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Fig. 1. Hepatitis C virus prevalence and genotype distribution in Europe, Canada and Israel.
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Are Interferon-Free Direct-Acting Antivirals
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Occult Hepatitis C Virus Infection in Hemodialysis Patients; Single Center Study

Samya El-shishtawy®. Nevine Sherif!. Emad Abdallh!. Laila Kamel’>. Mohamed Shemis®. Abdel Aziz Ali
Saleem*, Haitham Abdalla*. Hesham Gamal el Din’

!'Nephrology Department. Theodor Bilharz Research Institute. Giza, Egypt

2 Clinical Pathology Department Theodor Bilharz Research Institute, Giza. Egypt

3 Biochemistry Department. Theodor Bilharz Research Institute. Giza. Egypt

4 Department of Tropical Diseases. Theodor Bilharz Research Institute. Giza. Egypt
® Clinical Pathology Department National Research Center. Giza. Egypt

Table 3. Virological results in both HD patients and control subjects

Control (n=10) HD patients (n = 53)
Serum anti- HCV Abs 0 (0%) 0 (0%)
Serum HCV RNA by PCR 0(0% ) 0 (0%)
HCV RNA in PBMCs by PCR ————-- 8 (15.1%)

Data are expressed as number (%).

6 aydan fazla hemodiyalize giren anti-HCV ve HCV-RNA negatif 53 hasta
Periferik mononukleer hucrelerde HCV-RNA calisiimis

SONUC:
Okkult HCV infeksiyonu orani %15.1
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International Journal of Infectious Diseases 33 (2015) 15-21
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Table 1. L159F and V321A Detected at Virologic Failure in SOF and LDV /SOF Studies by Deep
Sequencing
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Durable Sustained Virologic Response After Oral
Directly Acting Antiviral Therapy Despite

Immunosuppressive Treatment
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Successful treatment of Hepatitis C in renal transglant recigients with direct-acting antiviral
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RAPID COMMUNICATION

Sofosbuvir and simeprevir in hepatitis C genotype 1-patients with
end-stage renal disease on haemodialysis or GFR <30 ml/min

Hector E. Nazario', Milka Ndungu' and Apurva A. Modi®

1 Division of Hepatology, The Liver Institute at Methodist Dallas Medical Center, Dallas, TX, USA
2 Division of Hepatology, Liver Consultants of Texas, Baylor All Saints Medical Center, Fort Worth, TX, USA

17 KBY-HD ‘li HCV hastasi, %76 - GT1la, %47-> siroz
Tedavi—> 12 hafta sofosbuvir 400 mg + simeprevir 150 mg
SONUC:

KVY12-> %100
Yan etkiler KBY olmayanlarla ayni

and worsening anaemia requiring blood transtusion (n = 1). All 17 patients reached post-treatment week-12 follow-up, and
achieved SVR12 or virological cure (100% SVR12). Conclusions: Daily, full dose of sofosbuvir plus simeprevir for 12 weeks
of therapy appears to be well tolerated in patients with ESRD on HD or GFR <30 ml/min. Mast common AEs resembled those
ot healthier CHC patients without significant renal impairment. The cure rates obtained in this cohort treated with sofosbuvir
and simeprevir are dramatically superior to any previous treatment regimen studied & published in this special patient popu-
lation.
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Virological response after 6 week triple-drug regimens for

hepatitis C: a proof-of-concept nhase 2A cohort studv

Anita Kot
Colleen Kt
Michael 5
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12 weeks of sofosbuvir & weeks of sofosbuvir, & weeks of sofoshbuvir,
and ledipasvir (n=20) ledipasvir, and GS-0669 ledipasvir, and G5-9451
(n=20) (n=20)
n % (95% Cl) n % (95% Cl) n % (95% CI)
During treatment
Day7 2 10% (1-31) 0 - g 25% (9-49)
Week 2 b 30% (12-54) b 30% (12-54) a 45% (23-68)
Week 4 17 85% (62-97) 20 100% (83-100) 20 100% (83-100)
Week 6 - . 20 100% (83-100) 20 100% (83-100)
Week 8 20 100% (83-100)
Week 12 20 100% (83-100)
After treatment
Week 4 20 100% (83-100) 19 95% (75-100) 20 100% (83-100)
Week 12 20 100% (83-100) 19 Q5% (75-100) 197 QL% (/5-100)

When no data are reported, datawere not collected. *The limit of quantification for concentrations of hepatitis Cvirus
RMNA was 43 IUW/mL. tOne patient who achieved sustained viral response at 4 weeks was incarcerated into prison after
this visit. Although records were available at 12 weeks after therapy, the NIAID institutional review board, including a
prisoner representative, decided that data from subsequent timepoints could not be reported.

Table 2: Proportion of patients with plasma hepatitis C virus RNA concentration lower than the
quantification limit*

wvir and ledipaswir

wir, ledipasvir, and G5-9669
wir, ledipasvir, and G5-9451

28
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Gastroenterology 2015;149:1462-1470

SOF-RBV for 16 wks SOF-RBV for 24 wks SOF-RBV+PEG-IFN for 12 wks

® Genotype 3

50/180 (28)

24/178 (14)

Yarisi tedavi deneyimli, 1/3’U sirotik

(n = 196) (n=199) (n =197)

‘ SVR

‘ Overall, n (%)

Wk 4 143 (73) 171 (86) 189 (96)

! Wk 12 (SVR12) 141 (72) 170 (85) 183 (93)

' 95% ClI 6578 80-90 88-96

. By subgroups, n/N (%)

f Genotype 2 13/15 (87) 17/17 (100) 15/16 (94)

Genotype 3

( Overall 128/181 (71) 153/182 (84) 168/181 (93)
By treatment history, n/N (%)

' Naive 70/91 (77) 83/94 (88) 89/94 (95)

| Experienced 58/90 (64) 70/88 (80) 79/87 (91)
By cirrhosis status, n/N (%)

E No 99/124 (80) 109/126 (87) 117/123 (95)
E Yes 29/57 (51) 44/56 (79) 51/58 (88)
By cirrhosis status and treatment history, n/N (%)

E W Naive non-cirrhotic 58/70 (83) 65/72 (90) 68/71 (96)
Naive cirrhotic 12/21 (57) 18/22 (82) 21/23 (91)
! Experienced non-cirrhotic 41/54 (76) 44/54 (81) 49/52 (94)
Experienced cirrhotic 17/36 (47) 26/34 (7_6) 30/35 (86)

| Virologic failure,® n/N (%)

I Overall 52 (27) 27 (14) 9 (5)
Breakthrough 0 2 (1)° 0
Nonresponse 0 1 (<1)° 0
Relapse 52/195 (27) 24/195 (12) 9/195 (5)
Genotype 2 2/15 (13) 017 0/16

9/179 (5)

Tedavi: 12 hafta SOF+PR,16 ve 24 hafta SOF/RBV

\
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Anita Kohli, k
Kate Sugarm

Summan
Backgroun:
hepatitis C
of ledipasv

Ledipasvir and sofosbuvir for hepatitis C genotype 4:
a proof-of-concept, single-centre, open-label phase 2a
cohor‘l‘ ctiidv

12 weeks of sofosbuvir plus ledipasvir

Treatment

Week 4 20 (95%, 76-100)
Week 8 20 (95%, 76-100)
Week 12 20 (95%, 76-100)
Post-treatment (n=21) (%, [95% CI])

Week 12 20 (95%, 76-100)

Data are n (%, 95% ). The limit of HCV RNA guantification was 43 IU/mL

Table 2: Patients with hepatitis C virus RNA concentrations less than the
limit of quantification

KVY12-> %100
Minimal yan etkiler: Diyare, bulanti, yorgunluk

ifect Dis 2015;
54

d Online
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Sofosbuvir plus ribavirin for the treatment of chronic genotype

4 henatitis C virus infection in natients of Eevntian ancestrv

Table 4. SVR12 rates by treatment experience and subgroups.

Patients, n/N (%; 95% CI)

Treatment naive

SOF + RBV 12 week

SOF + RBV 24 week

Treatment experienced

SOF + RBV 12 week

SOF + RBV 24 week

Overall
Age
<65 yr
=65 yr
Sex
Men
Women
BMI
<30 kg/m*
=30 kg/m?
Baseline HCV RNA
<800,000 IW/mI
=800,000 1U/ml
Cirrhosis status
Yes
No
HCV genotype
4a
Other (41, 4m, 4n, 40)
IL28B genotype
CC
Non-CC

11/14 (79)

10/13 (77%; 46-93)
1/1 (100%; 3-100)

6/8 (75%; 35-97)
5/6 (83%; 36-100)

7/9 (78%; 40-97)
4/5 (80%; 28-99)

6/7 (86%; 42-100)
5/7 (71%:; 29-96)

1/3 (33%; 1-91)
10/11 (91%; 59-100)

10/12 (83%; 52-98)
112 (50%:; 1-99)

3/3 (100%; 29-100)
8/11 (73%; 39-94)

14/14 (100)

9/9 (100%; 66-100)
5/5 (100%; 48-100)

5/5 (100%; 48-100)
9/9 (100%; 66-100)

717 (100%; 59-100)
7IT (100%; 59-100)

8/8 (100%,; 63-100)
6/6 (100%; 54-100)

3/3 (100%; 29-100)
11/11 (100%; 72-100)

8/8 (100%,; 63-100)
6/6 (100%; 54-100)

6/6 (100%; 54-100)
8/8 (100%,; 63-100)

10/17 (59)

9/14 (64%; 35-87)
1/3 (33%; 1-91)

7/14 (50%; 23-77)
3/3 (100%; 29-100)

8/14 (57%:; 29-82)
2/3 (67%; 9-99)

4/4 (100%:; 40-100)
6/13 (46%; 19-75)

2/4 (50%; 7-93)
8/13 (62%:; 32-86)

9/16 (56%; 30-80)
1/1 (100%; 3-100)

1/1 (100%; 3-100)
9/16 (56%;30-80)

13/15 (87)

11/11 (100%:; 72-100)
2/4 (50%; 7-93)

12/14 (8B6%; 57-98)
1/1 (100%; 3-100)

8/10 (80%; 44-97)
5/5 (100%; 48-100)

6/7 (86%; 42-100)
7/8 (88%; 47-100)

4/4 (100%; 40-100)
9/11 (82%; 48-98)

12/12 (100%; 74-100)
1/3 (33%; 1-91)

0
13/15 (87%; 60-98)

CI, confidence interval; GT, genotype; HCV, hepatitis C virus; RBV, ribavirin; SOF, sofosbuvir.

T

N,
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Gastroenterology 2015;149:971-980

Efficacy and Safety of Ombitasvir, Paritaprevir, and Ritonavir ®
in an Open-Label Study of Patients With Genotype 1b Chronic
Hepatitis C Virus Infection With and Without Cirrhosis
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Table 2. Virological response during and after treatment* N 1aTEans
VIRA DCV+ASVE  DCV+ASVH  DCVHASVH
Dacl. Patients with BCy-75 mg BCV-150 mg  BCV-75 mg+
genc response, n (%) (n = 80) = B0 BBY (n = 21)
gfi?j; On treatment ez-
Howart Week 4 EUHUUF 3219533 21 ﬂDU:I 192:
Fionah  \Week 12 75(93.8) 78 (90.7) 17 (81.0)

! uners - Prct-treatment
2 Bristol- . ] .
sustained virological

[FESPOMSEes
Week 4 73(91.3) 77 (89.5) 18 (85.7)
Week 12 71 (88.8)% J7(89.5)8 18 (85.7 9
On or after 72 (90.0) J8(90.7) 19 {(90.5)
post-treatment

week 12

Treatment failures B (7.5) F(B.1) 1{4.8)

Viral breakthrough 2(2.5) 3(3.5) 1{4.8)

Relapse 4 (5.0) 2(23) 0

Other 0 2(23) 0




/" Direkt Etkili Antiviraller M
Liver

INTERNATIONAL

Liver International I1SSN 1478-3223

VIRALHEPATITIS

Interferon-free treatment of chronic hepatitis C with faldaprevir,
deleobuvir and ribavirin: SOUND-C3, a Phase 2b study

stefan ze Table 1. Virological responses by HCV genotype subtype 6
Jawahar 1 nsa® on
behalf of HCV GT-1a, HCV

1 J.W. Goet IL28B CC GT-1b

2 e Number of patients, n (%) (N=12) (N = 20)

YA€ (0T response 7(58) 20 (100)
16 ha\LZ! 4(33) 20 (100) oEVilsla!

SVR12 2(17) 19 (95)
Reasons for not achieving SVR12, n (%)
Not achieving SVR12 10(83) 1(5)
Lack of response* 1(8) 0
Breakthrough 3(25) 0
Relapse 4777 (57) 0
Withdrawal or discontinuation 2(17) 1(5)

for adverse event}
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Clinical Infectious Diseases .
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v merica  hiv medicine association

Grazoprevir, Elbasvir, and Ribavirin for Chronic Hepatitis
C Virus Genotype 1 Infection After Failure of Pegylated
Interferon and Ribavirin With an Earlier-Generation
Protease Inhibitor: Final 24-Week Results From
C-SALVAGE

Maria Buti,' Stuart C. Gordon,? Eli Zuckerman,® Eric Lawitz,' Jose L. Calleja,® Harald Hofer,® Christopher Gilbert! John Palcza,” Anita Y. M. Howe,’
Mark J. DiNubile,” Michael N. Robertson,’ Janice Wahl,” Eliav Barr,’ and Xavier Forns®

79 hasta, GT-1 HCV, uclu tedavi deneyimli, sirotik veya nonsirotik
12 hafta grazoprevir 100 mg/gun + elbasvir 50 mg/gun +ribavirin
SONUC:

KVY24 - %96.2

Tedavi oncesi NS5A RAVs + olan olgularda relaps gelismis

Bir hasta tedavi disi nedenlerle ilaci kesmis

Tedavi etkili ve iyi tolere edilmis
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Efficacy and safety of 8 weeks versus 12 weeks of treatment
with grazoprevir (MK-5172) and elbasvir (MK-8742) with or

Arm Infection
status

Al | Monoinfecte
A2 | Monoinfecte:

A3 | Monoinfectes

-B‘l Monoinfecte:
B2 | Monoinfecte:
B3 | Monoinfecte:
B12 Coinfected

B13 Coinfected

Weeks after randomisation

2@ ®

100 —
90 1
20
i 0
.jﬁ 7
T 60—
® 50—
™ 40—
o
= 304
20—
10—
LI
T1a
ribavinn
SWR12 72(76
Q5%
(95% CI) (87-99)

@ Genotypela [

100 03% 98% 97% 87%
80%
90
80—
s 77
% 60
-
= 504
g 40
&
30
20+
10+
o | | |
HCV mono-infected HIV/HOV co-infected
Treatment duration (weeks) 8 12 12 12 12
e e A Mo S Mo
Ribavirin Ribavirin | Ribavirin fibsavirin Ribavirin ribavirin
(armB1) | (armsAL | (armsA3, | (arm B12) | (arm B13)
A2, B2) B3)
SVR12 (95% CI) 24/30, 79/85, 43/44, 28/29, 26/30,
0% 93% 98% 97% 87%
(61-92) | (85-97) |(88-100) |(82-100) | (69-96)
Lost to follow-up or discontinued early due to 1 3 ] 0 2
reasons other than virological failure
Virological breakthrough
Virclogical relapse

1AV

Tum gruplarda yan etkiler benzer oranlarda, hafif ve dusuktu
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Potent Antiviral Activities of the Direct-Acting Antivirals ABT-493
and ABT-530 with Three-Day Monotherapy for Hepatitis C Virus

Gen( A B.
0 0

Eric J. Lz
Teresal. & ‘ @

= A ABT-493 £ X ® -
Texas Livel g g L 'g = - ABT-530 L USAS
Kansas Cin 3 § ‘g §

: 8 £8

g f

g '3 | R N O SO s m .3 -

...... S

O § : o>

el | Tl -t

g — -4 1l 7 el B-a NS g 5

s VIR = -4 ‘. T

5 44
0 24 438 72 0 24 48 72
Time Post First Dose (hours) Time Post First Dose (hours)
6 -0~ 100 mg (n=8) ~¥- 400 mg (n=8) - 15mgm8) - 400 mg (n=8) S
8= 0% §=9) 0 T00mg =9) A 40 mg (n=8) -8 120 mg. cirthotics (n=8)
a -4 300 mg (n=8) -8~ 200 mg, cirrholics (n=8) & 120 mg (n=8)
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International Journal of Infectious Diseases 37 (2015) 58-63

Contents lists available at ScienceDirect
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INTERNATIONAL SOCIETY
FOR INFECTIOUS DNSEASES

International Journal of Infectious Diseases

St ¥ R RS
ElI SEVIER journal homepage: www.elsevier.com/locate/ijid

The treatment of infectious disease with a medical device: results
of a clinical trial of ultraviolet blood irradiation (UVBI) in patients

@ CrossMark

with hep———""-

]. Todd Kue !

0g -

*Clinical Laboratori
B West Virginia Schol
“Twin Rivers Gasiro|
4 Franklin Lakes, Ne
“M Squared Assodal
fAVIcure Bioscience
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Figure 1. Variation in the mean and median viral load over time.

15 UVBI
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European Journal of Medicinal Chemistry 101 (2015) 163178
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Fig. 4 Resistance profiles of inhibitors daclatasvir, 42, and 43. Measurements were carried out in triplicate.
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Soraphen A: A broad-spectrum antiviral natural product with
potent anti-hepatitis C virus activity

Soraphen A (SorA) miksobakteriyal bir metabolit ve asetil-koenzim A

karboksilazi inhibe eder.ek lipit sentezini inhibe eder. HIV ve HCV
replikasyonunu inhibe ettigi gosterilmis

ACSMe ('@ s
Che I:H \% Spirocyclization | °C O H{LN%E'A pubs.acs.org/acsmedchemlett
P4 H_/\:O = I L5 S
\\(O ® A A B
.jm:" O Ho 120 [ -+~ Anti-HCV activity -
r -e- Cytotoxicity
Medicir T E | - =3
Ch [ 1 cl N_ E { pubs.acs.org/jmc
€mis Chlorcyclizine HCI £ 40f
. . EC;, 0.044 + 0.011 pM = 0 i
Discovery, Optir ECy 140+045pM [ ° " " "9 "
. = CCyp49.8 £17.2 uyM 3 -2 1 1] 1 2 .
Chlorcyclizine D Selective Index 1132 Log [CCZ] (uM) C Virus

Bir antihiStamin”‘ 1. Chlorcylizine HCI identified from gHTS. (A) Chemical cre igine
9|r|§|n| engeller jstructure of chlorcylizine HCl (CCZ, Rac-2). (B) Anti-HCV activity
and selectivity of chlorcyclizine HCL
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European Journal of Medicinal Chemistry
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Short communication

Synthesis and biological evaluation of a-aryl-o-tetralone derivatives as (!)Cmsmk
hepatitis C virus inhibitors

Dinesh Manvar ?, Talita de A. Fernandes °, Jorge L.0. Domingos

Cadnmmaalimn e D aliiemams rmamm A Aemmartirma Dares @ Casmidac TT Tiamime D Pawilea DD Feeea D0F
Antiviral Research 118 (2015) 93-102

Laure Izquierdo®, Carole Fournier?, Thomas W. Hoffmann®, Sandrine Castelain®, Gilles Duverlie ?,
Antoine Galmiche®, Catherine Francois **

Sorafenib hepatoselltuler kanser tedavisinde kullanilan ve antitimor
aktivitesi olan bir multikinaz inhibitorudur.

Farkli mekanizmalarla anti-HCV etkinligi de bilinmektedir

HCV’nin hucre igine girisini engelledigi gosterilmistir

Claudin-1 ekspresyonunu da degistirerek anti-HCV etki gostermistir
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Drug Affected patients SOF/RBY SOF/LDV OBV/PTV/r+05V OBV/PTW/r
[m; %)
pantoprazole 49 (18 8%) no concomitant intake [ monitorf increase dese of | monitor/ increase dose of
decrease PPl dose PPI PPI
levothyroxing 43 (16.5%) monitor TsH monitor TSH
propanclol 21 (B.0%) may increase/monitor may increase/monitor
bisoprolol 20(7.7%) monitor and decrease monitar and decrease
dose dose
amlodipine 17 (6.5%) manitor heart rate /BP increase of DCV/monitar | manitor heart rate [BP monitor/decrease monitar/decrease
amlodiping 50% amlodiping 50%
torasmide 17 (6.5%) monitor/decrezse dose monitorfdecrease dose
carvedilol 14 [5.4%) manitor monitor monitor
omeprazole 12 [4.6%) no concomitant intake monitorf increase dose of | monitor/ increase dose of
dacrease dosa PRI PRI
Pradnisolone 7(2.7%) manitor monitor maon tor
lercanidipine 6(2.3%) maonitor heart rate /BP
simvastatin 6(2.3%) lowest dose/mon itor lowest dose/monitor lowest dose/monitor
lpids and CK lipids and Ok lipsids and CK
tamsulosin 6 [2.3%)
ursodeoxycholic 6(2.3%) maeniter for DAMA side monitor for DA side
acid effects effects effects effects
ropiclone 5(1.9%) reduced elimination / reduced elimination / increase, lowest dose increase, |owest dose
consider dose reduction consider dose reduction passible possible
buprenorphine 4(1.5%) inerease, monitor for side | monitor for side effects maonitar far side effects
effects of buprenorphine/ | of buprenorphine/ dose of buprenorphine/ dose
dose reduction reduction reduction
felodipine 3(1.1%) monitor heart rate /BP monitor heart rate /8P moritor heart rate [BP manitor heart rate (8P, manitar heart rate /8P,
avoid concomitant use avoid concomitant use
phenprocourmon 3(1.1%) maonitor INR maonitor INR monitor INR monitor INR monitar INR
verapamil 3(11%) manitor manitor start with lowest dose start with lowest dose
pzomeprazole 2 (08%) no concomitant intake [ monitor) increase dosa of | monitor/ increase dosa of
dacrease dose PRI PPI
olmesartan 2(0.8%) moniter haart rata /B8R monitorf decreace dose montorf decraace dose
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VIRALHEPATITS E‘ - .::E'
Miks kriyoglobUlinemi dolagimdaki artmis im S e —'— "c'-"'
karakterize HCV ile iligkili lenfoproliferatif bir Blooddonors  HCV  MCvasculiis
Miks kriyoglobiilinemili 46 HCV hastasi #1004
Anti-CD20 monoklonal antikoru= rituximab te : )
ik doz: 1gr. IV infiizyon N
Ikinci doz: 15 giin sonra 1gr. 1V inflizyon E3 g ot ‘e
Serum serbest hafif zincirler (FLC-j, FCL-k, FE e ...C-E.ms
SONU(;Z © &. . * P=0.0023
.. | — 1 ** P=0.0008
Tam klinik yanit=> %41.6 —
Tedaviyle FLC-J ve RF degerleri dismis 2
Tedavi 6ncesi FLC orani tedavi yanitini 5Sngcjike i
Seves S .,:._q.-
0

K Blood donors HCW MC-vasculitis







