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f 911*lnterferon al ta (pegylated and non pegy ated) and bavrnn for the treatment ot chronlc
“;f”‘hepatltrsC(tA75l - =

Your respon51b111ty

The recommendatlons ln thls gurdance represent the vrew of NICE arrlved at after careful:;; -

- consideration of the evrdence available. When exercrsmg their judgement health ‘
‘ijfprofessronals are expected to take thls gurdant:e fully lnto account alongsrde the -
. ‘r;,:gfrndrvrdual needs preferences and values of therr patlents The appllcatlon of the -
recemmendatlons in this gurdance is at the dlscretron of health professionals and thelr
ffflnleldual patlents and do not overnde the responsrbr |ty of healthcare professronals to
- make decrsron: approprlate to the crrcumstance

sf;.;;Wlth the patlent and/or thelr carer or guardlan f: ; r

All problems (adverse events) related to a medlcrne or medrcal devrce used for treatment -
_orina procedur! should be reported to the Medlcmes and Healthcare products Regulatory “““
"{i Agency usrng the Yellow Card Scheme ... ::g: Ti}f

,fCommlssroners and/or provrders have a responsrblllty to provrde the fundlng requrred to
f‘}jk _enable the gurdance to be applled when individual health professronals and their patrents
~ wish to use it, |nfaccordance Wlth the NHS Constltutro ‘ They should do so in llght of thelr

_f‘;i;dutles to have due regard to the need to ellmmate unlawful dlscnmrnatlon to advance -

‘ ;;Qequallty of opportunlty and to reduce health mequalltres =

. i:“ffCommrssroners and provrders have a responsubrlrty to promote an envaronmentally .
::\,sustarnable health and care system and should assess and reduce the envrronmental:;: - .
Q ct of lmplementlnq NlCE recommendatlons wherever possrble f‘i:if} S

@ MlCE 2023 All ri ghts reserved Sublect to Nottce ef nqhte (https //www hlee erg uk/terme andm Padez;otf: e
condlt ons#not ice- ef rlghta) - L
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nterferbn all'a (pegylated and nonwpegylated) and bavrrm for the treatment of chrenre ‘
*f*"lepatltla(:‘ (lA75l ‘ \ L - -

jf: ThlS gutdance replaces TA14

~ This guidance is partially r‘eplac:edfby~TA2°0\?nd7TA39§-Tf“f'f?ffi;izf .

1 Gu1dance .

'Hepatm C = peqmterferon alfa and rxbavrrm (TA106)

;ThlS gurdance replace:t 'Hepatltls C alpha lnterferon and rlbavmn (NICE T=(‘hnol 3y
~ |Appraisal Guidance No. 14 issued in October 2000) Thrs gutdance is extended by -

ThlS gurdance has been partially updated by 'Pec mterferon alfa and rlbavmn‘for the‘ -

- | treatment of chronic hepatitis C' (NICE technology appraisal guldance and
| Eeople (NlCE echnology appratsal gu|dance 300)

- ft.tf{f“fj:Comblnatlon therapy wrth pegmterferon alfa and rlbaV|rn is

13 People currently being treated with mterferon alfa, elther as comblnatron‘_ -

| *‘}‘*'Peqmterferon alfa and ribavirin for treat ing c:hrornc hepatltls C m chlldren and younq f* -

frecommended wrthm |ts llcensed mdrcatlons for the treatment of people
ageel 18 years and over with moderate to severe chronic hepatltls & -
- ~ (CHO), defmed as hlstologlcal evrdence of sxgnrftcant scarrlng (flbl‘OSlS) - ;
- j‘::_and/or Slgnlflcant necrotic inflammation. ‘Separate recommendations for -
\ 1 ;Ttreatmg chromc hepatltls cin chlldren and young people wuth
- pegmterferon alfa and rlbavmn have been pubhshed in NICE technology
:appralsal guldance 300 (igltterferon alfa and rxbavrrm for treagn_g
chronic hepatltls Cin chlldren and young people) ‘

. 2 5People Wl'(h moderate to severe CHC are surtable for treatment lf they
- jfhave | -

- . not prevrously been treated Wlth lnterferon alfa or peglnterferon alfa or

- . been treated prev:ously wrth rnterferon alfa (as monotherapy or |n comblnatlon
therapy) and/or ‘ L
. thls part recommendatlon has been updated and replaced by NlCE
technoloqy apbralsa quldance 200 -

therapy or monotherapy, may be swrtched to the correspondlng therapy;: .

- -\:;© MlCE 2023 All ri ghts reeerved Stlb}ect td Nottce ef nghte (l‘lttps ,//www nlee brg uk/terme andm Page 4 of
condlt ons#notnce ef rlghte) L :
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thterferon atfa (pegylated and non pegyiated) and bayirin‘ for the treatment ‘o‘f chronic . -
hepatrtrs C (TA75} - e - = =

With péginterte‘mnéa!fa.: -

14 Treatment for the groups ldentlfred in Sectlons 11 and 1 2 should be as .
fol!ows .- _ - _ _ - :

- . People infected with hepatrtrs C virus (HCV) of genotype\‘ 2and/or 3 shou]d e

‘ ai_treated for 24 weeks - -

k;-.;For neople rnfected wnth HCV of genotype 1 4 5 or 6 mmal treatment shou!d ;

. befori2 weeks Only people showrng, at 12 weeks, a reductlon inviralloadto
- ;f;less than 1% of ats leve ‘at the start of treatment (at Ieast a 2 log reductron see j
rSectron 41 9. 5) should contrnue treatment until 48 weeks For people in whom -

- tvrral Ioad at 12 weeks exceeds 1% of rts Ievet at the start of treatment
- \,treatment should be d|scont|nued . '

”\i[i::fo‘:‘Peop‘Iejnfeoted wi‘th; mqre_that one genotype that lncludes one or more of
:;»igenotypes 1, 4;5} or:6 ~should be treated as for genotype T ‘

Recommendatron 41 stm apphes for people who are treated wrth standard -
. - fcourses of combmatnon thera 0y, but has been replaced by NICE technolo_gy
- }ff;iap‘t: raisal guidance 200 (TA200) for people who are eligible for shortened
o jcourses of combmatton therapy (as descrlbed |n recommendatlon 1 2 of
‘ }:}‘TiTAzoo)

15 ; ; ]People sahsfyrng the condrtlons rn Secttons L1~and 1. 2 but for whom -
‘ ribavirin is contramdrcated oris not toleratef 53”10u|d be treated with
‘ pegrnterferon a!fa monotherapy Regardless o'r genotype mdlwduals
~ should be tested for viral load at 12 weeks, and if the vrral load has
~ reduced to Iess than 1% of its level at the start of treatment, treatment
::‘f:should be continued for a total of 48 weeks. If viral load has not fanen to i -
. this extent, treatment should stop at 12 weeks =

\ 16 People for whom ltver bsopsy poses a substanttal nsk (such as those thh

:;fhaemophllla or thgse who have experlenced an adverse event after s
~undergoing a previous liver biopsy), and people with symptoms of extra— -
~hepatic HCV infection sufficient to impair quality of life, may be treated

on cllmcal grounds wrthout prlor hlstologlcal classrﬂcatron

- e There istns‘ufﬁc‘ient ~evrde~nce:to “recommenid combinatiOn‘{th\era‘py usinge .

. -fi@ MtCE ?023 AH ri ghts reserved Sub}ect to Nottce ot nghts (https ,//www nrpe org uk/’terms andm Page EE of
_conditi ons#notce of rrghts) - = 48
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- “~~lhterferon al fa lpegylated and non pegylated) anel bavmn for the treatnent of Cl’ll’l;)nllD
hepal:ltls C (TA75} : - -

- 2 Clinical need and practice =~
21 Chronic hepatitis C (CHC) is a disease of the liver caused byjtjnéihe‘pa\tmsj -
_ CuirusHew. Generally, the virus is tr‘ansmlttedby blood-to-blood
- ‘contact Before the lntroductlon of screenlng in 1991 it was also spread
‘}‘{‘;;:‘Lthrough blood transfusmns Before the viral mactsvat;on programme m.
- the mid-1980s it was also spread through blood products. HCV can be -
= “facqmred by people who lnject drugs 1hrough the sharlng of needles.
‘ f:;f;There\ls asma I rlsk of mfectlon assol “lated W|th tattoomg, electrolyS|s -
~ body piercing and acupuncture. Infection through sexual intercourse can
~also occur. There is a transmission rate of about 6% from mother to chlld -
. iithe mother is an HCV carrler Concomltant HlV |nfectlon |s thought to
~increase the nsk of transmnsscon

22 ffPeople are often asymptomatlc after exposure to the virus, but about -
- ,ftZO% wrlI develop acute hepatltls some of them will experlence malalse -
= weakness and anorexia. Up to 85% of those exposed do not clear the
k varus and go on to develop CHC. Proc resswn of the dlsease occurs over -
‘ ff:ﬁ“ff‘zo 50 years. About 5-30% of people initially | infected will develop
- crrrhosns within 20 years and a small percentage of these are at hlgh nsk
‘ of developlng hepatocellular carcinoma. One thlrd may never progress o
\ f_‘Clrrhc sis or wall not progress for at least 50 years Some people w1th end— -
“kkgf;;stage liver dlsease or hepatocellular carcmoma may requlre llver -
~ transplantation. - ‘ =

- major genetic types of\H\C\V hav\ebeen ldentlflec; Genotype 1(Cl)is
~ the most common in the UK, and is found in about 40-50% of cases.. =
_ “\‘:Geaotypes 2 and 3 (62/3) contnbute another 40—50%, and genotypes 4 -
~ 5and6 constltute the remamder of about 5%. Response to treatment -
~ varies between dlfferent genotypes Glis relatlvely more common
L ﬁamong people infected through blood products, and G2/3is relatlvely k
- - Qmore common among people who |nject themselves wnth l|llClt drugs -

2.4 **Many mlelduals W|th HCV lnfectlon do not dlsplay symptoms However -
. . non- specific symptoms such as fatlgue lrrltablllty, nausea, muscle ache .
- fanorex:a abdomlnal dlsoomfort and pain in the upper rlght quadrant -
~ have beenreported even in the absence of secondary pathology. £

@ MlCE ?’023 Al ri ghts reserved Subpecl to Notlce of rlghte (l‘lttps ,//www nloe org ukiterms andm Page 7 ol‘
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- ‘lnte‘rferan al fa (pegylated and nen pegylated) and bavlrln‘ forithertrea‘tmen"t ‘etfchronle‘i
‘g:lshepaﬁt]s C (TA75} - . = =

- hmhosrs develops people may have severe symptoms and \
- ~‘ff“compl|catlons ‘ - = = = =

- 25 ;Estlmates of prevalence for hepatttls C in England and Wales vary -
. conside rably. The extant NICE gUldanCe (see Section 81) puts the flgure L .
\ :f“‘ffbetween 200,000 and 400, OOO whereas the Assessment Report f -
“;g;suggests between 50 OOO and 500 000. There is also great varlatlon ln - u
~ prevalence between certain subgroups of the populatron 0.04% in blood -
= ]fdonors 0 4% ln people attendlng antenatal cllnlcs (m London) 1% in
\k;“f_people attendrng genlto urlnary clmlcs and up to 50% |n lnjectlng drug
~~~iuser5 : S : Somadana IR BEE : :

:;lkz‘.\\e_::f;;About two—thlrds of people with HCV rnfectlon are men, marnly because\_f
~_more men inject themselves with illicit drugs but also because there aref: -
- ‘:*far more men than Women Wl’th haemophrlla S ‘ -

27 :Becauseflt:flsnotpcssmle @te measur;eJdir:ectly;th;eetfeCtiVeness‘ of

o j*':reatm‘entin reducing progression to cirrhosis and hepatocellular ;

1_?_;;\Larcmoma in the short term, three surrogate markers have been used rn L L
trrals hepatrc hrstology, vrrologlcal Ioss of HCV RNA (measured by the -
- polymerase chain reaction, PCR); and levels of alanlne amlnotransferaseiz -

- ‘fk(ALT an enzyme that mdlcates llver mflammatlon) L

. 98 {;The primary aim‘:‘of treatment for people wlth \CHC is to clear HCV.
. *‘i(defmed as undetectable HCV—RNA in the serum) for at least 6 months -
::f‘fafter treatment cessatlon ln order to lmprove qualrty of ||fe for pa1 lents
‘ f‘;and reduce the rlsk of crrrhosrs and hepatocellular carcrnoma - ‘ -

;2\;9;Ef‘;‘;“fThe dlagnOSlS of hepatrtrs C causes consrderable anxrety to people Iti IS
~ generally accepted, though wrthout formal trial evidence, that all people
~ diagnosed with the condition should receive adequate advice and ‘
= fffffmformatlon from a healthcare professronal wrth knowledge and

: 210 f‘kThe current standard treatment for moderate and severe chronlc HCV

- f_j_frnfectlon is comblnatron treatment Wlth mterferon alfa and rrbavrrln ‘
except for people who cannot tolerate rlbavrrln when lnterferon alfa ‘ :
- ‘mon‘othe‘rapyts used (Section 8.1 references the NICE gurdance;that .

. -fi@ MlCE ?023 All ri ghts reserved Sublect to Not:ce ot rlghte (https ,//www hrce brg ukiterms andm Page t& of
_conditi ons#notce ol’ rlghts) - = 48
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L »lhterferon alfa (pegylated and norl pagylated) and rbavrhn for the treatment ot chromc
‘ :*f*‘hepatltls (TA75) - - L -

:!repl‘aced‘by this‘guldance) The precise antiviral mode of action of \

~interferon alfa is unknown. However it appears to alter host- cell -
- 'metabollsm lt is avallable in the UK in two forms rnterferon alfa- 2a
L (Roferon A Roche) and rnterferon alfa 2b (Vlraferon Schennc—Plough)

_ 211 lnterferon alfa is ellmlnated from the body raprdly, t avrng a plasma half~ ‘ :f:i i\j f
~life of only about 4 hours. To marntaln effectiveness against HCV, doses -
~ must be administered by injection on a minimum of 3 days a week.

2% o duston of monstharaey Usatment s 48 weeks. For monoterspy,

- _more than half of people who clear the virus after treatment relapse‘ ” ,

‘ 1‘Wlthln 6 months of treatment cessatlon but for those Who remaln clear L -
: :f:ﬂf\:after 6 months about 90% remain so after 6 years. Thus, for this group, -

‘ {{treatment may be called a cure. The dosage for rnterferon alfa treatment - ,

- E usually 3 million units three tlmes per week by subcutaneous lnjectlon -

jflnjectlons are admlnlstered by cllnlcal staff or by\th‘e patlent after . - -

. adequate tralmng People who respond usually do SO wrtnrn 12—16 weeks. c }f:} ;fﬁ o
= \iThose who respond contlnue Wlth thls dose of rnterferon alfa for 48 -

- 2{135‘-:; Many, but not all people flnd lnterferon alfa therapy very hard to .
- *tolerate After each |njectlon they may suffer nmte 1za-like symptoms
~ and up to one-half of al people treated suffer from fatigue, headaches,
; - prreXla (fever) myalgra (aches and palns) insomnia and/or nausea.
~_About one- quarter suffer hair loss arthralgra (parn in the jomts) rlgors
‘ E"‘f:“‘\lrntabllrty, prurltus (ltchlng) depressron dermatrtls and/or decreased
flyappetrte There are significant problems of dropout and non- adherence e
~with treatment as a result Dropout rates of 7-14% have occurred e
. ;‘:Frgures on adherence are more dlfflcult to quantlfy .

214 ~>~l‘n the late 1990s ‘combi‘natlon‘trectment of lnterferon alfa and rlbaVlrln
- :*commenced following trlals that showed that although nbavrrrn alone }‘ L
;ff;showed no actrvrty agarnst HCV the effect of the comblnatlon of rlbavrrln -
with lnterferon alfa was much enhanced compared Wlth that of interferon -
. alfa alone Since the introduction of combination therapy, monotherapy is -
- .i;used only for people unable to tolerate rlbavrrln “““ \ .

. Ribaviin(Copsgis Roche: réebetol,iSChe~rihng|ouﬁgw)frs anucleoside

. -\::@ MlCE ?’023 Allri ghts reserved Sub,lect to Not:ce ol“ nghte (l‘rttps ,//wwvv nlee org ukiterms andm Paqe 9 of
. conditions#notice- of rlghts) ...~~~ ==~ 48
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Ehterferon a l‘a (pegyfated and nen pegylated) and r bavrrln for the treatment of chranrc >
hepatrtls C (TA“/‘S) - s e - - -
‘ analogue With - b‘rsédép‘éétmm of antiviral activity against RNA viruses.
It is licensed for use in comblnatron wrth rnterferon alfa 2a or mterferon -
\f alfa 2b for treatment of CHC m - L -

e adult patrents wrth hrstologlcally proven, prevrously untreated CHC wrthoutﬁ ‘
 liver decompensatlon ‘who are posmve for serum HCV—RNA and who have
flbros15 or hrgh lnflammatory acttvrty ‘

- . ~~adult patlents wlth CHC who have prevrously responded (with normallsatlon of -
ALT at the end of treatment) to lnterferon alfa but subsequent y relapsed

. 26 *‘Rrbavmn is admrmstered orally, usually in divided doses (200 mg per f*‘\ -

- 3f\capsule or tablet) The dosage varies accordlng to the patlents welght -
~ Regular monitoring of full blood count to detect hae ne olytic anaemiais k
‘ fffheédéq in order to ludge whether to reduce or ceas baVlrin trej\atmen‘tQ .

237 :::RlbaVll‘ll"l is contramdlcated in pregnancy and breastfeedlng, in severe =
~ debilitating medical conditions (particularly of the heart, blood, k;dneys - -
~and liver), in haemoglob nopathles and in the presence of autormmune -
drseases or severe psychiatric condltrons It may also cause haenolytrc = }‘,tf;;; i
~anaemia, for which close monltormg is requrred and a reductionindose .
- ’fﬁfor cessatlon of treatment may be necessary ...

. oy ‘Adverse‘effectsrelated to‘ comblnation therapy are similar in typeand - -

220 Testmentwin terferon ifa monctherapy orcomnatn herapy s _

‘ "‘j‘kfrequency to those of interferon alfa monotherapy and mclude lrfluenfzaf—fi
~like symptoms (fatigue, headache and fever), decreasesin =~
~_haematological parameters (neutrophll white blood cell and platelet
‘ ‘counts) gastromtestlral complalnts (anorexra and nausea) ‘ = -
- dermatoloqrcal symptoms. (alopecra) and psychlatrlc drsturbances i~ .
:;ﬁ(depressron and anxrety) The trials mdlcate that dlscontlnuatlon of
~ treatment is more frequent (10—20%) for combination therapy than fcr‘ - : k
f"monotherapy Studl s of comblnatlon therapy show that haematologlcal
= events were the ‘most common reason for elther study wrthdrawal or ‘
- iii‘dose reductlon L -

: i:‘2.\t9 Q-;Standard treatment wrth mterferon alfa combmatlon therapy is elther for f
- —24 weeks (fcr people wrth 62/3) or for 48 weeks (for people wrth Gl) .-

- -\:i@k;‘lxlleE‘?;OzB{s All ghts reserved Subpect to Not:ce ol“ nghte (https ,//www ﬂlCe erg ukiterms and Page 10 of
= conditlons#not ce~of rlghte) - 48
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222 Because HCV and H V share common routes of transmlssron many

lnterferen al fa (pegylated and nbn pegylated) and r bavrrln for the treatment of chronic’f*i‘f -
hepatltlsC(TA75l s ; \ - - -

- not;licensedfforfpeopleiyouhgerthanETS‘years ofage.

zzr'rhfouwgftsaffetm  efficacy of freetment.

- -}[Genotype of the vrrus ThlS s?“ihemostlimportant:deter‘minant of effi acyof L
f;streatment ... ..

f{?f;ngh vrral load The hrgher the vrral load the lower the proportron of people .

f:a;Wlth HCV who have a sustalned vrrologlcal response (SVR) all other thrngs -
~ being equal. Hrgh vrral load |s the second most |mportant determmant of
T‘:fi;‘iefflcacy of treatment - ‘

-Age Younger p‘eople fare better than older peopleThls may be because older
= :’*:people tend to have been rnfected for Ionger although there appears to be an.
firndependent factor beyond that L -

. 1fThe perrod between rnfectron and treatment Longer delays appear to o
fadversely affect the efflcacy of treatment ‘ S

. Welght People who Wergh more than the average have a lower response rate -
to treatment than those who weigh less than the average when the dosages of -
~interferon. alfa (and rlbavmn for comblnatron therapy) are frxed;__ .

- ;;‘\Flbrosrs and Cll’rhOSlS of the llver (Wthh act as markers for the damage done =
- by the virus). The greater the damage the less llkely rt lS that the body can nd -
\ ‘[ﬁj:f‘iltself of the vrrus . . . ~ - L

- }The pre treatment ALT level The hlgher the pre treatment ALT level the lower
 the probablhty of treatment success. ‘ - .
k‘:»:ff!‘Racral group Studles m the USA have shown that black people had a poorer

: i*“response to treatment than whrte people but there is no evrdence of the .
“félmpact of ethnlcrty ina UK settrng -

‘ :{if‘g‘rfGender Women respond somewhat better than men to frxed doses (though -
~ evidence suggests that this may be due to women s lower average welght and e
"‘fffhence to the effectlve dose per krlogram) - .

people with HlV are also lnfected wrth HCV In these people hepatltls C
- _is a leading cause of death. It appears that HIV is assocrated_ with an.

@ MlCE 2023 All ri ghts reserved Sub}ect to Not:ce ot nghts (https ,//www nlse org uk/terms andm P‘age ll otf‘r
condlt ons#notrce of rlghts) L =
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condit

= dlfferentia‘lly welg ht related.‘ ‘? ﬁ :

i

5 ~ lng nbav:rm dose IS

The value of tnple therapy (combmation therapy of mterferon alfa and f

‘nbawrmiplus amantadme) has to

© M!CE 2623 AH ri ghts reserved Sub}@ct te Not:c

- htc)\i =

;!ghtq (https /fwww ﬂlce arg uk/termg and Pageu 2 of
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L hepatttta C (TA75}

‘~=~tnterferon a fa (pegylated and non@pegylated) and ribavirin for the treatment ;of:chrr:mscj . -

3 *The technology
‘ 31 Q::\Two product Ircences for a hew form of mterferon alfa pegytated
~interferon alfa (called pegmterferon alfa), have now been granted, both
- fﬁ'f‘for use as monotherapy and for combmatlon trerapy wrth nbavmn |n ffkjj ‘ff - _ =
~adults with hepatitis C. The pegylated form of interferon alfa contains an -
~essentially inert 'tail', the function of which is to slow down the rate at
~ which the body ehmlnates the molecule, enabhng dosrng tobeless ‘

: ‘:fflfrequent Of the two forms of pegylated mterferon pegmterferon alfa 2a =
~ has a 40 kD branched chain polyethylene glycol molecule attached tothe
_interferon with a stable bond. Peglnterferon alfa 2b has a Irnear 12kD
:sfpolyethylene glycol chaln that rs attached via an unstabte bond that

\ ~~,breaks down in solutlon releasmg mterferon alfa- 2b

32 ffffRibavmn doses for combrnatlon therapy are as foHows In conjunctron
. with pegmterferon alfa-2a (as for rnterferon alfa-2a), people who have
. Hev genotype lor 4 (and usuaHy those who have genotype 5 or 6) and
1 "Who welgh less than 75 kg take 1000 mg dany of ribavirin in drwded -
\__\fdoses People who welgh more than 75 kg take 1200 mg nbavrnn dany rn
‘?‘}drvrded doses. For people with HCV genotype 2o0r 3 (and less usuaHy ‘ ‘
~ those who have genotype 5o0r 6) the dose of nbavmn is 800 mg dany in k k
. ”drvrded doses ln con‘unctlon wrth peglnterferon alfa 2b (as for mterferon
‘ ‘?i :;“alfa 2b) and regardle*c; of genotype people who welgh less than 65 kg .
~ take 800 mg of ribavirin dany in divided doses, peopte who wergh 65—85
kg take 1000 mg darly in drvrded doses and people who wergh more than k -
‘ I}.‘;;85\\kg takeJZQO mg dauy in divided doses ~ i

. 33 _iPegmterferon alfa has amu (.,h Ionger plasma half~hfe (50—1 30 hours for

- ipegrnterferon alfa-2a and about 40 hours for pegrnterferon alfa-2b) than -
_interferon alfa. It therefore needs to be i injected only once per week and
. the aggregate dose per month can be lower than for mterferon reducrng -
: \ffmost side effects However data show a hrgher mcrdence of neutropenra
‘ ~and thrombocytopenra for peglnterferon alfa as either monotherapy or. - =
- fcombmatlon therapy than for the correspondrng treatment regrmen wrth - -
~ interferon a alfa. These adverse events may be managed by dose -
ffreductron . .

@ MICE ?’023 All ri ghts reserved Subpect to Notace of rrghte (https ,//www nroe org uk/’terms and Page 13 of
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lnterferan alfa (pegylateol and non- pegylated) and ribavirin for the treatment of chronic =~
hepdtltlSC(TA/fﬂ - L s s
34 For people who are consrdered for peglnterferon alfa combrnatlon - -
jftherapy, standard haematologlcal tests and blood chemlstry (full blo ecd
~countand drfferentral platelet count, llver functlon tests, urlc acrd serum -
; - bilirubin, serum creat nine, and electrolyte concentratlons) are necessary\ -
- ;for all people before initiating therapy The HCV genotype is also i{:* -
- ;determrned and baseli ine viral load establrshed Liver biopsy is -
undertaken if there are no rncreased risks, in order to assess llver t
- scarrrng and necro -inflammation accordlng to an accepted seventy
scale Thrs is 1mportant ln determlnlng the need for treatment for people -
‘E\:;{Wlth S|gn|flcant frbrosrs and necro- lnflammatlon People are seen weekly -
 for 4 weeks, and then monthly during treatment to check for side effects -
‘ *\such as haemolysrs neutropenra thyrord changes depressron and :
- retmopathy ‘

- 35 Both peglnterferon alfa 23 and alfa 2b are admlnlstered once a week by

‘ subcutaneous rnjectron The dose for pegmterferon alfa -2a rs 180 ug for - -
e erther monotherapy or combrnatlon therapy The dose for pegrnterferon c -
alfa 2b is 1.5 pg per kg body welght (combrnatlon therapy) and elther O 5 -

- g or 1 O ug per kg body welght (monotherapy) - .

- 3.65«5 Substltutlng peglnterferon“alfa\forlnte‘rferon alfa increases the 4i—week““ -
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: ffa24 week course of comblnatlon therapy W|th pegrnterferon alfa wrll ‘
- cost about £6000. For monotherapy, the 24-week costs for mterferon -
~alfa and pegmterferon alfa are about £’lz 0 and £3200 respectlvely The f -
- cost of a 48-week course is double that of a 24-week course. (All prlces .
- :.exclude VAT Bntrsh Natlonal Formu ary 45th edltron ) Costs may vary 1n .
L drfferent settlngs because of negotrated procurement drscounts -

i ln pregnant or breastfeedmg Women treatment wrth pegmterferon alfa s, -
‘ 5 contralndrcated Treatment with ribavirin is also contramdlcated for these -
. groups For full details of srde effeCtS and CONtramd'Cat'ons .
peglnterferon alfa and of nbavrnn see the Summary of Product :ﬂt:s‘ ﬂff -
- Charactenstrcs ‘ ‘ k
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‘ -~lnte‘rferon alfa (pegylateol and non pegylated) and ri bavrrln for tlhe treatnent of c,hremc*f

. . hepatltls C (TA?S)

. (see Appendlx B)

4Edenceandntepetaton

‘::J;The\cAppraisal commlttee (App_)endrx A) consrdered ewdence from anumber of\sou‘rces\, -

4 1 Cllmcal effectlveness

- ::4.1.1, : :The standard measurement of effectlveness of treatment of CHC is the

- f~*vrrologlcal response rate sustained for 6 months, called the SVR. SVR has -
E;_been shown to closely reflect blopsy and ALT results taken from the -

~ same people at the same time. ‘

a2 Pegmterferon alfa comblnatlon therapy versus mterferon .

 alfa combmatlon therapy

‘ \;;4‘.‘1.‘21 The effectlveness of pegrnterferon alfa and nbavrrm combmatron ‘ -
- therapy, compared with mterferon alfa and ribavirin comblnatlon therapy,* -
- for patlents belng treated with mterferon alfa or pegmterferon alfa for the
- first time has been mvestlgated in two randomlsed controlled trlals -
(RCTs) lastmg 48 weeks. One trial used ribavirin and pegmterferon - ‘
f‘alfa -2a (n = \1121) and the other used ribavirin and peglnterferon alfa 2b S
_ [n=1530) The results were broadly similar. For the first trial, -
. ~~peg|nterferon;alfa,z:a;n combmatlon wrth ribavirin ylelded an SVR of 56%{ -
~ versus 44% for interferon alfa-2b in combination (95% confrdence \
il_lnterval {Cl] on the difference of 12 percentage pomts IS 5 to 19 ‘
‘:Qpercentage polnts) ln the second trlal the mtentlon to- treat analysrs k -
~ (which included patients taking ribavirin at lower than the licensed dose) -
~ of peginterferon alfa-2b in combination with ribavirin, the SVR was 54% -
versus 47% for mterferon alfa 2b in combmatlon (95% Cl on the - j .
_difference of 7 percentage points is 0.4 to 12.7 percentage pomts) Inthis .
- ‘f*arm of the study, all patlents received 800 mg of rrbavmn wrth 15 ug per f
- _[\f,kg body welght of pegmterferon alfa 2b The effect of rlbavrrln dose - .
~ adjusted accordmg to body welght was analysed in a subset of 188 of
‘f‘*‘*these patients. ln this sub populatlon the SVR for peginterferon alfa- 2b -
ln combination was 61% versus 47% for rnterferon alfa-2b in comblnatlon .
(95% Cl on the dlfference of 14 percentage pelnts is 5 to 22 percentage ‘
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fﬂt@ffemﬂ a fa (P%‘gylated and non- pegylated) and i bavrrrn for the trearment o* chrbhi«:* .
hepatrtrsC(TA75l - : ‘ = =

points) ‘The llcence for peginterferon alfa-2b combln‘ation‘ therapy s
- : based on this werght adjusted nbavrrm dosage. The Assessment Report -
e recognrses that the treatments with pegrnterferon alfa 2a and a fa 2b
_ (both in combination with rrbavrrln) may be different and that there are : .
~ differences between the trial populations. However, it shows that, if the .
i“‘fresults of the trrals of these two treatments are pooled pegmterferon “
‘ :alfa comblnatron therapy ylelds an SVR of 56% onan rntentron to- treat
_ basis, whereas the interferon alfa combination yields an SVR of 47% on
- '" the same basrs The drfference (9 percentage pomts) has a 95% CI from
: 5 to 13 percentage pornts A second trral of pegmterferon alfa Za -
:;comblnatron therapy has so far been reported in abstract form only lt
‘ : “extends the knowledge garned from the flrst trial by comparmg dlfferent
‘ s;ﬂfdoses of rrbavrrln and lengths oftreatment Broadly, rt confrrms the \\\\ -
‘ :s}results of theftrsttnal using peginterferon alfa- Za.:k(Furtrer results are -
_ currently commercial-in-confidence) .. -

- §4.1:.2;2“ The SVR in each of the two fully reported trials varied with bot‘h:the\ .
- - baseline viral load and the genotype of the HCV. When there were more
than 2 million copies of the virus in each miliilitre of a patrent s blood the ff -
:;SVR was srgnrfrcantly lower than when there were fewer than 2 mrllron ﬁ -
~ copres Thrs was true for both arms of both of the trrals

1 ‘\\‘;‘\4.‘1}“2.3 fSVRs for patrents rnfected wrth HCV G1 are much Iower than those for
- ‘G2/3 whereas SVRs for genotypes 4,5 and 6 (when they are known)
- appear to be between those of the more prevalent genotypes For G1,
. _“iSVRs for peglnterferon alfa 2a combrnatlon therapy were 46%, Compared L
~ with 36% for interferon alfa 2a combrnatron therapy. When peginterferon -
~ alfa-2b combination therapy and mterferon alfa-2b combination therapy
- were compared the SVR values were 42% and 33%, respectrvely, onan fl ‘
_intention-to- treat basrs On a werght based rrbavrrm dosage they were ‘
- 48% and 34%, respectrvely For G2/3, the SVR for peginterferon alfa-2a
- 1;combrnatlon therapy was 76%, compared with 61% for the interferon. -
~ alfa-2a therapy. When the peginterferon alfa- 2b and rnterferon alfa- 2b :\ -
_ combination therapies were compared, the SVR values were 82% and
. 9% respectrvely, on an intention-to- -treat basis. On a werght based
~ ribavirin dosage they were 88% and 80%, respectrvely

. 4124 ‘Patientstnfec‘tedrwlth ‘HCV G;2/3*respond‘tocom‘blnat on treatment‘wlthf -
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tnterfet on a fa (pegylated anot non pegylated) and ri bavrrrn for the treatment of chronrc
hepatrtrs C“ (TA75} : = - ~ =
‘ :!peginterferona!fa‘2a in 95% of cases or more, and in about 80% of
. casesthe response is sustained 6 months after treatment has frnrshed -
 These rates are achieved after 24 weeks of treatment and are not ; L
ff.?rncreased by prolongrng treatment for a further 24 weeks For G1 k
- however, the SVR after 48 weeks of treatment is much hrgher than that‘ -
~ for 24 weeks o:‘f‘tr‘eatme nt, even though it is of the order of only 40-—50% -
EfkiThrs pattern follows that of combrr atJon therapy wrth rnterferon alfa 2a -
alandrnterferonalfa 2b. . - o ‘

4125 After 12 weeks of treatment the v rat !oad in peoplewho eventuauyhave -

~ an SVR after 24 or 4 8 weeks treatment is generatly reduced by a factor

. of 100 or more That is, for every 1:)00 copres of the v1rus rn the blood at

- ;;the beglnnrng of treatment there would be 10 or fewer copres at the end .
\;of 12 weeks treatment Thrs is known asa2- log reductton L

= 4,1:.2;6 fFor patrents mfected wrth HCV G2/3 m:>re than 99% wrll respond wrth a
~ 2-log reduction at 12 weeks. About 80% will eventually have an SVR. Of

~ the very small number of patients not responding at 12 weeks, very few
- ”kk‘(perhaps Iess than 0. 5% of the group that started tréa‘t ent) have an . -
_ SVR For genotypes 145 and 6 (together called G1+), only. o8

~ havea?2- -log reduction at 12 weeks and, of these about 60% (40— 50% ofz~ - ‘

~ the total group) have an SVR. Of the 20-30% that are non- responders at

12 weeks, few (perhaps 0.5% of those ongmally treated) go ontohavean .

4127 Data from a subgroup of people wrth crrrhosrs or brrdgrng frbrosrs and
- = k:aG2/3 in a recent trial of pegrnterferon alfa- 2a detarrs of which are strll

~confidential until its full pul:hcatron suggest that treatment beyond 24
- f‘:‘weeks does not result rn an rncrease in the SVR ‘ \

- f{4 13 Pegmterferon alfa monotherapy versus mterferon alfa

:‘ monotherapy

4131 The Assessment Report found four RCTs that compared pegmterferon

. ,ia!fa monotherapy wrth rnterferon alfa monotherapy Three of these trrals

;rnvolvrng about 960 people ‘were conducted with pegrnterferon alfa- 2a
: and one trtal rnvolvrng more than 1200 people was conducted Wrth

ipeglnterferon aifa 2b, SVRs were much Iower than for combrnatron
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tnterferon affa (pegylated and non pagytated) and ri bavrrrn for the treatment of chronrc
hepahtrs C (TA/S) - - ; ; -

therapy Peginterferon atfa‘ 2a yielded a 36%‘pooledresponse‘ com‘pa‘red -

- falfa 2b versus mterferon alfa 2b were 23% and 12% respectrvely L
;u;;oDrfferent doses of pegrnterferon alfa were used in three of the four trrats« -
- ;j{-whrch occurred at different stages of drug development. All tnals were.
f“; ‘48 weeks m duratron hence the shorter treatment pOSSIblllty for (32/3
~ was not tested - ‘

414 ‘?Z\Re treatment of non—respon rs j‘f‘fff{t -

- ‘The Assessme'rt erort found 10 RCTs rnvolvrng some 860 people that’ -

‘compared |nte {Tferon alfa combrnatlon therapy wrth mterferon atfa =
; ‘ {monotherapy for the re treatment of non-responders to lnterferon alfa
*monotherapy Of 1 hose re- -treated with monotherapy, onty L out of 413 ; ‘

- ‘ffhad a vrrologrcal response at the end of the trrat whereas for . .
- combrnatlon therapy, 53 out of 449 had such a response For studres ; :; .
~including both failure to respond and re apses from prevr:us:: - ;

= }*{f“monotherapy, there were 16 responses out of 323 for mcnotherapy, .
- if:;fgcompared wrth 75 out of 330 for combrnatron therapy The dn‘ferences
- _between the success rates for monotherapy compared wrth combrnatron -
~ therapy are marked, although the percentage of successes whenre-
‘ﬁf:kt:“treatrng people farlmg to respond to monotherapy W|th combrnatron L
- ~therapy is only of the order of 10%. . -

4142Da1ar0 re- treatment wrth peglnterferon ah‘a combrnatron therapy for -

- \p‘eople orevrously treated wrth rnterferon alfa monotherapy or
-~ *combrnatron therapy rsstrtl tentative. — L

45 Adherence
4151 S:Three studres (one publrshed and one unpublrshed study of -
- ‘ kipegrnterferon alfa combrnatron therapy, and one study of pegmterferon -
- alfa monotherapy) have retrospecttvety examined satisfactory
ffadherence defrneo‘as adherrng to the desrgnate dosrng pattern at east
“_ ~ T;BO% of the trme Al ostudles show that SVR is sign ificantly hrgher amc ng
~_people with G1 who show satrsfactory adherence. For people with 62/3

: \k:‘f;one of the three studres atso shows that SVR is srgnlflcantty hlgher
1among those wrth satrsfactory adherence ‘
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lnterferon a t‘a (pegylated and non- pegylated) and ba\flrin torfthe treatment of chronic =~

‘:jjhepatrtls C (TA75l

“ 416 Other patlent subgmul’S haemoPhlha

4181 Many people with haemophilia were rnfected by blood products in most

. ~r,:~‘:\4.\t.'11; «lt is not unusual for people Wlth HCV to be co- lm‘ecteol wrth H V because ‘

;ﬁcases by HCV Gl Many cases of Gl dld not respond to monotherapy, or

 relapsed within 6 months. Small studles showed that a small but k =
. ?*Slgmfrcant proportron of these relapses and treatment fallures responded
. fto pegrnterferon alfa combrnatlon therapy - .

. 417 fOther patlent subgrouPS HIV C"morb‘dlty

— fof thelr common transmlsswn routes Several patrent submlssmns one L
- gmanufacturer and the Assessment Report exammed thrs set of
- :f:crrcumstances . - > =

4o people mfected wrth both vrruses the rate of progressron of CHC is
‘ - {fmuch faster - - -

. 4472 “;‘Several small trials have been conducted all lnvolvrng mterferon alfa- Zbi .

\ f;whrch show that the SVRs are of the order of 30% lower (for example -
~ 35% instead of 50%) for people co- lnfected with HIV than forthose
f:wrthout HlV \ ‘ .-

= 4‘1.7.4;;There is no evldence that interferon“alf‘a‘interacts yvlth drugs taken for‘ -
= ‘fﬁjr*_nv but there is eVIdence twatribavirln could do so When taken wrth
: :oegmtereron alfa nd may prove toxnc Addltronal care lS called for

‘ t:when mon:tc rrng peoplerecery‘tng‘medlc‘atro‘n for Hlv,co lnfectlon, -

418 Q‘Other patlent subgroups 1n]r=ct1ngdrug users .

‘ ’ji41 81 Cu rent lnjectmg drug users can haye hrgh rates of dlscontrnuatlon ln L -
_; ;trlals and thus do not achleve success rates in trrals Wlth rnterferon alfat
 therapy as high as those obtained by other partrcrpants However, there: -
is evidence that where adherence is achleved success rates are not

- \‘f;‘:SIgnrfrcantly drf erent

oo e
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‘ hepatrtls (3 (TA75l

- fjconsumptlon

_Interferon alfa (pegy ted and hon- pegylated) and ri ba\nrrn for the t‘reatmen‘t orfchronic -

‘\5[ f‘\~4.1‘.e1 Alcohol consumptlon of more than 7 unlts per week not only rncreases

lrver damage for those rnfected wil h HCV but also adversely affects lts fif -
treatment - .

4110 Otherpatlentsubgroups 11ver transplants .

41101 People Wlth CHC who requure a lrver transplant usu ally develop the .

- ,drsease in the new liver. Very llmlted data (srx people) showed that four -
~ ~t»people responded to pegmterferon alfa-2b combrnatlon therap\y *ff .

‘: sff; . 4111 \‘ jOthe‘r‘fp‘:;tti‘(—:nt subgroups age gender and ethmclty

41111 Some drfferences have been observed in the success of treatment .

,Qbetween people of dlfferent ages, between men and women, and
‘ “~=fbetween people of different ethnlcity These differences are relatrvely
f_fsmall compared wrth those resultrng from v:ral genotype or vrral load

- f:4 1 12 Other patlent subgroups mlld CHC and acute hepatltls C i -

- . ‘41121 Trrals in people Wlth mﬂd drsease have not yet reported Treatment of

mrld Cl—C |s outsrde of the scope of thrs appralsal

L .14112 2 Acute rnfectron lS not covered by thrs apprarsal One trral has shown

_ better clearance if HCV infection i is treated rmmedrately after onset, but it
- f:f*nay not be pOSSIble to ganerallse rts results to most people m ected wrth

421 “’Pegint\erl eron alfa combmatlon therapy versus 1nterferonj .

- “fff alfa comblnatlon therapy

: ‘f“4 231 The Assessment Report shows that pegrnterferon alfa combrnatlon - -
- therapy is a very cost effective rnterventlon compared with rnterferon .- -
alfa comblnatron therapy For 62/3 grven the very hlgh sustarned
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. hepatitsC{fAyy) .

‘\f‘jHCV genotypes

; . ‘(a)fPeginterfero\n\alfa combination vs L
- ]‘interferc‘)n alfa combipation.. = |

| (24 weeks) vs pegrnterferon alfa -

L weeks S pegrnterferon combrnatron;

_Interferon alfa (pegylated and non-pegylated) and ribavirin for the treatment of chronic
\ ‘succeserates at 24 Weeke: treatment is cost effective at 24 weeks but -

not thereafter For G1, 48 week treatment is cost effectrve compared

wrth stoppmg therapy 1f er 24 weeks See Table 1 - ‘

 Tablet: 1 Cost effectlveness of combmatlontherapy for different

—

= Companson

- Genotyne Treatrnent Estlmated mcremental
{  |length cost/QALY
 |(weeks)

T s owoeio . |

- ( ) Peglnterferon alfa combmatlon vsf
- rnterferon alfa combmatron

— e

(2) Pegrnterferon alfa combrnatron Vs:f
- mterferon alfa combmatrcm

45 148 eooo0

48 lrjo00tog3Bo00 |

|Not1  |24vs48 |[£69,000 to negative
| [Ibenefits compared |
wit '124 week treatment -

| (4) Peginterferon alfa combination

\‘ combmatron (48 weeks)

|1 |2avs4s [e15000t0819000 |
‘ ‘ - compared wr*h24 week P
- treatment

(5) Pegmterferon combrnatlon (24

- N‘Otes on Table 1 The estrmated mcremental cost/QALY frgures were obtarned from thef -
= iAssessment Report usmg a modelllng approach o : L ‘

- Rcwsn) and (3) ‘use data‘ from the p‘i‘votal‘trials of pe‘g‘s‘hterfer‘gh/rnxér;femﬁ‘aif‘a}‘zg andof

L alfa-2b. The estrmates dlffer because they are based on ( )different trials and (b) different
‘f‘dosesofrrbavrrln - L ‘ - = -

- Row / (2): Uees;data kfro‘mthe pivotaltrial of peginterferon/interferonkalfa~¢2b;~~s -

‘;:'f:f;iRows (4) and (5) use data from an unpublrshed trlal of pegmterferon/rnterferon alfa 2a

;-submrtted in confrdence by the manufacturer for drfferent doses of rrbavrrrn The genotypef: Q :

- ‘not 1' essentially refers to genotypes 2 and 3, as the numbers of those in genotypes 4,5
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- “ffhepatrtls (TA?S)

. ln the Assessment Report the estlmates of rncrementat co >t ‘

AR

- ~Comparison~:;\ }f ‘5~5~:~E*<t rnGenotype Estlmated ncr‘ementat

?”:\f:alfa monotherapy

_ Interferon atfa (pegylated and non pegylated) and r bavrnn for tne treatment ot” c*hrpnrp -

3::-~and 6~were;smaftl.~ -

— effectrveness ratios by viral genotype drffer dependrng on thetype of
~ peginterferon alfa or interferon alfa and the dose of ribavirin. For G1 the
fjfffestrmated cost per quahty adjusted ||fe ear (QALY) garned of
\T;:pegrnterferon alfa combrnatron therapy compared WIth the
s ~rcorrespondrng mterferon alfa combination therapy for 48 Weeks ; L \
- treatment range< from £4000 to £14, OOO For G2/3 the\correspondrng .-
‘iif:frgures are£/000tof3806. .

%4-‘2;153 s;Forimﬁonoth‘erapy:‘au%\freatmenfss are for 48 weeks - - @

fj‘Table 2 Cost effectlveness of monotherapy for dlfferent HCV,

‘cost/QALYf -

‘ “Pegrnter eron atfa monotherapy vs rnterferonf £19,000 -

SRy

— - —

ifPegrnterferon alfa monotherapy vs rnterferon 2and 3 £7000

| alfa monotherapy

Pegrnterferon alfa monotherapy vs rnterferon 4—6
- alfa monotherapy - -

ff;;,Note on Table 2 The estlmated rncremental costs per QALY gamed were obtamed from f f
- the Assessment Report based ona modellrng approach using SVRs taken from a meta- -

- ;f analysrs

- 421 4 The manufacturers models are srmrlar in strUctUre tothatofthe
- *Assessment Report and the estrmates of cost effectrveness derrved -
- :from them show even Iower costs per QALY In one instance, , this can be .
. ,:\,explamed in part by the longer time honzon (expected hfetrme as | ‘
k~ff}iopposed to 30 years) L L ‘ ‘

1\\:14 215 ‘The Assessment Report shows that testrng vrral Ioad at '12 Weeks for G1+ e “ -
‘ and stopprng treatment for people who do not exhrbrt a 2 |og reductron =
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- hepatitts C (TA/S

*“ihterferen atfa (pagylated and non pegylated) and rbavrrrn for the treatment of chromc -

— in‘viral Ioad is“cost effective compared with continuing treatment. Some .
~ 20-30% of people infected with G1+ do not respond at 12 Weeks andet .
these less than 2% will evettuaHy have an SVR. The cost per QALY - k
. gamed from contlnumc treatment for the non responders at12 weeks is ‘
~ estimated to be £227000 This is. not the case for 62/3 there are very
- ;jfew non responders at 12 weeks - L

. 42386 ‘The‘co< t effectsveness of treatmg Wlth pegmterferon combmatton

L f{therapy non- responders to mterferon monotherapy has been estrmated ‘ f}jf‘ L

\: - to be £3000 per QALY agamst no treatment For non responders to - ‘ ‘
drtnterferon combmatton\therapy,;lt|s£9000per QALY againstno -

43 :Cons1deratlon of the ev1dence

- }::4.3;1; :~>~The Commrttee revrewed the evadence avanable on the clmrcal and cost =

‘*feffectrveness of treatment wrth mterferon alfa and pegrnterferon alfa and“f‘:jf"::k -
- t‘;nbavmn in CHC havmg consrdered ev:dence on the nature of the ‘ e
- condition and the value placed by users on the benefits of mterferon and -
- peglnterferon alfa and nbavrrln from people with CHC, those Who .
represent them and chnrcat experts It was. c]SC mmdful of the need to : -
~ ;take account of the effect:ve use of NHS resources - ‘

- 432 f;The Commrttee consudered that pegrnterferon alfa comblnatron therapy

. was both chmcally and cost effective compared with tnterferon alfa

L combmatron therapy Addmonany, pegmterferon alfa monotherapy was
k ::both clrnrcally and cost effectlve compared Wlth mterferon atfa - L
o imonotherapy The Commrttee conctuded that pegmterferon alfa therapy ‘ ‘

~ should therefore supersede treatment using interferon alfa for aH people
- ‘_funl‘ess particular side-effect considerations (neutropenra and - -

l ::thrombocytopenla nsk) favour mterferon alfa (wnthout pegy atlon) The -
~ :fCommlttee also conctuded that combmatlon therapy should be used

~rather than monotherapy, except for peopte for whom nbavrrm !S ‘
jf:contrarndlcated or cannot be tolerated - \

: ‘*‘4;‘333{ The Commlttee gave careful consxderatton to the dn‘ferenttal efflcacy of - -
. treatment for patlents mfected with the dlfferent HCV genotypes On the -
;basrs of the evrdence revrewed the Commnttee concJuded that patrents
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tnterferon atfa (pegy ated and npn pegytated) and ri bavrrrn for the treatment of chromcﬂ L
hepatrtts C (TA75} - c - - -
L mfected wrth HCV 62/3 shou!d be consrdered drfferentty from those wrth
. Gl and genotypes 4,5 and 6 shoutd be treated as for G1. For -
- :‘f\combrnatlon therapy, people with GZ/3 should receive 24 weeks
freatment, whereas people wrth all other genotypes who have

- *:\demonstrated a sufﬂcrent mrtraf response should recerve 48 weeks
- treatment ‘ ‘ - ‘ ‘

. 434 ‘Forc:mbmatron therapy, the Commrttee drscussed the requrrement fgr -
- ‘testrng for V|ral Ioad at 12 weeks after the mrtratton of treatment dsa ; -
- means of assessrng response For G2/3 the number of non res Jondehts ‘
_ at this stage was such a small proportion that testing them to exclude f

‘ further treatment was not consrdered cost effectrve For all other - ‘

kn‘fgenotypes because the proportton of non responders was much hlg»fierfr c

~than for G2/3, the viral load response at12 weeks is lmportant to mform

- V*fthe need for treatment up to 48 weeks - -

- 435TheCommrt eefurtherconsidered the ch’nicat and cost effectivenessof
~ peginterferon alfa-2a versus pegrnterferon alfa-2b. Althoughitwas
. aware that t 1e two drugs had different dosage regimens and -
- Tf\f pharmacokrr etlc profrles rt consrdered that in the absence of any head—
~ to-head trials and on the basis of expert opinion recerved the evidence
~ was insufficient to recommend one of these products over the other. The
‘:‘Commrttee concluded that rt wou!d be rmportant for chnrcrans to have
- the choice of elther product in order to target different groups of people
~under partlcular clinical crrcumstances The Commrttee in this context,
~ gave consideration to genotypes 2 and 3. The Committee noted that the
SVRs for pegmterferon alfa-2a were 15 percentage pornts above those i
for interferon alfa-2b, whereas for pegrnterferon alfa-2b, the SVRs were
- o\nly 3 percentage pomts above those for interferon alfa 2b However f‘ :
| j;theﬁCom‘mrttee consrdered the res 3onse of the former control group to .
beirelatively low, whereas that of the latter control group was rel atrvety
ﬂfhigh‘ lt‘\atso‘noted that, when the werght -related dosage of ribavirin (on -
. fﬁ:whrch the pegtnterferon alfa-2b licence is based) was consrdered the .
 relative effrcacy of pegmterferon alfa-2b compared with rnterferon }
~ alfa-2b was more marked. ‘The Committee therefore consrdered that the?
- _iapparent differences in response between the two forms of - .
pegrnterferon for GZ/3 shoUd not. result ina d|fferentral recommendctron, .
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437 :m:orcombination therapy, the Committee considered thedifferences n..

lnterferen aﬂta (pegylated ahd non pegylated) and bavirin for the treatment ofch‘re‘nic%- -
hepattttsC (TA?S} ~ ...

- 4,3.6 The Commrttee censrdered the use of pegrnterferon atfa for combrnat:on- -

= therapy II’] groups of people with HCV infection that were not
epreeented in the prvotal cllnrcal trials. These |ncluded people with
- 1aemoph|ha and people co- infected thh HIV The Committee conctuded- - -
_that, based on the evidence available, there was no reason to make any - ?
- :idrfferent provrsron for these groups It crd however note that there f .
~might be occasions where ribavirin may interact with medication for HY, .
- *:necessnatmg erther a change m the Iatter or a sw&tch to pegmterferon -
ffaifa monotherapy = ‘ o

i‘k‘treatment effrcacy for people of different age, genc er and ethmcrty, and -

_:decrded that, where sufflcrent ewdence exnsted t \e efflcacy drfferencesf“ .

‘ {were not great enough to grve rise to a drfferent recommendctton forany
‘of these subgroups s ‘ ‘ . -

“ 4:355 :ﬂiﬁThe Commrttee heard that although m;ectlng drug users wsthiHCV -

- mrght on average seek treatment less frequently than other people w1th~ -
- fi:‘-iCV those who do seek treatment have similar adherence rates to other‘\ -
- - people wrth HCV Furthermore the evrdence provrded by the experts L
- persuaded the Committee that current information indicated that HCV - k
. re- -infection rates for people on interfer an or pegrnterferon therapy were -
k :\\\f‘ow in those who continue to inject mrcr drugs Thus, although rates of
- ;::hscontrnuatron of mjectmg drug users in trials have been hrgh the ‘
= vommlttee was prepared to accept that in naturahstrc settrngs the rate
‘ :‘\_:‘fof drscontmuatlon woutd not be so great as to prevent the treatment

‘ bemg cost effectrve

- i4“.\3‘;9“ “fThe Commrttee heard that contmued alcohol consumptlon even at Ievels . : L .

‘ - of lntake much lower than the recommended maxrmum levels for the
~general population mrght be harmful for people with CHC- mduced hver
:‘:drsease Thls rs because of the effect of alcohol on the progressron of

~ ;~pegmterferon/mterferon alfa as therapy for CHC The Commrttee

~ fcon5|dered that contrnued alcohol consumptnon was however not m

“‘-Q‘as an rmportant factor to be taken into account in advrce and mformatlon
f:~““grven bythe chmcalteam - L
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lnterferon a t”a (pegylated anct non- pegy ated) and r bavrnn for the treatment ol‘ chronlc
hepatrtls c (TA?S) ‘ ~ ~ - : -
4 310 The Commrttee carefully consrdered the srtuatlon of people who had
- already been treated with peginterferon or interferon alfa. Evidence
‘ \5; ~ shows that for those treated with lnterferon alfa monotherapy who had
:ﬁ;\erther not responded or had responded but then relapsed further
~ treatment with combination therapy (with either pegmterferon or
- _flnterferon alfa) W|ll be cost effectrve although not as cost effectlve as for =
~ people not prevrously treated. The Assessment Group produced a further -
~ modelling analysis whrch assumed that re-treatment with pegmterferon
“falfa comblnatlon for those who had already undergone mterferon alfa = -
comblnatlon therapy, would yleld an SVR equal to the dlfference between - -
~the SVRs of the two therapies. This analysis suggested that it could be
‘ *]cost effective to. re-treat those prevrously treated with lnterferon alfa. = -
::‘f:;‘comblnahon therapy who had relapsed or who had not responded The .
Committee, after also receiving expert clrmcal advice on this matter and
‘ ‘frecognlsmg the great uncertalnty surroundrng these estimates decrded . k
- ‘ﬁ\f‘that these groups of people should be sultable for treatment The f -
~ Committee reached the same conclusion for the few, if any, people -~ ‘ =
_ previously treated without sustained virological response with
,f:pegmterferon alfa monotherapy However, it decrded that there was no -
cllnlcal or modelllng evrdence or expert oplnlon to support re-treatment:
- of people who had prevrously been treated Wlth pegmterferon alfa
o ’combrnatlon therapy ‘ - -

a3 iFor peopletmable to take rlbavlrln the Comrnlttee declded that =
L peglnterferon alfa monotherapy should be the treatment of chotce :
- because lt is both cllnlcally and cost effectlve compared wrth mterferon ‘
‘ ;;}alfa monotherapy, despite Iower clearance rates of the virus than for
— f:combmatron therapy All people takmg pegmterferon alfa monotherapy
_"‘_should receive treatment for 48 weeks regardless of genotype because‘_:f:\ -
it was noted that there is currently no evidence for the effectrveness of a
- shorter penod (24 weeks) of treatment. The requrrement for 12 weeks
- “‘vrral load testmg was. also considered for this group, and it was
- Qconcluded that |t shoulcl apply to people with every HCV genotype -
~ Although there was no direct evidence of the cost effectiveness for this
- recommendation, it could reasonably be assumed that Vlral testrng atiz2
~ weeks would be at least as cost effectlve as in combrnatlon therapy, and
there was no evidence to support 62/3 belng treated any dlfferently o
~from other genotypes. The provisos for combination therapy in Sectron -
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tnterferon atfa (pegylated and non pegylated) and bav‘rrin fOr?the treatment of chropie ™ =~
hepatme C (TA75) L . -

‘ “l‘:;‘;‘4 3 3 ‘(ex‘cept for the 24-week tr =atment for 02/3) and Sectrons 4 35 to
?{4 39 also apply to treatment wrth monotherapy L

. :-;4‘;3.‘12: The Commrttee consrdered the treatment of people classrﬂed on the
= t ~ basis of liver biopsy as havrng mild chronic CHC. It was aware that there
fwere two trrals of people wrth mild dlsease that would shortly be .
reportrng The correct and cost effective management of thIS group was ff\; -
- considered very important ar atthough people with mild disease k
~represent a small subgroup of the current RCT evrdence base, it was -
- . :;decrded that wartxng for the current specrfrc tnats to report would provrde
~amore robust basis on which to \provrde gurdance tothe NHS. -

‘ 4313 TheCommltteedlscussedthequest on of the need for lrver btopsy at

_some length. It concluded that, because the basis for the original
?*gurdance (see Sectlon 8. ‘I) requrred the defrnitron of the extent of lrver
. fdlsease the requrrement for blopsy before decndrng on approprrate -
~therapy should remain. It was persuaded that alternative non-invasive
- tests of liver function could not currently be relied upon to act as
. ‘ffapproprrate surrogates for drrect hrstoiogrcal examlnatlon However the
' ;‘jl:Commlttee consrdered that in due course the result of the trrals in m|ld -
~ disease might affect thlS requnrement The Committee believed that there .
- ﬁwere grounds for maklng exceptrons for people wrth haemophrlra and nsk
. of bleeding or with a previous adverse reaction to lrver biopsy, and for
_ ﬂfthose wrth extra hepatrc symptoms suffrcrent to ment treatment

4314 The Committee consrdered that the effective delivery of the gurdance |n -
: Sectron 1 would be crrtrcally dependent on the existence of a properly -
- structured clinical envrronment for people with CHC. Thus, it conctuded k
~that the decision to undertake therapy should only be initiated by a f‘f{ -
- physrcnan wrth specraust knowledge of the treatment of CHC Addrtronauy
jtis rmportant that a clinical team rncludmg speCiahst nurses is avaltable

- k"for ||festyle adv;ce to facrlltate the mformed decrsmn of the rnd|v1dual to

undertake treatment and to help hrm or her successfully comptete the ‘

«.:icourse of therapy - ~ :
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rhepa”ﬁtls C (TA75}

‘ 61 i ;Thetotal budget‘ary lmpactof\comblnat‘iontherapydependsona

- lnter‘reron alta (pagylated and non pegylated) and ri bavrrrn for the treatmen ofic:hronic o

6 Implications for the NHS

~_number of factors prevalence, proportron of people dlagnosed ;

o - proportron of the people dlagnosed who <ttend for assessment and the“ ‘

~ proportion considered suitable for treatment, as well as the proportrons -
~ who actually take up therapy and complete it. It also depends on

Ul‘f‘whether pegrnterferon alfa combrnatron treatment lS bemg compared -

f\fwrth mterferon alfa combrnatron therapy, pegrnterferon alfa or rnterferoni :_ :

;\:alfa monotherapy, or no treatment -

a;l‘zfni’Currently, only about 2000 people in England and Wales each year are i

- :berng treated for HCV rnfectlon with some form of rnterferon or
‘~ ‘pegrnterferon alfa therapy. On the basis that all these people erl
"f“:eventually recelve pegrnterferon alfa combmatlon therapy, that the -
‘e\k_numbers being treated do not change wrth trme and that pegrnterferon .
 alfa combination therapy costs about £3200 ‘more per patient than
flnterferon alfa comblnatlon herapy, the addltronal drug expendrture ‘
~ would be up to £6.4 million per year. However itis likely first, that the -
f::number of people able to benefltfrom treatment (mrectmg drug users -
- “ancl people who have had an alcohol problem) will be increased asa S
consequence of thls gurdance and second that the number of people
- Qseekrng treatment will increase as educatlon about the r:ondltron - o
_increases and as people become aware of i lmprover e rts‘inftreatme‘nt;i -
. f;Thrs would srgnrflcantly |ncreas= drug expendrture -

- k~; 63 Testlng people wrth G1+ lnfectton at 12 weeks and endrng treatment for -

those who are not respondrng to therapy would cut the addrtronal costs -

. 64 i*f There wrll also be are- treatment cost for non- responders to prevrous .-
o i_:;therapy The numbers of people involved are not known wrth any degree L
of certarnty The followrng assumptlons have been made
. 1000 people have not had an SVR to monotherapy and have not subsequently
been treated wrth a combmatron therapy
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!hterferen atfa (pegytated and non pegylated) and r bavrrtn for the treatment of chronrc
hepatrtr C(TA?S - - \ - -

- 1‘53;250 are stm ahve and would w sh}toundertaikepeginterferon{alfa eombination;
“:fftherapy . .- -

i,;fhalf of the people w:th G1+ respond after 12 ‘Weeks and are treated for 48
— ;f;:weeks at a cost of £12 OOO each - ~ -
: ﬂzf# :{the other ha!f of the peopte wrth G1+ are treated for 16 weeks at a cost of
‘ f“f‘f‘£4ooo each -~ - : - -

t the peop]e wrth 02/3 are treated for 24 weeks at a cost of EGOOO each

c ;combtnatton therapy but who have etther not responded or have re!apsed Is
. f‘“ffZOOG of whom 75% (1500) are Gt+ and 25% (500) are G2/3 :

. . 1 300 of the G’t+ and 400 of the 62/3 seek re treatment

. -25% of the Gt+ group respond after 12 weeks and are treated for 48 weeks at;f
;!::a cost of £12 OOO each the 75% that does not respond are treated for 16 ‘

ifff:f‘-l}it‘h‘e 62/3 groubi§ t‘réafe~d¥fdf*24~ﬁvvéeké ‘arafcdstbf‘ir:sooo \each;ﬁ .

f;‘The drug cost comparedf:wrth no mterferon treatment would be
: tg:iapproxrmately £18 million for peop!e who have had prevrous ‘ ‘ ‘
imonotherapy treatment and a further £8.4 mmlon for people who have
‘ fifhad prevrous combmatlon therapy treatment ThlS 15 lrkely to be spread
. ,fover about 2 years equatmg to £51 mrlhon per year The total mcreased
- drug cost for the next 2 years would therefore be about £1O 5 mmlon per
_:jifffyear Should people seekmg re- treatment delay furt“ter treatment the
. :-:i;costs per year would be lower than £1O 5 mrlhon per year but would be
;spread overa Iongertrme penod . \

66 ::ffiThrs estrmatron procedure |gnores other costs such as the cost of
itesttng for genotype and viral !oad but atso lgnores the addltlona
- potenttal t eatment offsets down the hne .
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o lnterferpn al 'l‘a (pegylated and non pegylated) and rlbavrnn fer the treatrnent ot chromc

hepatrtlsC(TA75) .

o

<~;~ffImplementat10n and audlt

Lfiexperlenced in the dlagnOSlS and management of viral hepatitis, and a |
. :cllnlcal nurse specralrst for hepatltls wrth access to supportlve servrces
f;;lncludlng an accredlted v1rology laboratory, a ltver pathologlst and a

radiology department consistent with Department of Health (2002)

. f{f‘Hepatltls C Strategy for England' London Department of Health

,:Treatment for CHC should be provrded by physrcrans who are expert and; -

s;Allcliniclahs whecarfe ‘for speople:with :CH:C;shouldirewsewsther;curren‘t .

~ practice and pcﬁciést@?t~a~kefé¢cour?t of e guldéméset@?ﬂt ih;___..S;eG’inﬁ :

.

- iLocal gurdelmes protocols or care pathways that refer to the care of -

. people Wlth CHC should lncorporate the gurdance

7

_‘To measure compllance locally wrth the gmdance the followmg crstena - -
~ could be used Further detalls on suggestlons for audlt are presented o 1

"f:‘Agpendlx C

-

An ‘indivldualyl/lth mode‘rate:to“severe:CHC‘Wholsaged518 years:or older -
‘ f;(except a woman who is pregnant or breastfeedmg) is treated with -

=~ ipegmterferon alfa and nbavrnn comblnatlon therapy wrthln llcensed

::-f,mdlcatlons if he or she meets any one of the followrng
ff7411
- ,g}pegmterferon alfa
. o
- \:wrth mterferon alfa as monotherapy or combmatlon therapy

-

The mdrvrdual has been prevrously treated wrth peglnterferon alfa
monotherapy only, and elther responded at the end of treatment but

The lnleldual has not prevrously been treated W|th lnterferon alfa or -

‘subsequently relapsed or Was not respondmg at the end of treatment

-

‘carned out as follows

The mdrvrdual has been treated prevrously or is currently belng treated

‘:‘;;For an lndlwdual who meets the crlterla ln Sectlon 74l,treatmentls .
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therferon alfa (pegylated d”d nen pegytated) and bavrrrn for the treatment ef chrem* -
j‘hepahtrs C (TA?S)S* - ; l L .

lf the mdlvrdual ls mfected wrth HCV of genotypes 2 and/or 3 treatment “
:fls‘ for 24 Weeks - ‘ . ~. -

\ ::ﬂlf the mdrvrdual is lnfected wrth HCV of genotypes 1 4 5 or 6 (or‘
‘flnfected wrth more than one genotype rncludmg at least one of ;
3 }ffgenotypes1 4,50r6), initial trectment is for 12. weeks. If the ylral load -

- if\ihas been reduced to less than 1% of lts level at the start of treatment - =

: =§:~itreatment is contmued for 48 weeks If the vrral load exceeds 1% of lt . .

‘ ‘ilevel at the start of treatment 1reatment lS dlscontlnuedfif

An mdrvrdual wrth moderate to severe CHC who lS aged 18 years or older
‘ except a woman who lS pregnant or breastfeedlng) for whom rlbavmn lS ;::-
:;contralndlcated or is not tolerated IS treated Wrth pegmt\e\rferon alfa -
monotherapy The mdrvrdual is tested for vrral Ioad at 12 weeks of
- treatment If the vrral load has reduced to less than 1% ef its level at the ‘
fistart of treatment treatment contlnues for a total of 48 weeks If the vrral -
\load has not fallen to less than 1% of lts level at the start of treatment
%s;?ftreatment ls stopped at 12 weeks - ‘ L

4 EEf:iBeforetreatment;ls glven an lndlvrdual has a llver}blopsy to determlre lf‘
~*fi‘}the rndlvrdual has moderate or severe CHC except rf the rndrvrdual meets i;
‘ *‘kone ofthe followrngf** L - - -

1 tier ajaa: pgs:és‘i~agagbstaa:tlaliafs;t m‘;e;egm*amdal;:

\ lmpalr qualrty o‘ lrfe
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= nterferon alfa lpegylated and non pegylated) and ri bé-lVll‘lfT for the treatment ot chromc

- epatlth(TMSl

- members andNICEprOJectteam

A Appralsal Commlttee members

- ﬁf‘:NOTE The Appralsal Commlttee IS a standlng advrsory commlttee of the lnstltute Its -

~ members are appointed for a 3- year term. A list of the Commlttee members who took parte -

S jln the dlscussmns for this appraisal appears below The Appralsal Commlttee meets twrce

‘ a month except ln December when there are no meetmgs The Commlttee membershlp lS -
- ~Spllt |nto two branches w;th the chalr vrce chalr and a number of other members

- *attendlng meetmgs of both branches. Each branch considers its own llst of technologles -

. - . ‘and ongolng toplcs are not moved between the branches Commlttee members are asked
if\fi to declare any mterests ln the technology to be appralsed lf itis consndered there is a -

- ~t~confllct of lnterest, the member is excluded from parthlpatlng further Jnthat appralsal. ;

The mlnutes of each Ap;?ra Sa Commlttee rneetln;, WhICh lnclude the names of the -
~_members who attended and melr declaratlons of nterests are posted on the NlCE -
“*websrte . ~ =

‘“;DrJaneAdam .
Radlcloglst St George s Hospltal London

iDrSunllAngns ~ - L \
- z~=~General Practrtloner Watemouses Medlcal Practlce Staffordshlre -

: ; ‘Dr Darren Ashcroft - =
:Senlor Clmlcal Lecturer School of Pharmacy and Pharmaceutlcal Smences Umversnty of
fl\/lanchester ffff‘f‘ - - -

‘~ IaP\r‘\erssor Davrd Barnett (Chalr) \ - - ; ‘
L F Professor of Cllnlcal Pharmacology, Umversuty of Lelcester - =

DrpeterBarry : ‘~ - = = - - -
~ Consultant in Paediatric Intensive Care, Leicester ROyallnfirmafry“ -
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l:ln‘terferon alfa (pegylated ancl non pegylated)e __fﬁ at(lrlnf forthe treatmentofchrome

. hepatitis C\(TA?S) .

Professor John Braz:er -
. Health Economls’c \Umversny of Shefﬁeld

Professor John Calrns_l Qf:? s - -
fProfessor of Health Economlcs‘ Hea th Economlcs Research Un

niversity of Aberdeen

kEi‘:_;\:{ProfessorMlke Campbell - ...
- ‘StatlStIClan nstltute of General Practlce & anary Care Sheffleld

Dr Mark‘Chakravarty -
:Head of Government Affalrs andgNH
‘Ltd Egham Surrey - S

Policy, Procterand Gam ole:;Phanrnéceutloals‘;; UK

:;;‘Dr PeterlClark = =
~ Consultant Medlcal Onco oglst Clatterbrldge Centre for Oncology, erral MerseySlde -

Dr Mlke Davnes - -
E’EConsultant PhYSlClal‘l Unlversny Department of Medxc;

e & Metabolism, Manchester Royal

EiSiProfessorJack DOWIe‘ L -
ff‘Health Economist, London\ Scho | of Hyglene

I

Dr Paul Ewmgs - -
7~5‘Statlstlc1an Taunton & Somerset NHS Trust, Taunton

= Ms Sally Gooch -
f?fDlrector of Nursmg, Mld ESS@X HOSP*“' Servlces NHS Trust

. Chelmsford ‘

‘ Ef‘Professor Robert Kerwm
Professor of Psychlatry and Cl

oa‘lﬁPh‘arfrn acology, Institute of Psychiatry, London

‘ Dr Stephen SaltISSI
tConsultant Cardlologls

oyal Liverpool University Hospital

‘ hlef Executlve‘ “Harrogate Health Care QNHS ‘rust;
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5~f~f~lnterferon a ta (pegylated and non pegylated) and bavrrln for the treatment ot chronrc -
‘i”ffjhepatrtrsC(TA75) ‘ . - -

Appendlx B Sources of ev1dence
~=xii;;f‘;cons1dered by the Commlttee .

- :;;i ~The followmg dccumentatlon and oprnrons were made avarlable to the Commlttee -

A The Assessment Report for thrs apprarsal Was prepared by the Southampton Health
fﬁ‘-:;;Technelogy Assessment Centre (SHTAC), Wessex lnstltute for Health Research andg:- -
;fDevelopment Unrversrty of Southampton - - -

. 1S Shepherd J Brodrn H Cave C et al Pegylated mterferon alpha 2a and 2b rn comblnatlong;{?;ﬁi?Q‘
‘ *%rwrth rrbavrrrn rn the treatment of chronlc hepatrtrs C a systematlc revrew 2c May 2003 -

‘ B The followmg organlsatrons accepted the rnvrtatron to partrcrpate in thrs apprarsal They
were invited to make submissions and comment cn he draft scope, Assessment Report -
. and Apprarsal Consultatlon Document (ACI) Consultee organlsatlons are provrded wrth -

:fiQ f:the opportunlty to appeal agalnst the Flnal Appralsal Determlnatron \ -

- ManuacturerlsponSOfs -

. Roche Productsl;td_f;;

. Schenng Plougﬂ Ltd \ . -

alrst and patrent/carer groups

::T}Z:Actron l n;Hepatrtrs C

-, ;fAssomatlon of Nurses in Substance Abuse

k - i“\Bntrsh Assocratlon for Study of the Lrver

. }fBrrtlsh Lrver Trust

. rltlsh Socrety of Gastroenterology

f};‘{;Depa”me“t of Health and the Welsh Assembly Government

. ‘:Haemophrlla Socrety ‘
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lnterferon alfa (pegylated and non pegylated} and rloavrnn for the treatment offc,hrpnre
hepatltrs C: (TA75) ~ - ; - o o -

i{:;‘\-,fHepatltls C Trust

. fHepatltls Nurse Specralrst Forum

- ;l_fs.*jMarnllners - .

- *fé{;fRoyal College of General Practltlonersi;i : -

- RoyelCollegeof Patnalogists

_ f?i_ - ;}Royal College of Physrcrans fi‘;

\‘"fz:;;k-fifRoyal Pharmaceutlcal Socrety .

. fTerrence ngglns Trust:‘1:~f‘iff‘f:°‘55~k*:ié“ff::f

\u}fflll Commentator orgamsatrons (wrthout the rlght of appea:k .

- . Natlonal Hepatrtls C Resource Centre - -

. NHS Quahty lmprovement Scotland

l., The followrng mdrvrduals were selected from cllnlcal expert and patlent advocate
hfitomlnatlons from the professronal/spemallst and patlent/carer groups They partrcrpated ln_f‘,\i

; fi}f the Appralsal Commlttee discussions and provrded evidence to mform the Appralsal

- ;“Commlttee s dellberatlons They gave thelr expert personal vrew on lnterferon alfa ‘

- z‘;:;“(pegylated and non peglyated) and rrbavrrm in the treatment of chronlc hepatltls C by =
attendmg the lnrtlal Committee drscussron and/or provrdlng wrltten evrdence to the - -sffi??
\‘;"{:Commlttee They were mvrted to comment on the ACD .-

. . E;Dr Has Dasanr Physrcran for Haemophllla Centre Unlversrty Hosprtal of Wales Cardrff ;;-f;ﬁ}:

Dr Graham Foster Consultant Hepatologrst Queen Mary College The Royal London
‘f?f’fHospltal ‘ - .

~ - :;Mr Robert James Chalr of Blrchgrove on behalf of The Haemophrlla Socrety

- Dr Ellzabeth McCruden Senror Lecturer and Honorary Consultant \/rrologtst lnstltute
- ’[of Vrrology, Unlversrty of Glasgow and North Glasgow NHS Umversrty Trust - =
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Enterferon aﬂfa (pegyiated and non pegylated) and ri bavmn for the treatment ot ctrrense
5k*°“‘hepat|tl<~ & (TA?S} - ‘ -

‘?;éfﬁf{Append ix C Detall on crlterla for audlt of
- theuse of mterferon alfa (pegylated and
| ’Jnon—pegylated) and ribavirin in the -

ffiiz}fﬂtreatment of chromc hepatltls C

An audlt on the use of pegylatec and non- pegylated mterferon alfa and nbavrrm in the
e - treatment of CHC could be carned out to ensure that comblnatron therapy is used
- e::;;:approprrately ‘ ‘

- f;gPoss:ible patients to beincluded in the iauditi

t An audlt could be carned out on a reasonable number of people bemg treated for CHC for
- :-audrt purposes Ifa large number of people rs belng treated a representatlve sampllng ‘
- astrategy 1s suggested - - - -

“ fif‘jMeasures that could be used as a ba51s for audlt

: i kThe measures that ceuld be used inan audrt of pegylcted and non- pegylated rnterferen - ::;7
. a4 tfa and rlbavrnn in the treatment of CHC are as follows\ - .-

|Cr|ter|on

E)(ceiptionj ~ |Definition of terms .

@ MICE ?’023 Al ri gnts reserved Subpect to Notace d‘r’ rrghte (nttps ,//www nree erg ukiterms and Page 41 of
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- 1 An mdrvxdualwnh moderate
\ _to severe CHC and who is aged

. 18 years or older is prov;ded

| with pegrnterferon alfa and

\ ;._: rlbavrrln comblnatron therapy

‘ wrthrn hcensed mdrcatrons rf he 1
~|or she meets one of the
follow \

la. has

prevnou

m: @
not been treated -

sly

f‘ffwrth mterferon ah‘a or
| peginterferon alfa or

- b. has been treated prev;ously

~ |withint

erferon alfa

- therapyor

loris currently berng treated

- \monotherapy or 00"“3'“"5‘“On

- :c has been prewously treated

- *iwrth pe

glnterferon alfa

| monot

erapy only an

- Iﬂtreatment but subsequently

~ relapsed or who was not

_respondlng at the end of
- treatment -

d elther
. fresponded at the eno of\

|100% of

‘|nd|v1duaist
| who meet.
~one of a—c

Peginterferon |
|alfais contra-
indicated; in

- zpartrcular the
‘:patrent is

~ |pregnantor

| breastfeeding

| B. Ribavirin is

L ‘contralndrcated
lorisnot

mtolerated in

| which case the

- fmdlwdual lS ‘: .
| 1) treated with

jf:f\pegmterferon
= alfa

- monotherapy

. and
- 2)~tested ~for -

| viral load at 12

. weeks of
- ;treatment and

. 3) treated for

|48 weeks if the

~ |viral load has
- reduced to less

than 1% of its f
~ |level at the

|start of ;
’treatment or

. drscontmued
~ |treatment |fthe
~ |viralload

| exceeds 1% of
_|its level at the
‘ t‘start of

“ inflammation. See
: cnterron 3 for excep’uons

- {For exceptron B,

| presence of severe -
‘ debrhtatmg medrcal - -
| conditions (part:cutariy of L

_ |the presence of

S nterferon atfa (pegylated and nbn pegylated) and ri bavrrrn for the treatment of chr:mir:f*fj -
r?j“hepatltns C (TA75) - \ — : \ -

Pegyiated lnterferor alfa

hlstologmal evrdence of
srgmfrcant scarrrng
(fibrosis) and/or
significant n‘ecrotic’ -

for carrying out a liver |

Clinicians will need to
agree IocaHy on how to
measure comphance wrth
I|censed rndicatrons for
audit purposes and will

defme lack of response
 to treatment (for 1c) for
audrt purposes .

contrarndlcatlons rnciude
pregnancy, - :
rbreastfeedmg, the

[the heart blood krdneys
orhver) -
haemoglobmopathles

autormmune diseases

| severe psychratnc .
conditions, or haemolytic |

@ MICE 2023, All ri ghts reserved Subpect to Not:ce et’ ru;htr; (https ,//www nree org ukiterms and Page 4& of
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includes peginterferon |
| alfa-2a and pegmterferon -
- lalfa2b. -

| ‘Moderate to severe .
s»lCHC' means there is

biopsy for this purpose. f .

need to agree on how to .
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- 100% of s lf an mdmduai is mfected
ln \}Iduals - : ‘:Wlth more than one ;,,L
: ‘ ~ ‘genotype mciudmg at 1
]\least one of genotypes 1,
‘ 14,5 orﬁftreatment |
~‘should follow 2b and c

"Reduced to Iessfthan 1% -
~ |of the level at the start of |
‘f‘ftreatment' = at leasta L

‘48 weeks :f the :nd:vndual is
flnfected with HCV o
Egenotypes 1 4 Sor 6 and t" .
viral load at 12 weeks has |
| reduced to less than 1% of lts‘ =
j‘jlevelea he\“start oft atment
|or treatment is dlscontmued
fafter 12 weeks lf the mdxvsduai
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- iéﬂinterferon ah‘a (pegy!ated and non~—peg Iatéd) and ribavirin for the treatment of chronic =~
"lfhepatm C (TA75) ..

‘ f;jf 3 A hver bropsy is carned out :100% of ‘A leer bropsy For exceptxon A L
on each mdrvrdual receivmg “\lndlwduals ,poses a l :\ condltrons mclude
 |anykind of mteirferon ‘t‘herapy,‘_ ;rn’lafc‘ . srgmﬁcant rrsk haemophrha and -
- _ |sbove  ip The - individuals who have -
;mdrvndual has :e“f"pe”enced an adverse
\;:symptoms of ~ |event after undergorng al
severe extra—“ | previous liver brepsy
- :hepatrc HCV \;:;Z]Chmcrans will need to -
~ff;¥|nfec‘tron = agree locaHy on how to - .
ff‘f‘sﬂffieiént‘t‘d | define severe extra- | -
. |imparr qualltyf;\g hepatrc HCv nfectron
\ﬁ:g;fofhfe Q:Iand quahty of-life |
- rmparrm‘ent,k1orardit3: -
lpurposes

 Complance (%) witheach mestre described i th taleabove s calculated ss olows.

—_— — e "_‘_"—"_‘—"“ R g o

“ Number of pat ents whose care IS consrstent wrth the crlterlon plus number of X \
; patxents who meet any eXCe tion hsted : \ e

-

. Nu:mb;eriof patientsxo wbomfthe}maasur;e;app‘ie\s? .

~ Clinicians s should review the ﬂndmgs of measurementﬁ identify whether practice can be
_ improved, agree ona plan to achleve any desrred xmprovement and repeat the - ‘
:rrvmeasurement of actual practlce to conﬁrm that the desured lmprovement is berng .
“Tff:’achreved L - - -
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- ‘hepatms C (TA?S)

‘“**lnterferon a fa (loegylated and non- pegylated) and bavifi” for the treatment of chronic

. ffAbout thlS guldance

- treatments in the NHS in England and Wales

- fN\lCE technology appralsal gurdance is about the use of new and exrstlng medlcmes and

“‘;:Thls guldance replaces 'Hepatltls C alpha lnterferon and rrbavrrln (NICE Technology
 Appraisal Guidance No. 14 issued in October 2000). This gurdance is extended by

- ‘Hepatltls C p_glnterferon alfa and rrbavnrm (TA’IOG)

_ ThlS guldance has been parttally updated by 'Pegln_erferon alfa and nbavrrm for the
~ treatment of chronic hepatitis C' (NICE technology appraisal gurdance 200) and
‘WWL loavrrln for treat ng chronlc hepatltls C ln chlldren M
= ,r;p pl (NICE technology appralsal gurdance 300) -

- :We have produced as ummar of this ¢ urdance for W@r_ Tools tO help YOU

- Q;;put the guldance lnto practlce and mformatlon about the evrdence it lS based on are alsc f -

- avallable

- Y;su;r;r‘esf@qgnssbuity;;i;i‘:ifff; -

o ThlS gurdance represents the views of NlCE and was arrlved at after careful consrderattcn‘ -

- of the evrdence avallable Healthcare professronals are expected to take lt fully mto

account when exercrsmg thelr cllnlcal judgement However the guldance does not;,\

~ override the mdlvrdual responsrblllty of healthcare professronals to make decrsmr s

f:f;if:approprlate to the crrcumstances of the lnleldual patlent ln consultatron W|th the patlent
‘ ff,and/or guardlan or carer. ~ ‘ ~

flmplementatlon of thls gurdance lS the responsrblllty of local commrssroners and/or

- ‘forovrders Commrssroners and provrders are remlnded that lt is their responSlbl"ty tO

- mplement the guidance, in thelr local context, in llght of their duties 1o avoid unlanUI
dlscrlmmatlon and to have regard to promotlng equallty of opportunlty Nothlng |n thls -
- f\ggurdance should be lnterpreted |n a2 way Wthh would be mconsrstent wrth compllance wrth ‘i

- those dutles

f‘i:f @‘éN‘amarmsme for l—lealth‘an‘d‘ClinlCal Excellence 2:004.5Allrlgh‘te reserved.“leCEfo
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