraninda engellendigini, ancak
ozellikle kronik aktif ve HBeAg pozitif viremik
annelerin vertikal olarak da bebege HBV'nu
bulastirabileceklerini vurguluyorlar.

* Bu nedenle literatirde HBV DNA>107 kopya/ml
olan ya da daha onceden HBsAg pozitif bebek
dogrumus ve HBV DNA > 10° kopya/ml olan
gebelere, son trimesterde profilaktik antiviral
tedavi verilmesi gerektigini gosteren ¢alismalar
oldugunu belirtiyorlar.



* Bu calismada;

« HBV ftasiyicisi gebelerden fetusa vertikal
olarak HBV bulas riski;

 Bulas riskini azaltmak icin antiviral
kullaniminin gtivenilirligi arastirilmis.

* Mayis-Eylil 2013 tarihleri arasinda
gergeklestirilen retrospektif bir ¢alisma

* Yasglari 17-42 arasinda degisen 114
HBsAg tasiyici gebe ¢alismaya dahil
edilmis.



Gebeler 3 gruba ayrilmis:

* Grup 1 (tedavisiz grup)

« HBeAg pozitif, HBV DNA yiiksek titrede pozitif,
karacigerde hafif nekroinflamatuar aktivite ve
normal ALT dizeyi ile karakterize immuntoleran
fazdaki hastalar ile tedaviyi kabul etmeyip
tedavisiz izlenen hasta grubu

* Grup 2 (tedavi grubu)

« HBV DNA > 107 k/ml olan ve onay alindiktan sonra
LAM, TDF ya da LdT tedavilerinden biri baslanan
hastalar

* Grup 3 (profilaksi grubu)

« HBV DNA < 107 k/ml olup vertikal bulasi engellemek
igin antiviral tedavi baslanan hasta grubu.



Sonuclar

Table 1 Baseline characteristics of the pregnant patients

Groups Untreated mothers ~ Ordinary treatment ~ Prophylactic treatment Total
(n=>54) (n=29) for MTCT (n=31) (n=114)

Age (vears) mean+SD 287449 27447 28.8+5.1 283452

Number of children, 07411 07+11 1.0+15 07411

mean +5D

AST IU/L, mean +5D 3174523 91442159 70.9+190.9 56.6+150.0

ALTIU/L, mean+SD 26.7+229 98.1+189.4 70.7+187.1 572+139.0

Platelets/ mm’ 232736 +47 580 222500 +44 019 240192 +45 784 2531204225791

mean +5D

HBV DNA copies/mL, ~ 95.4+1642 32x107+45x10°  39x10°+7.0x10° 83x107 +26x10°

mean + 5D

HBeAg positive, 1 (%) 5(9.2) 20(689) 13 (419) 38(33.3)

Number of MTCT 2 1 0 3

ALT, alanine aminotransferase; AST, aspartate aminotransferase; HBeAg, hepatitis B e antigen; HBV, hepatitis B virus; MTCT, mother-to-child

transmission.



« Tum infantlara dogumdan sonra HBV
asisi ve HBIG ile profilaksi uygulanmis.

81 infant dogum sonrasi 24-36 ay
izlenmis.
» 71 (%87.7) anti-HBs pozitif
+ 3 (%3.7) HBsAg pozitif

» 7 (7%8.6) HBsAg negatif ancak anti-HBs
de olusmamis.

Table 2 Chamacteristics of mothers of HBsAg-positive infants despite immunoprophylaxis after delivery

Patent no. Age HBeAg status HBYV DNA Beginning of therapy Antiviral agent
(vears) (copies,/ mL) (gestational week)

1 24 Negative 25 20 No MNo

2 35 Positive 21 50 No MNo

3 28 Positive 152 000 000 Yes (28) Tenofovir

HBeAg, hepatitis B e antigen; HBsAg, hepatitis B surface antigen; HBV, hepatitis B virus.




 Calisma sonunda gebelikte, IIT trimesterde antiviral
kullaniminin maternal ve fetal herhangi 6nemli bir yan
etikiye neden olmadigi, literatiirden orneklerle de

desteklenerek, bildirilmistir.

Table 3 Studies that reported on safety of antivirals use in pregnant women and their infants

Shudy population Intervention Adverse events Reference
Mothers Infants

68 mothers taking HAART that inchuded TDF MNone MNMone Vigano
HAART during was inifated from ?nd or 3nd et al M
pregnancy trimes ter
1693 HBV-carrier mothers  LAM MNone One (1/15) study reported Han
were inchuded i the side-effects et al*
meta-analysis
229 pregnant women with LAT 600 mg/day MNone MNone Han
HBeAg (+) et al™
11 HBY monoinfected TDF 300 mg/day during the MNMone MNone Fan
pregnant women Jrd trmester et al ™
2029 HIV-exposed 426 with maternal TDF use — Shghtly decreased infant Siberry
wuninfected children length at 1 year of age et al **
whose mothers received among those with in utero
ART with/without TDF TDF exposure
3 HI'V-infected pregnant M womenrecaved TDF and / 5.9% (2/3) adverse MNMone Colbers
women and their 34 or FTC as part of HAART event post-partum et al ™
infanks during pregnancy for at least anemia posinatal

2weeks uterine atony
45 pregnant women with 21 women received TDF MNone MNMone Celen

300 mg/ day from week 18 to et al 3@

HBeAg (+) chronic
hepatitis B

27 of gestation

AFRT, anti-retroviral therapy; FTC, emtricitabine; HAART, highlv-active ant-retroviral therapy; HBeAg, hepatitis B e antigen; HBV, hepatitis B
virus; LAT, telbivudine TDF, tenotovir disoprosdl fumarate.
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* Calisma, farkli mekanizmalarla etkili olan peg-
IFN ve tenofovir kombinasyon tedavisi ile
HBsAg kaybinin monoterapilere gore daha
ylksek oranda elde edilip edilemeyecegini
arastirmak amaciyla planlanmis.

48 hafta peg-IFN monoterapisi ile tedavi sonrasi 6
ayda HBsAg kaybi orani sadece 7%4

* 48 hafta TDF ile sadece HBeAg pozitifler bu oran
73. HBeAg negatiflerde ise O.



« Calisma randomize, acik-etiketli, kontrollii, cok merkezli

(farkh ilkelerden) olarak planlanmis.
« Calismaya 4 grup hasta alinmis
« Grup A; n=186; 48 hafta peg-IFN +TDF
« Grup B; n=184 ilk 16 hafta peg-IFN + TDF; takiben 32

hafta sadece tenofovir
« Grup C; n=185; sadece TDF 120 hafta
« Grup D; n=185; sadece peg-IFN 48 hafta

« Tium ¢alisma gruplari 120 hafta takip edilmis.



Table 1.0Demographic and Clinical Charactedstics of the Patients at Basaline

Group A In = 186)

Group B |n = 184)
TDF + pegntafarcn

Group D [n = 188)

TDF + pagintarfaron  for 16 weaks, than Group C jn = 185) pagirtefarcn for
Characteristics for 48 wk TODF for 32 wk TODF for 120 wk 48 wk
Age, y, maan + S0 frangs) 36+ 167 16— AT x40 6-82 36 = 109 16—58) 38 + 105 1B—a4d)
Body mass index
Maan + S0 24 + 34 24 + 40 25+ 41 24 £ 4.0
1737 17—16 1715 1645
Mals s m () 127 (68) 119 B5) 121 B5) 119 §54)
Race m (%]
HAaian 142 [F&) 134 {73 141 (&) 137 (F4)
Bilacy® 53 3@ 48 & 3
‘White 3819 45 25 30 a21) 41 )
Orther 30 2 1) 1{1) 11
Fiegion, m {34
Morth America 3B (200 3107 37 20 37 a0
Ewrope 42 (23) 52 @28 40 £22) a5 @4)
AustraliaMew Zesland 10 (5) 14 B) 15 8 14 &)
Amm o5 (529 BY |7 o3 D 8
HEV genotype,” n (%)
A 17 (49 16 @) 14 {8 14 &)
B 50 (27 51 28 49 27 5% g
C T8 (42 79 3 TE {13 9
D 302 36 20 41 22 38 21)
E-H 211) 21(1) 3@ 111)
HEsAg-pos ithes, n [3) 108 [58) 105 E7) 10 {59 106 {57
HEW DA, dog o iLml, mean + S0 F1+15 r1+15 T+ 15 69+ 1.6
HBEzAgQ, log,, WML, mean + S0 39108 3E+09 39+ 08 38+08
ALT, LWL, mean + S0 121 + 181 112 + G 101 + 68 107 + a2
Pricr HEW medicaion™ n (%) 5 5 @) 11 ) B )
Entec-avir 53 i@ 4 & 201
Lamivudine 4 (2 3@ T B
Clevudine 2101 i i a
Telonrudine i 1{0-5) 210 2

“Black or Afdcan Amancan.

“Five patients with mixed genctypes were randomized: 1 genotype B/C: 3 ganotypes DV/G, and 1 genotype A/D.

“Multiple responsas possibla.



Table 2.Efficacy Resulis at Weeks 48 and 72

Group B (n = 184)
Group A (n = 186) TDF + peginterferon
TODF + peginterferon for 16 weeks, TDF Group C (n = 185)

Group D (n = 185)
peginterferon for

Response for 48 wk for 32 wk TDF for 120 wk 48 wk
HBsAg loss
Kaplan—Meier estimate, %
Wi 48 7.3 2.8 o 2.8
Wi 72 9.1 2.8 o 2.8
P values for wk 72
ws group C <001 NS
ws group D J003 NS
Markow 2-state estimate, %
Wi 48 7.3 23
Wi 72 6.8 14 o 28
P values for wk 72 0 2.8
ws group C =001 i
vs group D NS NS
HBsAg seroconversion
Kaplan—Meier estimate, %
Wi 48 5.7 06 o 23
Wi 72 8.1 0.6 o 249
HBsAg change from baseline,
logqq IU/mL®
Wi 48 1.4 0.5 0.3 .8
Wik 72 1.3 0.3 0.4 0.6
Pvalues at wk 72
ws group C <.05 NS
ws group D <.05 NS
HBeAg loss, /N (%)°
Wi 48 2B/108 (25.9) 214105 (20.0) 94109 (8.3) 14/106 (13.5)
Wi 72 32108 (29.6) 26/105 (24.8) 16/109 (14.7) 27106 (25.5)
Pvalues at wk 72
ws group C .009 NS

ws group D _ NS i



Table 2. Efficacy Resulis at Weeks 48 and 72

Group B [n = 184)

Group A (n = 186) TDOF + peginterferon Group D (n = 185)
TDF + peginterferon for 16 weeks, TDF Group C [n = 185) peginterferon for
Response for 48 wk for 32 wk TOF for 120 wk 48 whk
HBeAg seroconversion, n/MN (%)
Wk 48 25/108 (23.1) 20/105 (19.0) 9/109 (8.3) 13106 (12.3)
Wk 72 27/108 (25.0) 25/105 (23.8) 14/109 (12.8) 26/106 (24.5)
Fvalues at wk 72
vs group C 025 051
vs group D NS NS
HEV DMNA <15 IW/mL, /M (%)
Wk 48 128/186 (68.8) 131/184 (71.2) 112/185 (60.5) 39/183 (21.3)
Wk 72 17186 (9.1) 12/184 (6.5) 133/185 (71.9) 17/185(9.2)

Pvalues at wk 72
vs group C [ <001 <001 ]

vs group D NS NS
ALT normalization — n/M (%)
Wik 48 772 {40.7) 118/172 (68.6) 111176 (63.1) 53/173 (30.8)
Wik 72 63172 (36.6) 62/172 (36.1) 128/176 (T2.7) 64/173 (37.0)

Sustained response (HBYV DMNA
<2000 IW/mL and ALT
normalization), /M (%)°
Week 72 40/172 (23.3) 3772 (21.5) MA 32173 (18.5)

MA, not applicable.

*Missing data at analyzed time point or data from all time points after the start of TDF retreatment were excluded from analysis.
“Patients with missing data at the analyzed time point were considerad nonresponders at that analyzed end point.
“Patients with missing data at the analyzed time point or patients who started on TDF retreatment were considered non-
responders at that analyzed end point.



Table 3.Cumulative Hepatitis B Surface Antigen Loss Up To Week 72 According To Hepatitis B e Antigen Status and

Genotype
Group A (n = 186) Group B (n = 184) Group D (n = 185)
TDF + peginterferon TDF + peginterferon for Group C (n = 185) Peginterferon
for 48 wk 16 weeks, then TDF for 32 wk TDF for 120 wk for 48 wk
Wk 48 Wk 72 Wk 48 Wk 72 Wk48  Wk72 Wk 48 Wk 72

HBeAg-positive (n = 428), /N (%)

Overall (7108 (65 10/108(9.3) 3105 (2.9) 4/105 (3.8) 0409 0109 4/106 (3.8) 4406 (3.8))
Genotype A 278 (25.0)  3/8(37.5) 1/8 (12.5) 278 (25.0) 3 0/B 075 075
Genotype B 2/27 (7 .4) 327 (11.4) 1/26 (3.8) 1/26 (3.8) 0/25 0/25 2/26 (7.7) 226 (1.7)
Genotype C 2/57 (3.5) 3/57 (5.3) /57 w57 0/59 0/59 1/58 (1.7) 1/58(1.7)
Genotype D 1/15(6.7) 1/15(B.7) 113 (7.7) 113(7.7) 017 0A7 1/16 (B.3) 116 (6.3)
Genotypes E-H 01 oA o1 0A w2 0/2 01 01

HBeAg-negative (n = 312), /N (%)

Ovwerall | 478(5.1) 6/78 (5.1) 1/79 (1.3) 1/79(1.3) 0/76 0/76 1/79(1.3) 179 (1.3
Genotype A 2/9222) 39333 0’8 0/8 08 0/8 0/9 0/9
Genotype B 1/23 (4.3) 2/23(8.7) 1/25 (4.0 1/25 (4.0 0/24 0/24 1/27 (3.7) 127 3.7
Genotype C 1/21 (4.8) 1/21 (4.8) 0/22 w22 019 019 0/21 021
Genotype D 024 0/24 0/23 /23 0/24 0/24 0/22 022
Genotypes E-H 0 oA 01 0A o1 0M 0/0 0/0

NOTE. Overall, 7 patients seroreverted on or after wk 48; 5 HBeAg-positive patients (3 in group A: 2 genotype A patients and 1
genotype B patient, and 2 in group B: genotype A) and 2 HBeAg-negative patients (1 in group A: genotype B; 1 in group B:
genotype B).
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Bu ¢alismanin potent bir antiviral ilagla pegile interferonun uzun
sureli kombine kullanildigi ilk ¢alisma oldugunu ve bu kombinasyon
tedavisinin HBsAg kayb! izerine monoterapilerden gok daha

etkili oldugunu bildirmiglerdir.

Arastiricilar, daha 6nceden yapilmis olan LAM + IFN
kombinasyon tedavilerinde anlamli bir yarar saglanmamis olmasin
bu ¢alismalarda tedavi siirelerinin kisa ve 6rneklem gruplarinin

kiiglik olmast ile kontrol grubu kullanilmamasina baglamislardir.
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KHB tedavisinde kullanilan antiviral ilaclar,
HBsAg kaybi gerceklesmeden kesildiginde, elde
edilen tedavi yaniti uzun sireli olmamaktadir.

HBsAg kaybi ise birinci yil sonunda sadece 7%0-
73 arasinda degisen oranlarda elde
edilmektedir.

Bu oran pegile interferon tedavisinde daha
ylksektir.

HBeAg pozitif olan hastalarda, HBeAg
serokonverisyonu elde edildikten sonra HBsAg
kaybi daha yliksek oranda olugsmaktadir.



Bu ¢alismada arastirilar, HBeAg pozitif, 9-36 ay
arasinda degisen siirelerde entekavir tedavisi almakta
olan KHB hastalarinda, tedavinin peg-IFN alfa 2a'ya
degistirilerek ya da entekavir ile devam edilerek
siirdirulmesinin sonuglarini karsilastirmislar.

Peginterferon alfa-2a 180 pg/week (n = 97)

HBeAg-positive subjects receiving

ETV
0.5 mg QD
ETV 0.5 mg QD for 9-36 months

with HBV DNA <1000 copies/ml Randomssation 1-1

+ HBeAg <100 PE IU/ml (N = 200).
ETV 0.5 mg QD (n = 100)

I T 1
Study weeks 0 8 48

Fig. 1. Study design. Patients in the PeglFN alfa-2a arm received both PeglFN alfa-2a and entecavir (ETV) in the first 8 weeks. HBeAg, hepatitis B e antigen; 0D, once daily.

*All patients were HBeAg-positive when they started ETV therapy and 55.3% (52/94) and 51.0% (50/98) in the PeglFN alfa-2a and ETV arms, respectively, were HBeAg-
negative at the dme of randomisation.
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Asaessed foreligibility (N =332)

Enrmoiment ]
Exciuded (n= 132)
= Mot mesting inclusion crtena {n = 114)
|« Consent withdrawal (n= 12)
= Patient did not retum {n=5)
= Patient did not return; reason unknown (n= 1)

Randomised (n = 200)

i~ i

Allocation

r]

ETV 0.5 mg QD {n = 100)

L

PaglFM aifa-2a 180 pofwesk (n = 100)

= Db ot receive sliocated
intenvention &s oonsent -]
wiithdrawn (n = 3)
' "
Y Anablysis (ITT population)
L% i

Anahyaed at wesk 48 (n = 47) Analyaed at wesk 48 (n = 100)

= Ant-HBe-posithe st ' " = Anti-HBe -postive st
o seding {n = 3) bgeding (n = 2

i 1
Yy Analysis (mlTT population) T
)

%55. 3 HBeA_q ne_qaﬁf Analysed at week 48 (n = 04) Anahmed atweek 48 {n= 98) %5] HBeAg ne_qaﬁf

Fig 2 Patient ram«domisytion and flow. Anti-HB= antibody to hepatits B e antigen; ETV, emeavir; PeglFH alfa-2a, pegimterferan af-2a; Q0, ance daily. A total of 49 of
114 indhviduals who did not meet indusion criteria had HBeAg lewes z 100 PEILmL
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Table 1. Patient demoeraphics and baseline characteristics.

Demographic or baseline

Modified ITT

characteristic PeglFN alfa-2a ETV
(n=94) (n = 98")

Males, n (%) 75 (79.8) 85 (86.7)

Mean (SD) age, yr 33.4 (8.3) 33.3 (9.0)

Mean (SD) body mass index, 22.9 (2.7) 22.9 (2.9)

kg/m?

Mean (SD) duration of previous 19.9 (8.1) 20.5 (8.5)

treatment with ETV, mo

Mean (SD) HBsAg. log,, IU/ml 3.3 (0.6) 3.3 (0.5)

Mean (SD) HBYV DNA by PCR, 3.0 (0.1) 3.0 (0)

log,, copies/mi

Mean (SD) HBY DNA by PCR, 1.6 (0.4) 1.5 (0.4)

log,, IU/ml

Mean (SD) ALT, U/L 27.3(21.4) 24.2 (13.8)

Mean (SD) HBeAg. PE IU/ml 8.5 (18.9) 5.7 (10.6)

*Two patients had received prior adefovir therapy:.



Table 2. Rates of response at week 48 (mITT population).

Outcome PeglFN alfa-2a ETV Difference estimate p value
n/N % (95% Cl) n/N % (95% Cl) (95% CIY
HBeAg seroconversion 14/94 149(84,23.7) 6/98 6.1(23,129)  8.8(0.2,174) 0.0467+
HBeAq loss! 16/42 38.1(236,54.4) 16/48 33.3(204,484) 48(-151,246) 06378
HBV DNA <1000 copies/ml* 59/82 72.0(609,81.3) 90/92 97.8(924,99.7) -25.9(-36.0,-15.7) <0.0001*
HBsAg loss 8/94 8.5(38,16.1)  0/98 0(0,3.7) 8.5(2.9,14.2) 0.0028¢
HBsAg seroconversion 4/94 43(1.2,105)  0/98 0(0,3.7) 43(0.2 83) 0.0556%
ALT normalisation (<1 x ULN)* 48/82 58.5(47.1,69.3) 84/92 91.3(836,96.2) -32.8(-449 -20.7) <0.0001*
HBsAg <10 IU/ml* 13/82 159 (8.7, 256) 0/92 0(0,3.9) 15.9(8.0,23.8) <0.0001*
HBsAg <100 IU/ml* 22182 268 (176,37.8) 4/92 44(12,108)  225(12.0,329)  <0.0001*
HBsAg <1000 IU/m[* 43/82 524 (41.1,63.6) 28/92 304 (21.3,40.9) 22.0(7.7,36.3) 0.0032¢

*Eighteen patients with missing data were excluded.

"Difference estimate was calculated for the PegIFN alfa-2a group compared with the ETV group.

b test.

%Fisher's exact test,

"Only patients who were HBeAg-positive at the start of treatment with PegIFN alfa-2a are included in calculations,




 Galismanin alt analizlerinde, peg-IFN alfa 2a
tedavisine geg¢is aninda, HBeAg negatiflesmis ve
HBsAg kantitatif degeri <1500 IU/ml olan hastalarda
ve peg-IFN tedavisinin 12 haftasinda HBsAg
<200IU/ml olan hastalarda; 48 haftalik tedavi
sonunda HBsAg kaybinin daha yiiksek oranda oldugu

tespit edilmistir.

A
Baseline HBaAg status Bassline HBsAg (1Lml) ¥k 48 HBsAg loss Wk 48 HBeAq seroconversion
M (%) p walug’ M (%) o vakus!
HEeAg-negative <1500 4718 (22 2) 0.0133 6/18 {33.3) 00191
21500 w3z 2132 (6.3)
HEBafAg-positive <1500 212 (16.T) n.&. 212 [16.7) Mn.&
21500 1729 (3.5) 328 {10.3)
B
Baseline HBaAg staius Wk 12 HE=Ag (IIVmil) ¥k 4B HBsAg loss Wk 48 HEBeAqg saroconvarsion
i/ |} pwaluet M [%) p valuet
All patisnts <200 719 (77.8) <0.0D01 &8 (66.T) <0001
200-<1500 W25 5125 (20.0)
21500 158 (1.7) 358 (5.2)
HBeAg-positive at baseline <200 22 (100.0) 0.0027 112 (50.0) 00747
200-=1500 w1 211 (18.2)
21500 1728 (3.6) 2128 (T 1)
HBeAg-negative at baseline <20 BT (T1.4) <0.0301 &7 (71.4) <i).0001
200-<1500 w14 314 (21.4)
21500 3o 1130 (3.3)
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« Arastiricilar, secilmis hastalarda
antiviral tedaviden peg-IFN alfa
tedavisine gegisin HBsAg kaybini
hizlandirabilecegini
belirtmektedirler.
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Abstract

Background Longderm tenofovir disoproxil fumamits
(TDF) trestment for chrome hepatitis B (CHB) is associ-
ated with sustained wiral suppression and regression of
fibrosis and cirrhosis at vear 5 (240 weeks) and no TDF
resistance through 6 vears (288 weesks),

Aim  We assessed the efficacy, safety, and resistance of
TDF for up to 7 years (336 weeks) in HBeApg-pasitive and
HBeAg-negative CHE patients.

Methods  Patients who completed 1 vear (48 weeks) of
randomized treatment with TDF or adefovir dipivoxil were

Elecirone supplement ary material The online version of this
article {dod: 10, DS 10EN0-014-3486-T) containg supplementary
material, which is available 1o suthorized users

M. Buti {1y

Depanment of Hepatology, Hepatic and Digestive [Masases
{CTBEER ehd), Hospital General Undversitar Wall d'Hebron and
Metworked Biomedical Research Cenier, Pg. Vall d'Helbron,

eligible 1o meeive opendabel TDF for a total dumtion of
B years (384 weeks),

Results OF 641 patients  initially randomized, 585
(91.3 %) entered the open-label phase: 437/585 (74.7 %)
remained on study at vear 7. For patients on treatment al
year 7, 993 % mantwned wviral suppression (HBY
DMA = 69 TL/mL), 800 % achieved serum alanine ami-
notransferase  normalization, and  in HBeAg-positive
patients, 84/154 (545 %) and 25/154 (118 %) achieved
HBeAg and HBsAp loss, respectively. One/375 (03 %)
HBeA p-negative patients achieved HBsA g loss. No mesis-
tance w0 TDF was detected through 7 vears, During the
open-label phase, prade 34 drog-relaed adverse events
were uncommon (1.0 %); ten (1.7 %) patients had eleva-
tion of serum cmatinine =0.5 mgfiL above baseline. Nao

5. Gurel

Depanment of Gastoentenlogy, University of Uudag Olice
Mh, 161X, Bursa 16059, Torkey
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Tenofovir disoproksil fumarat, HBV DNA
polimeraz enziminin potent inhibitord olan
tenofovir'in oral kullanilabilen éncii
molekdltdir.

Glinimizde 12 yas ve lzerindeki KHB
hastalarinda onayli bir antiviral tedavi ajanidir.

Al yillhk TDF tedavileri ile bildirilen bir direng
soz konusu degildir.

Bu ¢alismada KHB tedavisinde 7 yil sire ile TDF
kullanimi ile elde edilen etkinlik, givenilirlik ve
direng sonuclari bildirilmektedir.



¢alisma daha 6nceden TDF etkinligi, gtivenilirligi ve
direncinin degerlendirildigi 102 (HBeAg hegatif
hastalari igerir) ve 103 (HBeAg pozitif hastalar:
igerir) galismalarinin devami olarak dizayn edilmis.

Ilk bir yil adefovir ya da tenofovir almak tizere
randomize edilen, 18-69 yas araliginda, karaciger
biyopsisinde Knodell nekroinflamatuar skoru >3 olan
KHB hastalar: degerlendirilmis.

Bu hastalarin tiimiine birinci yildan sonra tenofovir
tedavisi ile devam edilmis ve 72 hafta da hala viremisi
siiren hastalarin bir kismina emtrisitabin eklenmis.

Hastalarin foplam tedavi sireleri 8 yil olarak
belirlenmis.



641 patients were randomized and treated

Y

615 (96%) completed the 48-week double-blind phase

Reason for discontinuation (n = 26):

* Loss to follow-up: 9
= Safety, tolerability, or efficacy
reason: T
* Withdrawal of consent: 7
* Protocol violation: 3

Y

585 (91%) entered the open-label phase

Reason for not entering (n = 30):
= Withdrawal of consent: 21
* Declined participation:
* Loss to follow-up:

* Seroconversion:

M W s

Y

437 (68%) completed year 7

Reason for discontinuation (n = 148):

* Withdrawal of consent: 51
* Loss tofollow-up: 37
* |nvestigator decision: 27
= Safety, tolerability, or

efficacy reason: 17

* Seroconversion:
* Protocol violation:

* Sponsor decision:

=~
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o TOF ile 7 yillik tedavi siiresini
tamamlayan 437 hastada.
* Viral supresyon saglanma orani 7%99.3
* ALT normalizasyonu 7%80

« HBeAg pozitif hastalarda 7%54.5 HBeAg
kaybi ve 7%11.8 HBsAg kaybi

« HBeAg negatiflerde ise %0.3 HBsAg kaybi

» Yedinci yilda higbir hastada tenofovir
direnci gelismedigi gozlenmistir.



1460 Dig Dis Sci (2015) 60:1457-1464

Table 1 Biochemical and virologic response to tenofovir disoproxil fumarate at year 7 (week 336)

By HBeAg status All
HBeAg-negative® HBeAg-positive®
HBEV DNA < 69 I/mL [% (n/N)]
LTE-TDF¢ TT.3 (269/348) 603 (149/247T) T0.3 (418/595)
On treatment” 09.3 (2T717273) 99.4 (159/160) 00.3 (430/M433)
HBEV DNA < 20 I/mL [% (n/N)]
LTE-TDF T7.1 (269/349) G603 (149/247) TO1(418/596)
On treatment? 09.3 (2T717273) 99.4 (159/160) 00.3 (430/M433)
ALT nomalization [ (r/A)]
LTE-TDF* 64.6 (210/325) 469 (113/241) 57.1 (323/566)
On treatment” &31.5 (213/255) T4.2 (115/155) B0.0 (328M410)
HBeAg loss [% (n/N)] 54.5 (84/154)
HBeAg seroconversion [% (n/N)] 106 (61/154)
HBsAg loss [K-M % (95 % CI)] 11.8 (8.1, 16.9)
HBsAg seroconversion [K-M % (95 % CI)] 9.7 (6.4, 14.6)

ALT alanine aminotransferase, CI confidence interval, HBeAg hepatitis B e-antigen. HBV hepatitis B virus, K~M Kaplan-Meier

* HBeAg-negative patients were enrolled in Study 102
" HBeAg-positive patients were enrolled in Study 103

“ In the long-term evaluation-TDF only (LTE-TDF) analysis, patients with missing data or emtricitabine added to their treatment regimen were

counted as failures

4 In the on-treatment analysis, patients with missing data were excluded and patients with emtricitabine added to their treatment regimen were

included in the analysis



*Calisma siirecince yan etki gorilme sikligi <%1.

Table 2 Safety summary of the open-label period

Parameter By initial reatment assignment All (N = 585)
TDF-TDF (n = 389) ADV-TDF (n = 196)
Deaths [n (%)] 9% (2.3) 3 (1.5) 12 (2.1)
Study drug-related AE leading to dug discontinuation [n (%)) 200.5) 1 {0.5) 300.5)
Smdy drug-related serious AE [n (%)] 5013 2 1. Ti1.2)
Study drug—related grade 3 or 4 AE [n (%)] 300.8) 1(1.5) G (1.0
Renal irn[:lairn'u:nt""‘l [n (%))
Serum creatinine = (.5 mg/dL above baseline 6 (1.5 4 (20 10 (1.7
Serum phosphate < 2 mg/dL 5(L3) 4 (2.0) 9 (1.5)
Creatinine clearance < 50 mL/min 300.8) 1i(l.5 Gi1.0)

ADV adefovir dipivoxil, AE adverse event, §D standard deviation, TDF tenofovir disoproxil fumarate

* Causes of death included motor vehicle accident (n = 2), hepatocellular carcinoma (n = 2), liver cancer, lung cancer (n = 2), nasopharyngeal

carcinoma, and unknown cause

" Causes of death included cervical cancer with pulmonary metastases, hepatocellular carcinoma, and multifocal carcinoma

“ Each parameter was confirmed on retest

* A given patient may have had more than one event of renal impairment; 21 patients had 25 confirmed renal events
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» TDF tedavisi uzun sireli virolojik
ve biyokimyasal yanitlar: olduk¢a
iyi olan, glvenilir ve direng
gelisim riski olmayan bir tedavi
segenegidir.
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« Entekavir, tenofovir ile birlikte KHB
tedavisinde ilk basamak olarak secilecek
potent ve ylksek genetik bariyerli
ilaclardan biridir.

* Nikleozid naiv hastalarda 6 yillik
kullanimda bildirilen direng orani 7%1.2 olup
2-5 yil arasi kullanimlarda yiiksek oranda
HBV DNA supresyonu ve HBeAg
serokonversiyonu saglamaktadir.



* Calismada, retrospektif olarak uzun siireli
entekavir kullanan KHB'li hastalarda,
etkinlik ve glivenilirligin arastiriimasi
amac¢lanmistir.

 Arjantin'de 8 farkli merkezden, 2005-2013
yillari arasinda tedavi baglanmis olan, 18
yasindan blyik, naiv KHB hastalar:
retrospektif olarak degerlendirilmis.

* Hastalar 0.5mg/giin entekavir almakta.

» Toplam 169 hasta degerlendirilmis.
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Table 1. Baseline demographics characteristics of the overall population according to HBeAg status.

HBeAg positive HBeAg negative P value
(n=104) (n = 65)

Mean age (years) 50 1 14 53111 0.105
Male/female 83 | 21 48 /17 0.366
Caucasian/Asian 87 /1 17 5% /9 0.661
Mean ALT values (IU/mL) 155 £ 276 114+ 128 0.271
Mean HBV DNA (log (IU/mL) 7,19 1,20 5,46 + 1,50 < 0,001
Mean Metavir A score 1.9:0.7 1.8£0.7 0.564
Mean Metavir F score 21+ 1.1 24+13 0.284
Cirrhosis (%) 47 53 0.041
Mean ETV treatment time (weeks) 171 1 83 20193 0.030

Mean time off ETV treatment (weeks) 83+ 53 3+ 0.127




Hastalarin tedavi sireleri 48-288 hafta

arasinda degismekte olup ortalama tedavi siiresi
181 hafta olarak belirlenmis.
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Figure 1. Serological and virological response according to ETV week of treatment. HBV: hepatitis B virus. HBeAg: e antigen.
antiHBe: antibody against e antigen. HBsAg: surface antigen.



HBsAg ve HBeAg kaybini ngormekte

kullanilabilecek parametreler

Table 5. Predictive factors of serological response, multivariate analysis by Cox proportional hazard model.

Variable Hazard Ratio 95CI% P value
HBeAg Clearance
Gender 1.03 0.41 - 2.58 0.949
ALT > 5 times ULN 1.85 0.74 - 4.59 0.182
HBV DNA 2 7 log,, IU/mL 9.40 3.46 - 25.54 <0.001
Metavir A score 2 2 2.48 1.39 - 4.40 0.002
HBV negativization after week 192 1.01 0.46 - 2.19 0.969
HBsAg Clearance
HBeAg positive at baseline 11.10 0.96 - 128 0.053
HBV negativization before week 48 1.76 0.96 - 62.4 0.054
Metavir A score 2 2 2,34 0.81 - 6.79 0.116
HBV DNA 27 log,, IU/mL 0.93 1.01 - 15.48 0.937
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« Calisma sonunda hicbir hastada
onemli bir yan etki tespit edilmedigi
de bildirilmistir.

« Sonug olarak arastiricilar, hem

BeAg pozitif hem de HBeAg negatif
KHB'li hastalarda, uzun sireli
entekavir kullaniminin etkin ve gtivenli
oldugu sonucuna varmiglardir.
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Regression of cirrhosis during treatment with tenofovir
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Summary

Background Whether long-term suppression of replication of hepatitis B virus (HBV) has any beneficial effect on regression
of advanced liver fibrosis assodiated with chronic HBV infection remains unclear. We aimed to assess the effecis on
fibrosis and cirrhosis of at least 5 years’ treatment with tenofovir disoproxil fumarate {DF) in chronic HBV infection.

Methods After 48 weeks of randomised double-blind comparison (trials NCT00117676 and NCT00116805) of tenofovir
DF with adefovir dipivoxil, participants (positive or negative for HBeAg) were eligible to enter a 7-year study of open-
label tenofovir DF treatment, with a pre-specified repeat liver biopsy at week 240. We assessed histological
improvement (=2 point reduction in Knodell necroinflammatory score with no worsening of fibrosis) and regression
of fibrosis (=1 unit decrease by Ishak scoring system).

Findings Of 641 patienis who received randomised treatment, 585 (91%) entered the open-label phase, and 489 (76%6)
completed 240 weeks. 348 patients (54%6) had biopsy results at both baseline and week 240. 304 (87%) of the 348 had
histological improvement, and 176 (51%) had regression of fibrosis at week 240 (p<0.0001). Of the 96 (28%6) patients
with cirrhosis (Ishak score 5 or 6) at baseline, 71 (742¢) no longer had cirrhosis (=1 unit decrease in score), whereas
three of 252 patients without cirrhosis at baseline progressed to cirrhosis atyear 5 (p<0-0001). Virological breakthrough
ocourred infrequently and was not due to resistance to tenofovir DF. The safety profile was favourable: 91 (16%)
patients had adverse events but only nine patients had serious events related to the study drug.

Interpretation In patients with chronic HBV infection, up to 5 years of treatment with tenofovir DF was safe and
effective. Long-term suppression of HBV can lead to regression of fibrosis and cirrhosis.

Funding Gilead Sciences.



KHB infeksiyonu %15-7%40 oraninda siroz,
karaciger yetmezligi ve HCC'ya ilerler.

Tim dinyada HCC'larin %50'sinde HBV
infeksiyonu nedendir.

Antiviral ilaglarla HBV supresyonu, karaciger
yetmezliginin azaltilmasi ve sirozlu hastalarda
HCC oranlarinin distrilmesinde yarar
saglamaktadir.

Bugtine kadar HBV replikasyonunun engellenmesi
ile karacigerde fibrozisin geri donebildigi kiiguk
¢apli ve kontrolli olmayan ¢alismalarla
gosterilebilmistir.



* Bu calismada, TDF
tedavisi ile 5 yil
viral supresyonun
saglanmasinin,
karaciger
histolojisinde siroz
ve fibrozis lizerine
etkileri
degerlendirilmis.

641 patients receved randomised treatrment
634 with available baseline liver biopsy data

26 (4% discontinued during the 48-week
double- blind phass without Fver Diopsy
0 lost to follow-up

’ 7 =afety. tolerability. or efficacy reason
7 withdrew consant
3 protocol violation
»w

615 (96%) completed the 48-week double-blind phase

3 (5%:) did not enter open-label phase
{10-erith a biopsy)
4 declined participation in extension
— phase
3 lost to follows-up
2 SEMOCOMMarsion
21 withdres consent

r

585 [91%) entered open- label phase

06 (15%) discontinwead before yvear 5
25 lost to follow-up
15 safety. tolerability. or efficacy reason
10 imvestigator’s discretion

— - :
4 protocod viclation
8 seroconversion
33 withdress consent
1 study discontinued by spomsor
w

480 (6% ) completed year 5 of open-label phase

141 (22% ) completed year 5w thourt

I Irver biopsy

v
348 (g4%)with biopsy samples atyear G (wesk 240)

Figure 1: Study disposition and availability of liver biopsy samples




« Degerlendirmeye alinan 348 hastanin 252'sinde
(%72) tedavi 6ncesi Ishak skoru < 4; 96 hastada

ISe Siroz var.

* 96 S olan hastanin 5. yil sonuglar:
« 71 (%74) hastada S geri donmdis
« 25 hastada hala S mevcut

« 252 hastanin 5. yil sonuglari
« 12 hastada (%5) fibroziste kotiilesme
* 3 hastada S
* 9 hastada fibrozis skorunda 1 puan artis
* 135 hastada (754) degisiklik yok
* 105 hastada (%42) fibrizis skorunda gerileme
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* Bes yildan uzun TDF tedavisi etkin ve
glvenlidir.

 Uzun sureli HBV supresyonu karacigerde
fibrozis ve sirozun gerilemesini saglar.

« TDF'in yiksek genetik bariyerli olmasi ve
uzun sireli kullanimda direng gelisim riskinin
olmamasi, histoloji lzerine etkinliginde ¢ok
onemlidir.
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« KHB tedavisinde kullanilan antiviral ilaglar
HBYV replikasyonunu baskilamakla birlikte
hepatosit genomuna entegre olmus cccDNA
Uzerine etkili olamamaktadir.

 Bu nedenle tedavi altinda bile karacigerdeki
infekte olmamis hepatositler hala risk altinda
bulunmaktadir.

 Kullanilan bu antivirallere direng riski de
vardir.



 Tedavide yasanan bu olumsuzluklar yeni
segenek tedavi arayislarinin devam etmesine
neden olmaktadir.

* Viral giris inhibitérleri, hem akut hem de kronik
infeksiyonda antiviral tedavide umut vaad eden
yeni segeneklerdir.

* Bu calismada HBV ile infekte edilen farelerde,
HBV zarf proteini preS1 domaininin sentetik
lipopeptit tiirevi olan ve hepatosite HBV nun
girisini bloke eden Myrc/udex'in etkinligi
arastirilmis.



* Fareler 0.5ml HBV iceren serum ile
intraperitoneal olarak infekte edilmis.

- Infeksiyondan 3 giin ve 3 hafta sonra
baslanmak lizere, infekte farelere 3 ya da 6
hafta siire ile 2 microgr/g/glin Myrcludex sc
enjeksiyonla uygulanmis.

 Kontrol grubunda yer alan farelere ise
tamponize salin solusyonu enjekte edilmis.



Infeksiyonun baglangi¢ fazinda viral yayilimi énlemek igin
infeksiyondan 3 glin sonra Myrcludex baglanan farelerde

etkinlik
n=8 fareye Myrcludex, n=7
fareye salin solusyonu, 3 veya
6 hafta sire ile verilmis.
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Viral yik, 4 ve
6 haftalarda,
tedavi
grubunda
kontrol
grubundan
anlamli olarak
disik ve tedavi
kesildikten
sonra viral
rebaund
kontrol
grubunda daha
belirgin.



» Karaciger dokusundaki HBV ile infekte hepatosit
oranini belirlemek igin her iki gruptan 3'er
farenin karaciger dokusu postmortem
immunohistokimyasal olarak HBcAg'yi gostermek
lzere boyanmis.

D

Cytokeratine-18/DAF | HBCAg

Treated mice

Untreated mice




Infeksiyonun artis fazinda viral yayilimin énlenmesinde de
son derece efkili.

oo

[
1

(==}
1

s

rm

Log,, H B"'-.:"_JD AT

3
HBV

i

Weeks

Untreated,n=  B(3sc) 5

Tregted n= &

—a—Control
—— [reated
-#- Rebound

6 g
Weeks

14

5

Log,, HBEsAg ILU/mi

=y
1

Ca
1

]
1

9(3sc) 2
9(3sc) 2

—a—Contral
—a— [reated
-#- Rebound

g 1
b Weeks

n=5 fareye
infeksiyondan 3 hafta
sonra Myrcludex; n=8
fareye plasebo
verilmis.

Tlag uygulamaya
baslamadan once
viremi dizeyleri
arasinda fark
olmamasina karsin,
Myrcludex alan grupta
6 haftada
infeksiyonun artis
fazinin belirgin olarak
engellendigi
gosterilmis.



‘Myrcludex tedavisi ile serum viremi diizeyi
etkilenmemekle birlikte karaciger dokusunda
cccDNA havuzunun genislemesi engellenmektedir.
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Infeksiyonun kronik fazinda Myrcludex etkinliginin
degerlendirilmesi

« n=3 fareye infeksiyondan 8 hafta sonra Myrcludex
verilmis ve n=3 fare kontrol olarak kullaniimis.

- Iki grup arasinda anlaml fark yok !
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« Myrcludex infekte hepatositte viryon lretimi ya
da hicrenin olimi Gzerine etkili degil ancak yeni
hepatosite HBV girisini etkin sekilde bloke
etmektedir.

* Myrcludex'in farkli etki mekanizmasi ve cccDNA
lzerine de potansiyet etkisi nedeni ile gtincel
tedavilerle kombine kullanilabilecek yeni tedavi
umudu olabilir.
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MicroRNA panels as disease
biomarkers distinguishing hepatitis
B virus infection caused hepatitis
and liver cirrhosis

Bo-Xun Jin**, Yong-Hong Zhang*", Wen-Jing Jin>*, Xiang-Ying Sun?, Gui-Fang Qiao?,
Ying-Ying Wei*, Li-Bo Sun*, Wei-Hong Zhang® & MNing Li*

An important unresolved clinical issuve is to distinguish hepatitis B virus (HBV) infection caused

: chronic hepatitis and their corresponding liver cirrhosis (LC). Recent research suggests that circulating
: microRMAs are useful biomarkers for a wide array of diseases. We analyzed microRMA profiles in

the plasmas of a total of 495 chronic hepatitis B (CHB) patients, LC patients and healthy donors and

: identified 10 miRNAs that were differentially expressed between CHB and LC patients. Our logistic

: models show that three panels of miRNAs have promising diagnostic performances in discriminating
CHB from LC. Blinded tests were subsequently conducted to evaluate the diagnostic performances

: in clinical practice and a sensitivity of 85% and specificity of 70% have been achieved in separating

CHE from LC pateints. The expression levels of some circulating miRMAs were significantly correlated
with HBYV DMA load and liver function, such as prothrombin activity (PTA) and levels of alanin
aminotransferase (ALT), albumin (ALB) and cholinesterase (CHE). Our results provide important
information for developing novel diagnostic tools for distinguishing chronic HBV hepatitis and their




* Mikro RNA'lar, 22 niikleotid uzunlugunda
kiiglik, RNA kodlamayan, konak genomunun
%20-7%80"inin kontrol eden molekdillerdir.

* Bir ¢cogunun karaciger metabolizmasinda,
karaciger fibrozisi ve siroz gelisiminde etkili
oldugu ¢alismalarla gosterilmistir.

* Bu ¢alismada, KHB'de karaciger
histopatolojisini noninvaziv olarak
belirleyebilmek igin miRNA'larin
kullanilabilirligini belirlemek hedeflenmis.



* Bu amagla KHB, karaciger sirozu ve

sag

ikli géndillilerden olusan ¢alisma

gruplarinda, serumda, real-time PCR
yontemi ile, 440 miRNA igceren bir panel
kullanilarak, miRNA diizeylerine bakilmis
ve KHB ile iliskili olan miRNA"lar
arastiriimis.
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Figure 1. Profiling of miRNAs. (a) Study design, Chronic hepatitis B (CHB) patients, liver cirrhosis

(LC) patients and healthy controls (HC) were recruited for the discovery (15/group), training (50/group),
validation (100/group) phases, and the blinded test. Individual miRNAs in the plasma were measured using
quantitative realtime-PCR assay. (b) Profiling of miRNAs in training phase of HBV infected patients. (c)
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Figure 1. Profiling of miRNAs. (a) Study design, Chronic hepatitis B (CHB) patients, liver cirrhosis

(LC) patients and healthy controls (HC) were recruited for the discovery (15/group), training (50/group),
validation (100/group) phases, and the blinded test. Individual miRNAs in the plasma were measured using
quantitative realtime-PCR assay. (b) Profiling of miRNAs in training phase of HBV infected patients. (c)
Profiling of miRNAs in validation phase of HBV infected patients. MiRNAs with significantly different
expression levels between CHB, LC and HC of training phase (b) and validation phase (c) were shown.
MiRNAs up indicates up-regulation while down meant down-regulation. Lined showed same miRNAs had

different expression levels in different groups.
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Table 2. MiRNA profiles and diagnostic performance in training and validation datasets.




« PT, serum albumin, bilirubin ve kolinesteraz enzim
dizeyi hepatik sentez fonksiyonlar: ile iligkili
parametreler.

 Karaciger sirozlu hastalarda bu parametrelerin
miRNA'lar ile korelasyonu degerlendirildiginde;

« PTile 7 miRNA arasinda pozitif korelasyon
* miIRNA 1, miRNA-18a-5p, miIRNA-21-5p, miRNA-29c-3p,
mIRNA-106b-5p, miRNA-122-5p, miRNA-146a-5p
« CHE ile 8 miRNA arasinda pozitif korelasyon

* MIRNA 1, miRNA-18a-5p, miRNA-21-5p, miIRNA-29c-3p,
miRNA-106b-5p, miRNA-122-5p, miRNA-185-5p, miRINA-
146a-5p

Alb ile 3 miRNA arasinda pozitif korelasyon
. miRNA-29¢-3p, miRNA-106b-5p, miRNA-122-5p
saptanmis.



* Bilirubin diizeyleri ile de 3 miRNA arasinda negatif

korelasyon tespit edilmis.
« miRNA 1, miRNA-106b6-5p, miRNA-146a-5p

KHB hastalarinda karacigerdeki hasarin en
onemli gostergelerinden biri ALT dizeyleri
olduqgu igin, bu hasta grubunda da serum ALT
degerlerinin miRNA'lar ile iliskisi
degerlendirildiginde sadece tek bir miRNA
miRNA-122-5p ile pozitif korelasyon tespit
edilmis.
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 Calisma sonunda, KHB ve karaciger sirozlu hastalar:
saglikli kontrol grubundan ayirabilecek 10 miRNA;

 biri, miRNA-27a-3p, sadece KHB hastalarinda

o altisi, miIRNA-1, miRNA-451a, miRNA-18a-5p, miRNA-29c-3p,
miRNA-106b-5p, miRNA-185-5p

* Ugu KHB ve KS hastalarinda ortak, m/iRNA-21-5p, miRNA-
122-5p, miRNA-146a

« belirlenmis ve bu amagla kullanilabilecek bir panel
olusturulmustur. Arastirmacilar, daha ileri
calismalarla KHB'nin farkli evrelerini ayirabilecek yeni
panellerin gelistirilebilecegini bildirmektedir.
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* Bir meta-analiz calismasi

« Kombine HAV/HBYV asilarinin
immdnojenitesi, etkinligi ve glvenilirligi
arastirilmis

e 1 Ocak 1990-13 Ekim 2015 tarihleri
arasinda Pub Medve Cochrane
databases sistemlerinde bulunan 1450
calisma taranmis; 47 tanesi analiz icin
uygun bulunmus.



Table 1. Three presentations of combined vaccine against hepatitis A and B

Vaccine Target population Formulation Schedule
1.0 ml containing 720 EL.U inactivated HAV and
Twinrix™ Adults 3 doses
20 pg recombinant HBsAQ protein
Twinrix 0.5 mil containing 360 EL.U inactivated HAV and
Children (1-11 years) J doses
Pediatric™ 10 pg recombinant HBsAg protein
Children and adolescents | 1.0 ml containing 720 EL.U inactivated HAV and
Ambirix™ 2 doses

(1-13 years)

20 pg recombinant HBsAQ protein

EL.U: Enzym-linked immunoassay units; HAV. Hepatitis A vinus; HBsAQ: Hepatitis B surface antigen.
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« HAV ve HBV asilarinin birlikte uygulanmasi
tek tek asilamaya gore etkinlik agisindan bir
fark yaratmamaktadir.

« 3 doz asilama sonrasinda HAV icin %96.2-
7100, HBV igin 7%82-7%100 koruyucu antikor
dizeyi elde edilmektedir.

« Uzun donem etkiler degerlendirildiginde HAV
antikor yanitinin 10 ?ll| a 10 kat; HBV antikor
anitinin ise 20 azalabilecegi ancak hala
oruyucu sinirin tizerinde oldugu tespit
edilmistir.



TESEKKUR EDERIM.



