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Abstract 50

Study Design

After 4-week lead- If Hb<8.5 g/dL,
in with P/RBYV, all secondary
patients initiated intervention

boceprevir. (RBV DR arm

Hb at wk 0, 2, 4, 6, could use

8,10, 12, 24, EPO; EPO arm

could use
28, 34, 40, 48. RBV DR)

RBV DR by increments of 200 mg at the discretion of the investigator
(first increment of 400 mg if initial dose was 1,400 mg/day)

EPO was started at 40,000 units/wk and could be modified at the investigator’s discretion
to doses of 20,000 to 60,000 units/wk

If Hb<7.5 g/dL, all study drugs were discontinued

Lawitz E, et al. 63rd AASLD; Boston, MA; November 9-13, 2012; Abst. 50.



=+~ Primary Efficacy Results

% of Patients (95% CI)
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Efficacy Results
in Cirrhotics and Non-Cirrhotics

m Cirrhotics Non-Cirrhotics

41 z
60 40

Percentage of Patients (95% Cl)

EOT Response Relapse

Lawitz E, et al. 63rd AASLD; Boston, MA; November 9-13, 2012; Abst. 50.




- SVRs in Cirrhotics Were Similar
""with RBV Dose Reduction or EPO

RBV
DR
13
23

Cirrhotics Non-Cirrhotics

Lawitz E, et al. 63rd AASLD; Boston, MA; November 9-13, 2012; Abst. 50.

SVRs in Patients®*
Who Did or Did Not Receive
Secondary Interventions for Anemia

80"

No No

secondary _secondary
intervention intervention

14 228
27 324

Cirrhotics Non-cirrhotics

tChi-square p-value=0.051 for difference between 80% and 70%
*Excludes patients who were treated and not randomized to anemia management

Lawitz E, et al. 63rd AASLD; Boston, MA; November 9-13, 2012; Abst. 50.




Timing and Magnitude of Ribavirin Dose
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SVR with Boceprevir + Peginterferon / Ribavirin
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in HCV G1 Patients
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Abstract 154

Higher SVR Rates if Undetectable
HCV RNA Levels at Start Time of Primary Anemia
Management

84 86

Undetectable Detectable

Excludes patients who were treated and not randomized to anemia management

Poordad F, et al. 63rd AASLD; Boston, MA; November 9-13, 2012; Abst. 154.




< SVR Rates Did Not Vary with the
" Start Time of Anemia Management

= RBV DR EPO Use 88
82
71 71

<4 Wks >4-8 Wks  >8-12Wks >12-16Wks  >16 Wks
Timing of the Start of Anemia Management

Poordad F, et al. 63rd AASLD; Boston, MA; November 9-13, 2012; Abst. 154.

__ SVR Did Not Vary by Number of Steps of RBV
""Dose Reduction

Number of RBV DR Steps

Poordad F, et al. 63rd AASLD; Boston, MA; November 9-13, 2012; Abst. 154.




_ SVR Rates by Lowest RBV Dose Received for
-"14 days*

92
60

o
BN
n
-3
£
[14
>
(7]

200 400 600 800 1000 1200 1400
Lowest RBV Dose (mg/day) for 14 days

Poordad F, et al. 63rd AASLD; Boston, MA; November 9-13, 2012; Abst. 154.



Effectiveness of HCV Triple Therapy with Telaprevir in New York City

Kian Bichoupan, Valerie Martel-Laferriere, Michel Ng, Emily A. Schonfeld, Alexis Pappas, James Crismale, Alicia Stivala,

Ponni Perumalswami, Lawrence Liu, Joseph A. Odin, Viktoriya Khaitova, Donald Gardenier,
Thomas D. Schiano, Douglas T. Dieterich, Andrea D. Branch HOUNT SINA

Department of Medicine, Division of Liver Diseases, Mount Sinai School of Medicine, New York, NY, USA ;CEHI;)I%L\ ::

Corresponding author: Kian Bichoupan — kian.bichoupan@mssm.edu

Virologic response to triple therapy were Race was independently associated with developing virologic
highest among relapsers failure within the first 48 weeks of treatment

Characteristic Baseline

Background: Efficacy and safety in RCTs often differ from effectiveness

during pragmatic use. To opti treat t, real-life experience with Median Age (IQR) 56 (51-61) ORVR Outcome:
-i irin (tri 100 :
telaprevir/peg-interferon/ribavirin (triple therapy) is needed. iex- malej/(%;Of toltal) 92 (68%) s S EVR Virologic Univariable Multivariable
Results: The group was 65% caucasian. Median age was 57 years. Median ace - ".( 6 of total) § Failure
log,, HCV viral load was 6.4, 36% had advanced fibrosis/cirrhosis, 19% were White 91 (67%) e OR 95% CI p |OR 95% CI p
treatment naive, 24% were relapsers, 49% were non-responders (partial, null, Black 23 (17%) 2
breakthrough), and 7% were intolerant to prior treatment. An RVR occurred in Others/Unk 21 16“; g Age, years | 0.97 | 094-1.01 |0.19
44%, an EVR in 71% and an eRVR in 38%. Two HCV RNA positive patients ers/Unknown (16%) g Sex, Female | 1.1 | 0.49-2.47 |0.82
discontinued trea.tment due to.rashes.. By week-4, 85% had anemia, and 23% Previous treatment history — n (% of total) g Race, Black | 4.97 | 1.94-12.78 |<0.01|4.06 |1.52 - 10.86| <0.01
had severe anemia. Hemoglobin continued to drop, where at week 12 98% Naive 35 (26%) = -
had anemia, and 38% had severe anemia. Calcium and platelets decreased - s Previously 163 | 0.64-4.15 |0.303
significantly compared to baseline. Creatinine increased above normal in 9 Relapser 26 (19%) & treated, Naive| : . :
patients. Non-responders 62 (46%) APRI Score | 1.03 | 0.85-1.24 |0.78
Total Naives Relapser NR Intolerant
Conclusions: Adverse events were surprisingly common and severe. By Intolerant 12 (9%) HIV co- 091 | 0.28-3.02 |0.87
week-4|., 23‘?2(1; ;:ia_tlentst_devzkt)pe(ti sevte:le ar:emla, 10% h:d creatinine above Advanced fibrosis or cirrhosis — n (% of 45 (33%) N=135 Total% N(:lsv)e Re:;g)ser (’g) |nft(3:ezf)a"l infection
normal, and 2% discontinued treatment due to severe rash. total) o] i . - - . — 4 Diabetes 112 | 0.40-3.15 |0.83
- . g
HIV co-infection 16 (12%) failures (27%) | (19%) | (8%) |(37%)| (33%) HCV RNA
Diabetes 21 (16%) . S copies/mL 2 | 441 | 1.25-1559 | 0.023.24|0.89-11.79| 0.08
6.44 related to AE’s (1}13/0) (230/) (123%) (805/) (3§%) 800,000
. . . X 0 6
To determine safety and effectiveness of triple therapy in a real-life setting. [T R (eild GIeY wiel (et (5.88 — 6.86)
141 Blacks were more likely to develop virologic failure during triple therapy

Median Hemoglobin (IQR) [g/dL] Compared to virologic response rates in the registration treat t I f d selecti del trolled by HCV RNA
(13.2-15.0) N reatment. In a forward selection model, race was controlled by
L wemes 160 11| oritconay e n v o1 WSEM tan pavess v ||| Y75 load sbove 80000 copiei. Seck race e an extremely srong
Median platelets (IQR) [count/uL. dicts f developi irologic failure. Black: likely t
EEEEEE———————————— P ant ! (121-202) ||| ADVANCE trial (49% vs. 68%, p = 0.03), but not different in Gevelop virologic fatlure whils on treatment. o oY P
Baseline and week-4 data were retrospectively analyzed from medical records Median creatinine (IQR) [mg/dL] 0.94 relapsers (54% vs. 70%, p = 0.13).

of 98 genotype 1 patients receiving care at Mount Sinai, with IRB approval. (0.82-1.08)
Viral load was measure with Roche Ampliprep test with a lower limit of

quantification (LLOQ) of 43 IU/mL. Side effects including severe anemia were common during triple therapy treatment

Undetectable HCV RNA was defined as a viral load lower than the limit of + The RVR rate for patients at MSSM was 47%, the EVR rate was 65%.
detection (LLOD). A rapid virological response (RVR) was defined as

undetectable HCV RNA at 4-weeks, and an early virological response (EVR) as
undetectable HCV RNA at 12-weeks. An extended rapid virological response

Characteristic

. » The RVR rate for naives and relapsers at MSSM was significantly lower than
eRVR was defined as undetectable HCV RNA at both weeks 4 and 12. RCT RVR (l_m'ts) Week 4 | Week 12 | Week 24 EOT those found in RCT’s. P 9 v
rates were obtained from published data. Non-responders (NR) included Median (IQR)
gatlekl';:]s Wlthha history of being partial responders, null resp S, + Adverse events were surprisingly common and severe.
reakthroug Hemoglobin 13 10.6 (1101g 1.1 (10.4- 5 ‘4 24% of oatients develomed ) .

o JdL 9.9 - 12.5)|(9.4 - 11.6 .8 — 12.2 + By week-4, b of patients developed severe anemia, many requiring
FIB-4 values were calculated and values 23.25 indicated advanced (g/dL) ( )|( ) 12.7) ) tranfusion, 10% had creatinine above normal, and 2% discontinued treatment
fibrosis/cirrhosis. Anemia was hemoglobin < 13.5 g/dL (men) and < 12 g/dL due to severe rash.
( ). Severe ia was h lobin < 9 g/dL and/or a decrease 24.5 g/dL. Severe anemia 33 (24%) | 67 (49%) | 68 (50%) | 69 (51%)

. 5 « Differences in RCT and real life virologic response could in part be due to the
Data were analyzed in SPSS. Paired t-tests, Wilcoxon signed rank tests, and Blood = H differences in proportion of race.
Fisher’s exact test were used. A p-value of 0.05 and below was considered Transfusions 5 (4%) 12 (9%) | 13 (10%) | 13 (10%) B
significant. A forward selection multivariable model (p<0.1) was conducted to : v
determine variables independently associated with virologic failure. Ty
P Y 9 Hospitalizations | 1(1%) | 8(6%) | 16 (12%) |19 (14%) References
8 12 24 EOT

Funding and Disclosures Rash 28 (21%) | 59 (44%) | 61 (45%) | 61 (45%) Week 1. Sherman KE, Flamm SL, Afdhal NH, et al. Response-Guided Telaprevir
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fe c. 1Pf Grant of the G The red line represent median hemoglobin level at each 24.
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