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Sammanfattning

Hudtumérer typ basaliom och skivepitelcancer behandlas vanligen med kirurgi eller medicinsk behand-
ling. For vissa patienter med f6rhéjd operationsrisk kan lokal stralbehandling vara fordelaktig. En litte-
ratursdkning gjordes for att utrona evidensen for lokal strilbehandling av réntgentyp. Denna fann en
oversiktsartikel och dtta primirstudier dir tva rapporterar resultat frin ver 1000 behandlingar. Artiklar-
nas resultat 4r generellt positiva med recidivfrekvenser om 1-2 % vid ett drs uppfoljning vilket forefaller
jamforbart med andra behandlingstyper. Biverkningarna var milda och det kosmetiska resultatet gott.
Studierna ir mestadels av typen retrospektiv analys av det patientmaterial man behandlat och randomi-

serade kontrollerade studier férekommer inte. Uppfoljningstiderna ir dessutom generellt korta.

Abstract

Non-melanoma skin cancer (basal cell carcinoma and squamous cell carcinoma) are usually treated with
surgery or medical treatment. For some patients with increased surgical risk, local radiotherapy might
be beneficial. A literature review was performed to assess the evidence for local radiotherapy performed
as electronic brachytherapy, eBT. One review and eight primary studies were retrieved of which two
report over 1000 treatments. The results are generally positive with 1-2 % recurrence rates at one year
which seems comparable with other treatment modalities. Toxicity was mild and the cosmetic result
favourable. The studies are generally retrospective analyses and randomized controlled trials do not exist.

Furthermore, follow-up times are generally short.
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Introduktion

Inom hudsjukvirden kommer manga patienter med kliniska eller biopsiverifierade basaliom/skivepitel-
cancertumorer, non-melanoma skin cancer, inom framfér allt huvud-halsomridet. De flesta patienter
dtgdrdas med kirurgi eller lokalbehandling, men for vissa patientgrupper skulle en lokal stralbehandling

vara att foredra, inte minst vid samtidig blodfértunnande behandling eller forh6jd operationsrisk.

Stralbehandling delas traditionellt upp i extern strilbehandling och brachyterapi. Extern strilbehandling
ges med stralbehandlingsutrustning som star i sirskilda stralskyddade rum. Brachyterapi ges vanligen
med radioaktiva preparat typ Iridium-192. De senaste 10 aren har det dock tagits fram utrustningar
som kan ge lokal strilbehandling av rontgentyp med 10-90 kV rorspinning, kallas eBT (electronic
brachytherapy) eller superficial x-ray therapy. Denna typ av strilbehandling brukar riknas in bland
HDR-BT (high dose rate brachytherapy) och har fordelen att den kan ges i normala sjukvérdslokaler
utan okade krav pé strilskirmning. Den ges vanligen i upp till atta fraktioner under nagra veckors tid
och har stora likheter med den omfattande rontgenterapi av huddkommor som bérjade anvindas redan
for hundra ar sedan. Denna lokala rontgenbehandling finns sammanfattad i ett par 6versiktsartiklar
[1,2].

HTA-enheten Camto har fitt frigan om vilken evidens som finns f6r anvindning av eBT, och syftet

med denna rapport ir att beskriva evidensen for lokal strilbehandling med réontgenteknik.
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Material och metoder

PICO

P (population/problem): Aldre personer med basaliom/non-melanoma skin cancer, som pa
grund av samsjuklighet dar framforallt utsattande av exempelvis
blodfértunnande lakemedel utgér en medicinsk risk, och/eller
personer som av en lang rad olika skal beddms vara svaropererade

| (intervention): eBT, radioterapi “kontorsversion” med rérspanning 50-100 kV

C (comparison/jamfoérelse): Kirurgi samt topikalbehandling (aldara, efudix)
O (outcome): Tumorfrinet bade pa kort och 1ang sikt, komplikationer, kosmetiskt

resultat, kostnad per tumor

Inklusionskriterier

Systematiska Gversikter i férsta hand. Primirstudier som komplement.

Exklusionskriterier

Kongressabstract, andra sprik 4n engelska eller skandinaviska sprik.

Litteratursokning

En forsokning har gjorts av Sjukhusbiblioteket i Karlstad i olika HTA-databaser. D4 denna s6kning
inte gav nigra anvindbara systematiska oversikter utan bara en primirstudie kompletterades den med
sokningar efter bade oversiktsartiklar och primirstudier i Medline och Embase, sokstringar redovisas i

Appendix 1.

Kvalitetsgranskning och evidensgradering utférdes inte di rapporten ir utformad som en snabbéversikt.
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Resultat

Litteratursokningen genererade endast en 6versikesartikel. Ota et al [3] sammanfattade 2018 litteraturen
om brachyterapi vid hudtumorer dir en del berorde eBT med redovisning av fyra studier [4-7] dér lokal
kontroll efter ca 1 drs uppféljningstid lig mellan 90 och 100 % med generellt godartade biverkningar

och kosmetiskt utfall.

Utover detta selekterades atta primirstudier varav tre ingick i oversiktsartikeln ovan (en studie exklude-
rades dd materialet redovisats i en senare publikation), Figur 1. Primirstudierna sammanfattas i Tabell 1.

Observera att kvaliteten inte bedomts pa ingdende studier.



Region Orebro lan

HTA-rapport 2019:28 Rontgenbehandling vid hudcancer och basaliom

ldentification

o)

1S
S
@)
@)
=
O,

(Ya)

Eligibility,

Included

Figur 1

Records identified through Additional records identified
database searching through other sources
(n=1320) (n=0)

Records after duplicates removed
(n=1320)

:

Records screened
(n=1320)

Records excluded
(n=1277)

Full-text articles assessed

for eligibility Y
(n =43)

Full-text articles
excluded,
with reasons
(n =34)

\ 4
Studies included in

qualitative synthesis
(n=9)

Flodesschema




Region Orebro lan

HTA-rapport 2019:28 Rontgenbehandling vid hudcancer och basaliom

Tabell 1 Resultat fran primarstudier
Author, Year | Number of patients | Equipment | Study type Treatment | Recurrences Toxicity Cosmetic Comment
country regime results
Ballester-Sanchez, | 2017 | Basal cell cancer; Esteya EBT | Prospective, 36.6 or Complete response | Acute: Excellent cosmesis in | Supported by
Spain [8] 26 patients with 44 system non-randomized |42 Gyin6 |in 95.5% grade 1 32%, |89%, goodin 11% | manufacturer
lesions pilot study, 2 fractions grade 2 68%
years follow-up
Patel, USA [9] 2017 | Non-melanoma skin | Xoft Axxent | Retrospective, 40 Gy in 8 | One recurrence 138 (66.7%) Excellent or good Supported by
cancer; 188 patients matched with fractions at mean 3.3 years |vs 143 lesions | cosmesis in 203 manufacturer
with 208 lesions same number follow-up, none in | free of toxicity | (97.6%) vs 199
of controls with control group lesions
Mohs surgery
Bhatnagar, USA | 2016 | Non-melanoma skin | Xoft Axxent | Aggregated data, | 40-45 Gy | 514/1440 had fol- | Not reported | Some hypopigmen- | Non-systematic
[10] cancer; 1259 patients some previously in3to8 low-up more than tation, rash derma- | follow-up;
with 1822 lesions published in fractions 1 year. Altogether titis and erythema, | industry
abstract format 0.97% recurrence. unknown frequency | connections
Doggett, USA[7] | 2015 | Non-melanoma skin | Xoft Axxent | Retrospective 40 Gy in 8 | Median follow-up | Most patients | Excellent at three Included in review
cancer; 524 lesions report from a fractions 12.5 months, 4 experienced months on the (Ota)
four-physician local recurrences mild skin "initial patients"
dermatology (0.8%) reddening,
service two moist
desquamative
reactions
Goyal, USA[11] | 2015 | Non-melanoma skin | Xoft Axxent | Retrospective 40 Gy in 8 | Median follow-up | Grade 0-1 Excellent in 94%, Included in review
cancer; 127 patients analysis fractions 16.1 months, 2 94%, grade 2 | good in 3.3%, fair | (Ota)
with 154 lesions local recurrences 5.8% in 0.7% and poor in
(1.3%). 0.7%
Paravati, USA [5] | 2015 | Non-melanoma skin | Xoft Axxent | Retrospective 40 Gy in 8 | Median follow-up | Grade 0-1 Excellent in 94%, Included in review
cancer; 127 patients analysis fractions 16.1 months, 2 94%, grade 2 | good in 3.3%, fair | (Ota)

with 154 lesions

local recurrences
(1.3%).

5.8%

in 0.7% and poor in
0.7%
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Author, Year | Number of patients | Equipment | Study type Treatment | Recurrences Toxicity Cosmetic Comment
country regime results
Bhatnagar, USA | 2013 | Non-melanoma skin | Xoft Axxent | 1-year results 40 Gy in 8 | No recurrences at | No grade 3 or | One year: excellent | Industry
(6] cancer; 122 patients reported fractions mean 10 months higher in 93%, good in 7% | onnection,
with 171 lesions follow-up of evaluable lesions | included in review
(Ota)
Cognetta, USA 2012 | 1715 tumours in Universal Retrospective 5 sessions | Cumulative recur- | Not reported Not reported Single-center,
[12] 1149 patients, 712 Treatmaster | analysis (fractions) | rence rates 1.9% industry
basal cell cancer and | and Sensus of 7 Gy for | at 2 years and connections
994 squamous cell SRT-100 atotal of |5.0% at 5 years.
cancer 35 Gy Not better than

reported figures for
Mohs surgery

Medicintekniska produkter ska vara CE-mirkta enligt MD 93/42/EEC. De utrustningar som finns tillgingliga i dagsldget r savitt vi kinner till:

Sensus SRT-100 [13]. Klass IIb.
Elekta Esteya [14]. Okind klassning
Xoft Axxent [15]. Okind klassning. Delar inte med sig av data férutom till kunder.

Zeiss Intrabeam [16]. Hela strilsystemet inklusive accessories dr mirke enligt klass IIb, applikatorer for anvindning vid behandling av hudtumérer dr mirke enligt

klass ITa.

Xstrahl [17]. Okind klassning,.
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Diskussion

Denna litteratursokning fann totalt en 6versiktsartikel och atta primirstudier dér tvé rapporterar re-
sultat fran over 1000 behandlingar. Artiklarnas resultat ar generellt positiva med recidivfrekvenser om
1-2 % vid ett ars uppfoljning vilket forefaller jimforbart med andra behandlingstyper. Biverkningarna
var milda och det kosmetiska resultatet gott. Flera forfattare hade dock kopplingar till tillverkarna av
utrustningen med medf6ljande risk for bias. Studierna dr mestadels av typen retrospektiv analys av det
patientmaterial man behandlat och randomiserade kontrollerade studier férekommer inte. Uppf6lj-
ningstiderna ir dessutom generellt korta. Evidensstyrkan torde saledes vara lig. Metoden nimns med
viss forsiktighet i vardprogram [18,19] och American Academy of Dermatology rekommenderar att

metoden kan anvindas som sekundir metod nir kirurgi innebir f6r hoga risker for patienten [20,21].

I USA har BT hégre ekonomisk ersittning dn andra typer av strdlbehandling vid ytliga hudtumérer [3]
och patienten maste dessutom komma 8-10 ginger f6r behandling. Detta kan mycket vl spela in i att

metoden blivit mer populir pd senare dr. Angivna totalkostnader f6r metoden ir motsigande [22].
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Appendix 1 Litteratursdkning

Forsokning varen 2018

*  SoS: hudcancer, basaliom, skivepitelcancer, dven browsat

* SBU: basaliom, skivepitelcancer, hudcancer, basalcellscancer, basalcellskarcinom, basalcellscarcinom

» Sk HTA: basaliom, basalcells, skivepitel, hudcancer

*  Cochrane: browsat amne skin disorders — tumours and cysts, sokt basal cell radiotherapy, Squamous
Cell skin radiotherapy

e Best Practice: Basal cell carcinoma, Squamous cell carcinoma of the skin

* ClinicalKey: Clinical Overview/First Consult, basal cell radiotherapy, Squamous Cell skin radiothe-
rapy

* Prospero: basal AND cell AND radiotherapy, squamous AND cell AND skin AND radiotherapy

*  Medline och Embase: fritext 2017-2018 basal and cell and radiotherapy and (systematic or meta),

fritext 2017-2018 squamous and cell and skin and radiotherapy and (systematic or meta)

Medline: 2019-01-22

Soktermer Antal traffar

Population: Personer med skivepiteltumorer eller basalcellskarcinom

exp Carcinoma, Basal Cell/ or "nonmelanoma skin can-
cer*".mp. or "non melanoma skin cancer*".mp. or basa-
liom*.mp. or bcc.mp. or (basal* adj3 (carcinom* or tumo*
or cell* or cancer* or neoplasm*)).mp

50554

exp Neoplasms, Squamous Cell/ or squamo*.mp. or spina-
2. lom*.mp. or "spinocellular carcinom*".mp. or "epithelio- |206870
ma spinocellular*".mp

"head and neck neoplasms"/ or exp Skin Neoplasms/ or

3 skin*.mp. or derma*.mp. or cutano*.mp 955192
4. 2 and 3 47062
5. 1or4d 89658
Intervention: Stralbehandling lagdos
brachytherapy/ or x-ray therapy/ or radiotherapy.fx. or radi-
6. 309835
otherapy.mp. or brachytherapy.mp
brachytherapy/ or (brachytherapy or superficial x-ray* or
superficial radiotherapy or superficial radiation therapy
or sxrt or low-energy x-ray* or kV or kilovoltage or genz
or orthovoltage or "electron therapy" or "electron beam
; therapy" or ebt or "low dose radiotherapy").mp. [mp=tit- 40166

le, abstract, original title, name of substance word, sub-
ject heading word, floating sub-heading word, keyword
heading word, protocol supplementary concept word, rare
disease supplementary concept word, unique identifier,
synonyms]
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Soktermer

Antal traffar

Kombinerade set

8. 5and 6 9391
9. 5and 7 566
Limit: 2010-current
10. 8 3361
11. 9 225
Exkluderad population
exp Pharyngeal Neoplasms/ or exp Colorectal Neoplasms/
12. or prostat*.mp. or laryng*.mp. or anus.mp. or anal.mp. or | 866715
vulvar*.mp. or vaginal*.mp. or uterin*.mp.
13. 10 not 12 2767
14. 11 not 12 203
Dubblettrensning ur sé6kning 14
15. 13 not 14 2578

Limits: metaanalysis, systematic reviews

16.

15

112
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Embase 2019-01-22:

Soktermer

Antal traffar

Population: Personer med skivepiteltumorer eller basalcellskarcinom

‘basal cell carcinoma'/exp OR 'non melanoma skin cancer'/exp
OR 'non melanoma skin cancer*':ti,ab,kw OR 'nonmelanoma
1. skin  cancer*':ti,ab,kw OR (basal* NEXT/3 (carcinom* OR | 98,899
tumo™* OR cell* OR cancer* OR neoplasm*)) OR 'bcc':ti,ab,kw
OR basaliom*":ab,ti,kw
'squamous cell skin carcinoma'/exp OR 'head and neck squa-
2. . , 14,524
mous cell carcinoma'/de
'squamous cell carcinoma'/de OR squamo*:ab,ti,kw OR spi-
3. nalom*:ab,ti,kw OR 'spinocellular carcinom*':ab,ti,kw OR 213,068
‘epithelioma spinocellular*':ab,ti,kw
1 H 1 N I * -4
4 skin tumqr /exp OR skin*:ti,ab,kw OR derma*:ti,ab,kw OR 993,636
cutano*:ti,ab,kw
5. 3 AND 4 36,163
6. 20R5 47,642
7. 10R6 126,282
Intervention: Stralbehandling lagdos
3 ‘brachytherapy'/exp OR 'electron therapy'/exp OR 'x irradia- 343 366
' tion'/exp OR 'radiotherapy'/Ink OR brachytherapy:ti,ab,kw '
"brachytherapy’/exp OR brachytherapy:ti,ab,kw OR ‘superfi-
cial x-ray*":ti,ab,kw OR 'superficial radiotherapy’:ti,ab,kw OR
'superficial radiation therapy’:ti,ab,kw OR sxrt:ti,ab,kw OR
'low-energy
2 x-ray*":ti,ab,kw OR kv:ti,ab,kw OR kilovoltage:ti,ab,kw OR 67,602
genz:ti,ab,kw OR orthovoltage:ti,ab,kw OR ‘electron the-
rapy’:ti,ab,kw OR ‘electron beam therapy’:ti,ab,kw OR ebt:-
ti,ab,kw OR ‘low dose radiotherapy’:ti,ab,kw
Kombinerade set
10. 7 AND 8 11,042
11. 7 AND 9 1,231
Exkluderad population
‘pharynx tumor'/exp OR ‘'intestine tumor'/exp OR prostat*:-
12 ti,ab,kw OR laryng*:ti,ab,kw OR anus:ti,ab,kw OR anal:- 1092 753
' ti,ab,kw OR vulvar*:ti,ab,kw OR vaginal*:ti,ab,kw OR ute- T
rin*:ti,ab,kw
Limits: SR, Cochrane review, Metastudie, 2010-2019
13. 10 NOT 12 105
Limit: 2010-2019
14. 11 NOT 12 612
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Soktermer

Antal traffar

Exkluderade: conference abstract, editorial, letter, note

15.

14

301

16.

15 NOT 14

311

Dubblettrensning ur s6kning 16

17.

13 NOT 16

91
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Appendix 2 Exkluderade artiklar
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N, et al. Head and Neck Non-Melanoma Skin Cancer Treated By Superficial X-Ray Therapy: An
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