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Interferony Ribavirina:efedtos adversos

Constitutional events
(Influenza-like symptoms and fatigus)

Ophthaimolagic disorders
(e.g. retinal abnormalities, and kss of
wisual aculty)

Neuropsychiatric events Infectious diseases
(Dapression, manic conditions, and (e.g. oral camity Infections, respiratory
cognithe dysfunction) Infections, and skin Infections)
Dermatologic disorders Autoimmune disorders
(e.g. alopecla and dermatitis) (endocrine [hypothyroldismy hyperthyroldism,
and rheumatologic conditions)
Pulmonary events Cardiovascular events

(€.g. COUgh and dyspnea) (myocardial Ischemia and cardiomyopathy)

Hematolagic disorders
(Anemis, neutropenia, and cytopenia)

Gastrointestinal events
(e.g. nausea and diarrhea)

Figure 1 | An overview of the main organ systems saffected by and potential adverse events associated with Peg-IFN-a and
ribavinn traatment for HCV infection.
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Figure 2 | Time course of onset and changes in relative severity of several common

Peg-IFM-a and ribawvirin treatment-related adverse events. Adapted and reprinted
with permission from Hauschild, A et &l Cancer 112, 982004 (2008).
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Fig. Distribucion de efectos adversos.

Sanchez Rodriguez YA, et al. Rev QubanaFarm 2011,
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Initial PegtlFN studies and prescribing information for PeglNa2s
recommend lowering ribavirin dose from 1,000/1,200mg/ day to
600 mg/day when hemaoglobin declines to <100g/1

Anamia

Hamatologjcal
adverse effects

Mare recent studies and prescribing information for PegdFN-a2b

recommend:

Step 1: Ribavinn dosa reduction by either 200 mg (patients recaiving
800-1,200 mg/day) or 400mg (patients receiving 1,400 mg/day)

Stap 2: Reduction of ribavirin dosa by another 200mg if required

Stap 3: Discontinuation of ribavirin if hemoglobin levels decline to <85g4/1

Optionat Epostin a/f may be useful in patients with early-onset anemia
(=8 weeks after Peg-IFN /ribavirin therapy initiation) as 2 means of
preventing trestment discontinuation

Prascribing information of PeglFN recommends:

Step 1: Dose reduction when ANC <0.75 PMNs x10%/1 and platalet
count <50 platelets x10%/1

Stap 2: Discontinuation whan ANC <0.5 PMNs x10%| and platelet count
<25 platelets x10%/1

Nsutropenia
Thrombocytopenia

On the basis of clinical experience and a clinkal study, some axperts
recommend less sdressive PaglFN doss reductions at an ANC
0.5 PMNs x10°%/1 and platelet count <25 platelets x10%/1

Use of stimulating factors (i.e. filgrastim and altrombopag) requires
more investigation befors routing uss in clinical practica

Figure 3 | Decision tree summarizing the management of hematological adverse events associated with Peg-IFN-a and
ribavirin treatment. Abbreviations: ANC, absolute neutrophil count; PMN, polymorphonuclear leukocyte; RBV, ribavirin.
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eri trocito

Rbajrina ™ Escaptadaporloseritroatos

y convertidaen Rivaarina:
trifosfato.

= |ncgpacidad parametadizar
esteconago.

= Deplecionde ATP.

= Danodelamentranapor
estrésoxidativo.

= Destrucciondd eritrocito.

Anemiahendlitia




| aanemaproducidapor Rbavirinatarbienesta
Influenciadapor factores genéticos del huesped
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Signifi@ddinicodelaanaria

Aqudios padertes que expaimertanuna digrinudon
significativadelas dfrasde herogobina (>3g/dL)
tienenuna nayor probabilidad de erradicar el virnus.
Esta observadones mesfreauenteen padentes con
anariadeinidotenprano.

= Sulkonski MSet al. Gastroenterology 2010,139:1602-1611

= SievertWetal. Hepatology 2011;53 11091117,
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Meddas terapauticas

Disrinudondeladosis.
= de1,000<L,200my/diaa 600my/diasi la

hemoglobinadd pacientedisminuyepor detbgode
100g/.

= V&todode reduccionen dos pasos.

F

Sa  Ladismnuaondeladosisde Rbavirina
disminuyelapracghlicedde alcarzarla
N respuesiavir sostenich




= Ventenerlaadmnistraciondelos
medicamantosantiviraes endosis optines.

= Aurentar las cifrasdehemogonina

= Butar lasuspensondd tratamento.

Vg orarlaprobanlidaddealcanzar larespuestavira
sostendaE,)AH\M—Cl ndetectablealos 6mesesde
haber concluidoe! tratamento).

 Veorarlacaidaddevida
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HPO para mantener las dosisde RBV

= EPO
= IFN/RBV
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Dieterich DT. AmJ Gastroenterol. 2003; 95: 2491-99

Afdhal NH Gastroenterology.2004126:13021311
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mGenol mGeno2/3
ShiffmenMLet al. Hepatology 2007: 46. 371-379

Lindahl K, et a. Hepatology 2006, 41: 275279,
Dosis altas de Ribavirina(2540mg/dia) + BRO 9000-300001Usarana
RVS 9de 10pacientes.
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JOURMAL OF VIRAL HEPATITIS

Stidel Fetal. Jourdl of Virl Hepetitis, 2012, 19, 77-87

Pand deexpatos dela SnissAssodationfor theStudy of the Liver (SAL):
* BEvaluaoonde 9 ensayoscliniocs.
» L ainformeadnde esos ensayos confinmael increrenio de laRVSen paderntes
quereaben O, pero esos datos pertenecenaestudos gue hanevauedodoss
de Rvaarinapor endmadelas estaldeadasenlaterapaestanch.

» Gradode evidendiallb. Recomendacion B




Falas@etal. (2010)
Shavadezet al.
(2000)
Shinenetal. (2007)

Bemoetal. (2010)

Opartunided dedcazar laRVS reduccionde RBVVIsEHRO
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HROen situadones espadales

Padentes conreadas o no
respondedores.

Padentes con conorailidad
cardiovasaar o respiratoria.
Reaeptores de trasplante hepatiao.
Padentes en harodadlisis.




Inhibidores de las proteasas

Anemia Management Regimen

Stratified by
black vs nonblack,
anemja onset < 16 wks vs
> 16 wks from initiation
of kead-in

l

RBV Dose Reduction (by 200-400 mg/day)’
) ) (n = 249)
Patients with
Hb < 10 g/dL* during
boceprevir-based
therapy

(N = 500) \ Erythropoietin 40,000 IU/wk
(n=251)

*Patients could be randomly assigned if Hb < 11 g/dL and predicted to be = 10 g/dL before next
protocol-specified visit

TAssessment at 2 wks, Second, third level of dose reduction (each by 200 mg/day) allowed, if
required.

« Secondary anemia management allowed if Hb £ 8.5 g/dL
« Patients discontinued if Hb £ 7.5 g/dL




RVS en padentes con Boarevr

SPRINT-2 (Boceprevir Arms Only) RESPOND-2 (Boceprevir Arms Only)
83

100 « 78 100 «
80+ 804
33 60 - 60 +

&
> 40+ 40 -
20+ 20+

n/N =

0+ 0+

Both RBVDose EPO Neither
Reduction

EPO, erythropoietin. RBV, nbavirin




Inhibidores de las proteasas

e

Table 4. Adverse Events From Boceprevir and Telaprevir vs Standard of Care

A. Sidney Banitt, Tichad W. Friedl Gastroenterology 2012;142:1314-1323

Drug Adverse events® Treatment arm frequency SOC frequency Comment
Boceprevir®-2.15 Anemia 45%-50% 20%—-30% Erythropoesis-stimulating agents allowed
Dysgeusia 35%—44% 11%-16%
Telaprevir’.8.10.16 Rash 56% 34% 6% discontinued telaprevir due to rash
Anemia 36% 17%
Anorectal symptoms?® 29% 7%

SOC, standard of care; pegIFN, pegylated interferon; RBV, ribavirin.
3Anorectal symptoms include hemorrhoids, anorectal discomfort, and anal pruritis.

= Exacerbacion de ciertos efectos adversaes.
= Apariciondeotros nueves.

»Las cifrasdeHodisminuyen1g quelasqueocurenconel
5 tratamentoconIANRBV, pero senomdizan unavezgue se

suspended misn.
* LaRVSnodismnuyecuandosedismnuyeladosisose

suspendelaRibavirina
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Factor estimulantedelas colonias de granulocitos. recarbnarte
(HetHUGCE) y PEGHilgastim

Sonestrudurassimilaresalas produadaspor € organsrohurano, excgaioporla
addondeunandécuade metioninaend extreno NHemird delacadenade
proteinasgue pemite suexaresnen E. adli. Higestimesunandéadano
glicoslacade pesogpraximedo 19 kDa, mentrasque PEGHilgrastimse produce por
unenlacecovderte de 20kDadelunaglicondéala enelresduo NHenmmind
methionyl del filgrasim

Oprelvekin: interleuana 11 recoanante hurerma (IL-11)
Eltrambopag




JOURNAL OF VIRAL HEPATITIS

TandonP, etal. Jourd of Viral Hepttis, 2011, 18, €381-€393

<+ FECG-GV/sreducdondeladosis de IAND: los
padentes gue redbieron G-CS-nostraronuna
MEYOrRVS (Rr: 2.07(95%1: 0.89-4.82; P =0.12).
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Linet al. BMCGastroenterology 2012, 1227




‘) Condudiones

k

Ladedsiondeinstaurarlaterapiadeapoyo
paralas reacaones adversas al tratamento
antiviral en padentes conhepatiisatonia
por virus Cdebeser indivichalizada,
susterntachenla mgorevidenday
considerandolos benefiaos potenaales, sus
reacaones advarsasy el elevadocosto.







