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OLGU

= FC, 58y, kadin, ev hanimi

= 160 cm, 63 kg

= Konya-Istanbul hattinda gidip gelen hasta
= Oykii: 2011 yilinda Anti-HCV (+)

= Ozgecmis: HT

= Soygecmis: Ozellik yok

= Anti-HBs: (+)

= Anti-HIV(-), Anti-HAV IgG(+)

= HCV RNA: 1.480.000 IU/mL
= Genotip 1b



LABORATUVAR

ALT: 41 IU/L

AST: 30 IU/L

T.Bil: 0.74 mg/dL
Albumin: 3.8 mg/dL
Globulin: 2.4 mg/dL
ALP: 87 IU/L

GGT: 19 IU/L

PTz: 10.4 sn
Glukoz: 92 g/dL
Ure: 37 mg/dL
Kreatinin: 0.79 mg/dL

Kolesterol:168
Trigliserid: 61
HDL: 63

LDL: 93

Hb: 11.6 g/dL
WBC: 4200 /mm?3
PLT: 212.000 /mm?3
AFP: 2.24

TSH: 2.81

T3. 259

T4:0.93
Otoantikorlar (-)



OLGU

= Batin USG: Karaciger boyutu normal, konturlari diizgiin
Grade | hepatosteatoz
Safra kesesi opere

= Karaciger Biyopsisi yapilmamis
= Kronik HCV infeksiyonu
= 11.10.2011: Konya Egitim ve Arastirma Hastanesi
* Peg-IFN a2a (180 ug/hft)
+
= Ribavirin (RBV) (1000 mg/gun)
= Tedavi sirasinda anemi, trombositopeni, [6kopeni




Peg-IFN + RBV
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Peg-IFN + RBV

Platelet
300000

Istanbul,
Plt: 162.000/mm3 /

250000 /

200000 /\\ /

150000 \///\/\\_//\\/

100000 —Platelet

50000
O I I I I I I I I I I
\j?\,\'\ (o,.\'\ (b{\'\ (b,\"l/ Qy{l/ \'\(1, 6\(1/ *r\q/ /\/r\(l/ (Qr\q/ 0r\q/
& 2 ¥ o Y B Y@ @& O
,\'\ : '\'\‘l‘ ,\'\ . '\r\ ) r\.%' \\Q ,\'\ : '\\.Q '\\\.2\ \,\ ) '\\Y



= 18. hafta (Konya): 26.01.2012
= Hb: 8.6 g/dL

= WBC: 1940 /mm3
= PNL: 480 /mm?3

= PLT: 134.000 / mm3

= Peg-IFN a2a (135 pg/hft)
+

Ribavirin (RBV) (800 mg/gun)



OLGU

= 20. HAFTA: Tedavi sirasinda Istanbul’a gelen hastanin;

Hb: 5.8 g/dL

WBC: 1480 /mm3

PNL: 490 /mm?3

PLT: 162.000 / mm?3




ANEMI YONETIMI

Peginterferon and ribavirin dose reductions for hematologic abnormalities during treatment for chronic hepatitis C

virus infection

Value

Peginterferon alfa-
2a
(starting dose 180
micrograms)

Peginterferon alfa-
2b
(starting dose 1.5
micrograms/kg)

Ribavirin
(starting daily
dose ranges from
800 to 1400 mg)

Direct acting
antiviral

Hemoglobin*

>10 g/dL
<10 to 8.

5 gfdL2

<8.5 g/dL

No change

No change

No change

No change

No change

No change

No change

Reduce dose:

* by 200 mg total daily
dose each week if
starting dose <1400
mg

* by 400 mg total daily
dose initially then 200
mg each week if
starting dose 1400 mg

* to 600 mg total daily
dose if also using a
direct acting antiviral

Hold ribavirin for one
week, then restart at 600
mg daily dose

No change

No change

No change

uptodate




Deginterferon and ribavirin dose reductions for hematologic abnormalities during treatment for chronic hepatitis C virus infection

: : Ribavirin
Peginterferon alfa-2a | Peginterferon alfa-2b . .
. . (starting daily dose | _. : .
Value (starting dose 180 (starting dose 1.5 Direct acting antiviral
: ) . kq) ranges from 800 to
micrograms micrograms
! gramsra 1400 mg)
Hemoglobin* 210 g/dL No change No change No change No change
<10to 8.5 g/dL® No change No change Reduce dose: No change
v by 200 mg total daily dose
each week if starting dose
<1400 mg
v by 400 mg total daily dose
initially then 200 mg each
week if starting dose 1400
mg
v to 600 mq total daily dose
if also using a direct acting
antiviral
<8.5 g/dL No change No change Hold ribavirin for one week, | No change
then restart at 600 mg daily
dose
Absolute neutrophil count | 2500/microL No change No change No change No change
£500/microL Reduce to 135 micrograms Reduce by 50 percent No change No change
Platelets 250,000/microL No change No change No change No change
250,000 to 25,000/microL Reduce to 90 micrograms Reduce by 50 percent No change No change
25,000/ microL Discontinue Discontinue Discontinue Discontinue



OLGU

= RBYV tedavisi 1 hafta kesildi.
= Peg-IFN dozu 135 mikrogram/hft ‘ya dusuruldu.
= 2 U Eritrosit suspansiyonu transfuze edildi.

= 1 hafta sonra RBV 600 mg olarak baslandi.

= |kili tedavisi 48 haftaya tamamlandi.



OLGU - IZLEM

= ikili tedavi ile KVY: %42-54
= Hastanin tedavi bitiminden 20 ay sonraki;
HCV RNA: 471.336 1U/mL
= 24 ay sonraki tetkiklerinde;
HCV RNA: 713.570 IU/mL
RELAPS'!
= 19 Evylul 2013:

Peg-IFN a2a Y RBV 1000 Y TPV 3x750
180 pg/hft mg/gun mg/gun




SUT 2013

a) Daha once hepatit C tedavisi almis hastalarda tedavi 4.2.13.E-3
maddesi kurallarina tabidir.

b) Daha once hepatit C tedavisi almamis hastalarda ise peginterferon +
ribavirin  tedavisi veya peginterferon _+  ribavirin __ +
telaprevir/bocepravir_tedavisi baslanabilir. Peginterferon + ribavirin
+ telaprevir/bocepravir tedavisi baslanacak ise asagidaki tedavi
semalarindan yalnizca biri kullanilabilir.

1) Peqginterferon + ribavirin + telaprevir (u¢lu) tedavisi 12 haftaya,
devaminda peginterferon + ribavirin ile tedavi toplam 48 haftaya
tamamlanir. Ancak tedaviye baslandiktan sonra 4 uUncu hafta
sonunda HCV RNA >1.000 IU/ml olanlarda tedavi 8 haftayi, 12 nci
hafta sonunda HCV RNA >1.000 IU/ml olanlarda tedavi 16 haftayi
gecemez. 24 uncu haftada HCV RNA pozitifligi devam eden
hastalarda tedavi en ge¢ 28 inci hafta sonunda kesilir.




SUT - Ocak 2013

4 haftada HCV-RNA negatif ise :
= 12 hafta uclu tedavi + PeglFN + RBV

= Toplam tedavi suresi: 24 hafta

4 haftada HCV-RNA pozitif ise:
= 12 hafta uclu tedavi + PeglFN + RBV

= Toplam tedavi suresi: 48 hafta



>%5 YANETKILER - TELAPREVIR

Semptom TPV + Peg-IFN + RBV Peg-IFN + RBV
Dokuntu % 56 % 34
Halsizlik %56 % 50

[Ka§|nt| %47 % 28 ]
Bulanti %39 % 28
JAnemi % 36 %17 |
Diyare % 26 % 17
Kusma %13 % 8
Hemoroid %12 % 3

[Anorektal rahatsizlik % 11 % 3 ]
Disguzi % 10 % 3

[Anal kasinti % 6 %1 ]




Table 3. Reasons for Discontinuation of Telaprevir or Placebo and the Incidence of the Most Commeon Serious Adverse
Events.*
T12PR48 Lead-in TL2ZPR48 PR4& [Control)
variable (M =266) (M =264) (MN=132)
no. ()
Reason for discontimuationy
Any adverse event 39 (15) 29 (11) 4 (3]
Rashg 12 (5) 10 (4) o
Anemiat 6 (2) 9 (3) o
Pruritusi 1 (=1} 3 (1) 0
Serious adverse event
Arny 33 (12) 32 (12) 7 (5)
Blood or lymphatic systermn disorder
Ay g (3) 7 (3) 1 (1)
Anemia 6 (2) 7 (3) 1 (1)
Infection 6 (2) 9 (3) 2 (2)
Bronchitis 2 (1) o o
Sepsis 0 2 (1) O
Skin or subcutaneocus-tissue disorder
Any 3 (1) 5 (2) 0
Toxic skin erupticn o 2 (1) O
Cardiac disorder
Anvy 5 (2) 2 (1) 1 (1)
Soute myocardial infarction 3 (1) 0] o
Atrial fibrillation o 2 (1) 1 (1}
Gastrointestinal disorder 4 (2) 3 (1) 2 (2)
Meoplasm (benign, malignant, or unspecified,
including cysts and polyps)
Arvy 3 (1) 4 (2) o
Gastric cancer 0 2 (1) 0
Hepatic malignant necplasm 2 (1) 0] o

Zeuzem S, et al, NEJM 2011



Table 3. (Continued.)
T12PR48 Lead-in T12PR48 PR48 (Control)
variable (N=268) (N=264) (N=132)
no. (%6)

Injury, poisoning, or procedural complication 1(=1) 3 (1) 0
Nervous system disorder 1(<1) 3 (1) 2(2)
General disorder or injection-site condition 1(<1) 2 (1) 0
Psychiatric disorder 0 3 (1) 0
Renal or urinary disorder 3( 0 0
Corticotropin insufficiency 1 (<1) 0 0
Metabolic or nutritional disorder 31 0 0
Decrease in laboratory value
Hemoglobin

To 8.5 to <10 g/d| 71 (27) 73 (28) 20 (15)

To <8.5 g/d| 28 (11) 36 (14) 7 (5)
Neutrophil count

Grade 3 54 (20) 49 (19) 18 (14)

Grade 4 8 (3) 11 (4) 6 (5)

* Listed are serious adverse events that occurred in at least two patients in a study group.

T These discontinuations all occurred during the phase of the study in which telaprevir or placebo was being administered.
Of the patients who discontinued telaprevir, 22 in the TL12PR48 group and 18 in the lead-in T12PR48 group continued
treatment with peginterferon plus ribavirin. (Details regarding discontinuations of peginterferon, ribavirin, and all study
drugs together are available in Table 3 in the Supplementary Appendix.)

1 Included in this category are all related events that were described with a variety of descriptive terms.

Zeuzem S, et al, NEJM 2011



Ilk 12 haftada tedavi kesilme oranlari

Rates of discontinuation during the first 12 weeks of therapy

Adverse drug reactions Discontinued Discontinued INCIVEK Discontinued
leading to discontinuation INCIVEK + peglFN-RBV peglFN-RBVY, control arm
Rash 6% 1% <1%
Anemia 4% 1% <%




OLGU

= Uclu tedavi sirasinda, tedavinin 5. giini (23.9.2013):
vucudunda yaygin deri dokuntusu
kasinti
kusma
atesi yok
baska semptom yok
» 23 Eylul-14 Ekim 2013: Hospitalizasyon
= Antihistaminik tb (Setrizin HCI)
= Topikal steroid (mometazone pomad)

= Metaklopropamid amp.’e yanitsiz kusmalar nedeniyle
Ondansetron amp.




TVR - DOKUNTU

= % 56 dokuntu
% 51: hafif-orta
% 4: agir
< %1.: ciddi deri rxn

ol | 906% = Cogunlukia ilk 4 haftada

Rash (all grades)

= Egzema, kuruluk, kasinti,
makulopapuler

1. 4 .
se<us/m g = PeglFN — RBV tedavisine

reictioes gore daha sik ve daha
siddetli



CILT BAKIMI

General good skin care practices

The following information about good skin care practices is based on general clinical practice and current recommendations.**

.

General skin care®

* Apply moisturizers at least twice a day,
including after bathing when the skin is
moist (examples include Vaseline®
Intensive Care™, Eucerin®, and Cetaphil®)

» Avoid alcohol-based lotions, which
can be drying

* Avoid perfumes and other scented skin
care products

» Use hypoallergenic products on skin®

* Drink plenty of water or other clear fluids
to keep your body hydrated

» Wear loose-fitting clothes that “breathe”

» Keep rooms humidified and at moderate
temperature

* Try rubbing or applying pressure instead
of scratching. Rub with an ice cube

Laundry
» Use mild, unscented detergents to wash clothes

* Avoid dryer sheets (such as Bounce®) that can be irritating to the skin

Sun
* Limit sun exposure

*» When possible, stay in the shade and wear clothing that protects from the sun, such as
hats or beach cover-ups

» Use sunscreen products with high SPF

Bathing
» Consider using a nonsoap cleanser (such as Cetaphil® or unscented Dove®)
* Avoid hot showers and baths. Lukewarm showers can help lessen itching

* Add unscented bath oils, baking soda, or oatmeal to bathing water to soothe skin and
relieve itching should a rash develop

* Apply moisturizers, ointment, or petroleum jelly after a shower and before drying off




VYA: Vucut yuzey alani

Dékiintii Siddeti

Lokalize ve/veya
sinirl cilt dokuntusu

Adult body BSA Orta < % 50 VYA, diffuz
Perineum 1% dokuntu
Am 9%
Head (front and Aglr >0 50 VYA,
back) % ) )
Sistemik semptom,
Leg 15% mukozalarda
Chest 18% llserasyon, deride
Back 18% ayrilma, hedef
lezyonlar
EM, SJS Jeneralize bulloz
TEN lezyonlar, eosinofili,
DRESS sistemik semptomlar

http://dx.doi.org/10.5772/56139



Hafif Dokuntu

Lokalize dokuntu ve/veya sinirl
yayilimh dokuntu

Kasinti +/-

llaglara devam edilir.

llerleme bulgulari veya sistemik
semptom gelisimi agisindan takip

Cilt bakimi
Oral antihistaminik ted.
Topikal kortikosteroid ted.

Dokuntu gecene kadar takip
edilmeli

llerleme olursa, agirhigini yeniden
degerlendirmeli



Orta Dokuntu

= Diffuz dokuntu

= Yuzeyel soyulma, kasinti, Ulserasyon
Moderate rash

P & olmaksizin mikoz membran tutulumu
‘ * * TVR dozu azaltilmaz ya da atlanmaz.

= [lerleme bulgulari veya sistemik

semptom gelisimi acgisindan takip

| = Oral antihistaminik ted.

} L = Topikal kortikosteroid ted.

= Dokuntu gecene kadar takip edilmeli

= jlerleme olursa, agirligini yeniden

degerlendirmeli



Agir Dokuntu

=Jeneralize dokuntu +/- kasinti

=Vezikul, bul, ulsearsyonlu dokuntu (SJS
astnbion harig)
' *TVR kesilir, peg-IFN-RBV devam edilebilir
*TVR kesildikten sonra 7 gun i¢cinde

; . “R "‘!\. FJT ) ¢ dokuntu gerilemezse, TVR ve/veya peglFN
1 | kesilmesi veya atlanmasi diigiiniilebilir.
‘ ? .|a =Cilt bakim uygulamalari
) L =Oral antihistaminik ted.
=Topikal kortikosteroid ted.
*Dermatoloji konsultasyonu

*Dokuntu gecene kadar takip edilmeli



Ciddi cilt reaksiyonu - TEDAVI

DRESS (Drug Reaction with Eosinophilia and Systemic Symptoms): Presenting
signs and systemic symptoms may include rash, fever, facial edema, and evidence
of internal organ involvement (eg, hepatitis, nephritis). Eosinophilia may or may not
be present

* EM, SJS, and TEN represent a spectrum of serious skin reactions of increasing
severity

Tum tedaviler kesilir
Hastaneye yatirilir

Dermatoloji konsultasyonu istenir

TEN (Toxic Epidermal Necrolysis): Presenting signs are similar to SJS. Precise
diagnostic borders between TEN and SJS have not been determined, but cases of
epidermal detachment >30% body surface area are generally classified as TEN



Medscape MULTISPECIALTY

Today News Reference Education

From Medscape Education Clinical Briefs = FDA Safety Changes for CME

FDA Safety Changes: Telaprevir Linked With Serious Skin D‘ﬁgﬁ
Reactions

MNews Author: Robert Lowes
CME Author: Laurie Barclay, MD Faculty and Disclosures
CME Released: 01/30/2013 ; Valid for credit through 0173002014

CLINICAL CONTEXT

Telaprevir, in combination with peginterferon and ribavirin, is indicated to freat chronic genotype 1 hepatitis C virus
infection in adults with compensated liver disease, including cirrhosis. Patients receiving this combination therapy may
either be treatment-naive or may have already been treated with interferon-based medications. The mechanism of
action of telaprevir is that it is a hepatitis C virus NS3/4A protease inhibitor.

STUDY SYNOPSIS AND PERSPECTIVE

The label for the hepatitis C drug telaprevir (Incivek) now features a boxed warning on the risk for serious and

sometimes fatal skin reactions, the US Food and Drug Administration (FDA) announced.

Patients must stop taking telaprevir along with its partner drugs peginterferon and ribavirin if they experience a serious
skin reaction, particularly a rash with systemic symptoms, or a progressive severe rash, according to the labeling
change that the FDA approved on December 14.

In combination with peginterferon and ribavirin, telaprevir is indicated for the treatment of chronic genotype 1 hepatitis
C virus infection in adults with compensated liver disease, including cirrhosis, who are treatment-naive or who already
have received interferon-based medications.



Dokuntu ve/veya Kasinti

‘Topikal ilaglar ‘

Kortikosteroidler
»Hidrokortizon asetat krem
=Triamsinolon asetonit krem
»Betametazon dipropionat krem
*Flucinonid asetonit krem

=Klobetazol propionat krem

Temovate
Diprosone

Kenalog
Lidex

‘Oral ilaclar

Antihistaminikler
= Difenhidramin HCI
=Hidroksizin HCI
=Setirizin HCL
=|_oratadin HCI

sFexofenadin HCI

Zyrtec
Atarax

Claritin
Allegra




Topikal steroid dozu




Anestetik / soquk etkili ajanlar
= Lidokain

= Calamine losyon

= Menthol

Topikal nemlendiriciler
= Cethaphil
= Eucerin

Anti-histaminikler
= Difenhidramin jel / krem




OLGU

6.hafta:

Bulanti, kusma, halsizlik
= Hb: 7.4 g/dL

= WBC: 1690 /mm?3

= PNL: 790 /mm?

= PLT: 133.000 /mm?3

= AST: 38 IU/L

= ALT: 33 IU/L

= Glukoz: 96 mg/DlI

= TFT: Normal

{7/'*';3 &




ANEMI YONETIMI

Patients with a history of significant or unstable cardiac disease should not use Copegus
)f A0 g/dL -—)f Continue at current dose
| b Test Hgb y  <lgid | }. Reduce dose to 600 mg/dt
No cardiac disease }: <85 g/l —) Discontinue RBY
Hgb should be monitored prior to and
History of at least at weeks 2, 4, 8, and 12 during
cardiac — INCIVEK combination treatment
disease™ and as clinically appropriate
« 00000
History of stable
cardiac disease’ 22 gfdl
decrease in Reduce Hab <12 g/dL after o
| A TestHgb — | Hgbduing P doseto —|  dweeks D|sc[t;|;|tl;nue
any 4-week 600 mg/d: at reduced dose
Earlier and mare fraquent freatment period
manitoring for some patients :
should be considered




TVR + Peg-IFN- RBV Peg-IFN- RBV

(n=1797) N=493

=< 10 g/dL 36% 17%

< 8.5 g/dL 14% 5%

Anemi yonetimi TVR + peglFN- RBV peglFN- RBV
RBV doz 3295 12%
modifikasyonu*
Kan transfluizyonu 6% 1%
llaci kesme %4 * TVR < %1

%1 : TVR + peglFN- RBV




OLGU

= Uclii tedavinin 6. haftasi:

31 EKim-18 Kasim 2013: Hospitalizasyon

= 1 hafta sureyle RBV kesildi.

= 2 U eritrosit slispansiyonu transfiize edildi.

TVR 3x750 mg po + Peg-IFN a2a 180 pg/hft

= 1 hafta sonra RBV dozu 600 mg/gun olarak tekrar
baslandi..



OLGU

= Tedavinin 12. haftasi:

= Halsizlik ve kusma: 2 gun hospitalize

= TVR kesildi.

= PeglFN + RBV olarak tedaviye devam edildi.



OLGU

= Tedavinin 17. haftasi:

= 4 gundur sag kulak agrisi
= 2 gundur akinti ve isitme azlig!
= KBB konsultasyonu: Akut otitis media

= Amoksisilin-klavulonat 2x1 g baslandi.



OLGU

= Tedavinin 18. haftasi:

= Hb: 6.5 g/dL

= WBC: 2470 /mm?3
= PNL: 1200 /mm?3

= PLT: 175.000 /mm?3

= 2 U eritrosit slispansiyonu transfiize edildi.

= RBV dozu: 600 mg/gun
= PeglFN-a2a dozu: 180 pg/hft



12 hft TVR+Peg-IFN+RBV — 12 hft Peg-IFN+RBV
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12 hft TVR+Peg-IFN+RBV — 12 hft Peg-IFN+RBV
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12 hft TVR+Peg-IFN+RBV — 12 hft Peg-IFN+RBV
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TVR - Anorektal problemler

= Hastalarin %29’'unda anorektal problemler

= Hemoroid

= Anorektal rahatsizlik
= Kasinti

= Rektal yanma hissi
= Kanama

= Cogunlukla hafiftir ve tedaviyi engellemez.



Anorektal problemler — Yonetim

= Yeterli lifli beslenme tesvik edilmeli

= Perianal bolgenin asiri temizlenmesi ve sabunlanmasindan

kaciniimali
= Kuru tutulmali
= Topikal lubrikanlar
= Hidrokortizon

= Anestetikler



Medications For hemorrhoids®: For pruritus ani® Other general medications:
for anorectal * Hydrocortisone cream (suchas |  Hydrocortisone cream (suchas | * Pramoxine
adverse events Anusol-HC® or Preparation H®) Anusol-HG® or Preparation H°) | Benzocaine (topical)
» Witch hazel for cleansing « Protective ointments with zinc * Dibucaine (topical)
(such as Tucks?) oxide (such as Desitin® o Balmex®) |« Lidocaine (topical)
* (ral antihistamine
Other medications Topical products/barriers: Fiber/stool softeners: Topical anesthetics/astringents/
(without specific » Bag Balm® o Metamucil® cooling agents:
indication for anorectal | A+D® Ointment * Docusate sodium * EMLA
adverse events) . : » Menthol
Castor il Gastrointestinal agents: _
Pain: e Anallflssure:. |
* Ibuprofen * Pantoprazole * Niroglycerin ointment

* Tramadol

* Nifedipine (topical)




YANITA DAYALI TEDAVI

'he MEW ENMNGLAMID JOUEBREMNAL of MEDICINE

ORIIMNAL ARTICILE

Response-Guided Telaprevir Combination
Treatment for Hepatitis C Virus Infection

Kenneth E. Sherman, M.D., Ph.D., Steven L. Flarmm, M.D., Nezam H. Afdhal, M.D.,
David R. Nelson, M.D., Mark S. Sulkowski, M.D., Gregory T. Everson, M.D.,
Michael W. Fried, M.D., Michael Adler, M.D., Ph.D., Hendrik W. Reesink, M.D., Ph.D._,
Marie Martin, Ph.D., Abdul J. Sankoh, Ph.D., Nathalie Adda, M.D.,

Robert S. Kauffrman, M.D., Ph.D., Shelley George, M.D.,

Christopher |I. Wright, M.D., Ph.D., and Fred Poordad, M.D.,
for the ILLUMIMNATE Study Team™

= Uzamig hizh virolojik yanit: tedavinin 4. ve 12.
haftalarinda HCV RNA negatif

= “Response guided therapy”: Peg-IFN + RBV (24 veya
48 hafta) — fark yok



OLGU

Tedavinin 4., 12. ve 24. haftalarinda:

HCV RNA : negatif

RELAPS OLGULARDA KVY:

PROVE 3: T12/PR24: % 69
T12/PR48: % 76
REALIZE: % 83-88
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