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1. Forkortningar

BMI Body mass index (kg/m?)

C Control group

DBP Diastolic blood pressure

DBT Diastoliskt blodtryck

FaR Fysisk aktivitet pa recept

I Intervention group

LED Low energy diet (lagenergipulverdiet)

RCT Randomized clinical trial (randomiserad klinisk prévning)
SBP Systolic blood pressure

SBT Systoliskt blodtryck

SF Short Form (Quality of Life questionnaire)

SR Systematic review (systematisk litteraturdversikt)
VLCD Very low calorie diet (Iagenergipulverdiet)
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2. Sammanfattning

Bakgrund

Overvikt och fetma okar risken for en rad olika sjukdomstillstand, funktionsnedséttningar och
fortida dod. Risken dkar med graden av fetma. Fetma definieras som ett Body Mass Index
(BMI) lika med eller 6ver 30 kg/m? och 6vervikt som ett BMI mellan 25-29,9 kg/m?.
Forekomsten av fetma i Véstra Gotaland &ar liksom i hela Sverige i dag cirka 14 % hos den
vuxna befolkningen. Det finns klara samband mellan fetma och socioekonomiska faktorer som
utbildning, sysselsattning och inkomst.

Behandling av fetma innefattar idag tre huvudsakliga typer av interventioner:
livsstilsmodifierande atgérder, lakemedelsbehandling och kirurgi. Fetmakirurgi anvéands idag
hos patienter med BMI lika med eller 6ver 40 kg/m? eller ett BMI lika med eller 6ver 35 kg/m?
vid samtidig fetmarelaterad komplicerande sjukdom. Livsstilsmodifierande atgarder och
lakemedelsbehandling anvénds saledes for majoriteten av alla med 6vervikt och fetma.

| Sverige &r orlistat det enda lakemedlet som &r registrerat for behandling av fetma.
Livsstilsmodifierande atgarder kan delas in i olika typer av kostinterventioner, beteendeterapi,
okad fysisk aktivitet, IT-baserade rad om kost och livsstil, eller olika kombinationer av dessa
atgarder.

Fragestéllning
Hur effektiva &r behandlingar med orlistat, beteendeterapi, 6kad grad av fysisk aktivitet,

kostinterventioner, kostrad och stod med IT-baserade applikationer var for sig, eller i olika
kombinationer, med avseende pa mortalitet/sjuklighet och viktnedgang, vid behandling av
vuxna med Overvikt och fetma jamfort med annan konventionell icke-kirurgisk behandling?

Metoder

Litteraturen inom omradet ar mycket omfattande. Litteratursokningarna begransades darfor
initialt till att identifiera systematiska Oversikter (SR) baserade pa enbart randomiserade,
kontrollerade studier (RCT). Dessa sokningar kompletterades darefter i oktober 2014 med
RCT som publicerats efter de systematiska versikterna. Totalt har 46 SR och 79 RCT
inkluderats i rapporten.

Resultat

Endast en studie ar publicerad som utvarderat effekterna av icke-kirurgisk viktreduktion pa
mortalitet och sjuklighet i hjért- och karlsjukdom. Den jamforde effekterna av kombinerad
intervention i form av beetendeterapi, kostradgivning och fysisk aktivitet ("intensiv
livsstilsintervention™) med vanlig livsstilsmodifierande radgivning hos éver 5000 patienter
med diabetes mellitus typ 2 och samtidig 6vervikt eller fetma och. | genomsnitt hade dessa
patienter ett BMI pé& 36 kg/m? vid studiens start. Uppfoljningstiden var i genomsnitt cirka 10
ar nar studien avbrots pa grund av att man inte kunde observera nagra skillnader i vare sig
mortalitet eller i insjuknande i hjért- och kérlsjukdom. Néar det galler samtliga dvriga studier
med syfte att reducera vikten hos patienter med Gvervikt eller fetma har ingen rapporterat data
pa dessa tva kritiska utfallsmatt. Syftena med dessa studier har i stallet varit att utvardera olika
interventioner pa andra utfallsmatt sasom vikt, BMI, midjeomfang, glukosmetabolism,
blodtryck och livskvalitet.
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Genomgaende for samtliga studier ar att omfattning och intensitet av de rad, i form av
konventionella dietdra och livsstilsmodifierande rad, som getts till patienterna i
kontrollgrupperna ar mycket daligt beskrivna. | manga studier har dven patienterna i
kontrollgrupperna minskat sin vikt och forbéttrat sina riskfaktorer. De fordndringar man
observerat i kontrollgrupperna varierar med en viktnedgang pa 3 — 10 kg, ett minskat
midjeomfang med 2 — 10 cm, och en reduktion av blodtrycket med 2 — 10 mm Hg jamfort med
studiens start. De rapporterade effekterna kan darfor betraktas som nettoresultatet av den
specifika atgarden eller av den intensifierade radgivningen utéver vad som kan uppnas med
allmanna rad att modifiera sin kost- och livsstil.

Resultaten i denna sammanfattning h&nfor sig i forsta hand till vad som redovisats i SR, i form
av skillnader mellan intervention och kontroll. Storst absolut viktnedgang noterades med
nagon form av diet. Den absoluta viktnedgangen for olika dieter varierade mellan 2 kg och 20
kg efter 6 manader.

Intervention med lakemedlet orlistat

Fem systematiska oversikter inkluderande 10 - 29 RCT vardera och tva senare publicerade
RCT har rapporterat om effekterna av orlistat.
Vid jamforelse med placebo resulterar orlistatbehandling i
e en storre viktminskning med en skillnad pa 2,3 till 2,9 kg under en uppfoljningstid upp
till tva ar.
Starkt vetenskapligt underlag (GRADE @@®®).
e en storre minskning av midjeomfanget med en skillnad pa 2,6 cm under en
uppfoljningstid pa ett ar.
Starkt vetenskapligt underlag (GRADE @@®®)
e en sankning av fasteblodsocker med en skillnad pa 0,12 — 0,50 mmol/I under en
uppfoljningstid upp till tva ar.
Starkt vetenskapligt underlag (GRADE ®®®®).

Intervention med beteendeterapi

Nio systematiska dversikter, inkluderande 3 - 47 RCT vardera och 15 senare publicerade RCT
har rapporterat effekterna av olika typer av beteendeterapi

Vid jamforelse med ordinarie omhandertagande resulterar beteendeterapi i

e en storre viktminskning med en skillnad pa 1,2 till 4,7 kg under en uppfoljningstid upp
till fyra ar.

Starkt vetenskapligt underlag (GRADE @@®®).

e troligen ett battre bibehallande av den uppnadda viktreduktionen under en
uppfoljningstid upp till tva ar .

Mattligt starkt vetenskapligt underlag (GRADE @@®®0).

e en storre minskning av midjeomfang med en skillnad pa 2,7 cm under en
uppfoljningstid pa ett och ett halvt ar.

Starkt vetenskapligt underlag (GRADE ®®®®).

e kan resultera i en storre sankning av systoliskt blodtryck (SBT) med en skillnad pa
drygt 2 mm Hg och diastoliskt blodtryck (DBT) med en skillnad pa knappt 2 mm Hg
under en uppfoljningstid upp till tva ar.

Begrénsat vetenskapligt underlag (GRADE @®00).
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Intervention med fysisk aktivitet
Atta systematiska oversikter, inkluderande 3 - 43 RCT vardera och 11 senare publicerade RCT
har rapporterat effekterna av olika grad och typ av fysisk aktivitet.
Vid jamforelse med ordinarie omhandertagande resulterar 6kad fysisk aktivitet
e troligen i liten eller ingen skillnad i viktminskning under en uppfoljningstid upp till ett
och ett halvt ar.
Mattligt starkt vetenskapligt underlag (GRADE @@&0).
e troligen i en liten skillnad i minskning av midjeomfang pa cirka 2 cm under en
uppfoljningstid upp till ett och ett halvt ar.
Mattligt starkt vetenskapligt underlag (GRADE @@&0).
o troligen i en ndgot stérre minskning eller ingen férandring av blodtrycket under en
uppfoljningstid upp till ett ar.
Mattligt starkt vetenskapligt underlag (GRADE @@&0).
e kan resultera i en liten forbattring eller ingen skillnad i_glukosmetabolismen under en
uppfoljningstid upp till ett och ett halvt ar.
Begransat vetenskapligt underlag (GRADE @®00).
e det &r osakert om fysisk aktivitet fordndrar patienternas livskvalité.
Otillrackligt vetenskapligt underlag (GRADE @0 0O).

Intervention med kost och 1ag-energipulver

For interventioner avseende kost och lag-energipulver utgick vi fran SBU-rapporten Mat vid
fetma (SBU 2013) samt tre senare publicerade SR (inkluderande 19-48 RCT vardera) och 21
RCT.

e Flera kostsammansattningar exempelvis lagkolhydratkost, lagfettkost, hogproteinkost
och kost med lagt glykemiskt index kan ge en liten till stor viktminskning (2-20 kg) pa
sex till 24 manaders sikt. Skillnaderna mellan en viss diet jamfort med en annan diet
var signifikant i fyra av nio kostjamforelser. | de 6vriga fem var skillnaderna inte
statistiskt signifikanta (GRADE @000 till 2©®®).

Lagenergipulver (VLED/LED) ger storre viktminskning jamfort med forandrad kost
samt ett battre bibehallande av vikt om lagenergipulver eller motsvarande utgér en del
av maltiderna jamfort med matvanor utan inslag av maltidsersattning
(GRADE @@@®). Avgorande faktorerna for framgangsrik kostbehandling av fetma ar
graden av energirestriktion och féljsamheten till denna 6ver tid.

e FOr sex av de 10 kostinterventionerna (sammanlagt 11 RCT) redovisades en minskning
av midjeomfang mellan 1,7 till 14 cm pa 6 till 12 manaders tid. I tva av de sex
kostinterventionerna var det en statistiskt signifikant skillnad mellan grupperna vid
antingen 6 manader eller 12 manader (GRADE @000 till @®®0).

e FOr fyra av de 10 kostinterventionerna (sammanlagt sex RCT och en SR) redovisades
forandringar av blodtryck. SBT gick ned 0,5-12 mm och DBT 0-9 mm pa 6 till 12 man
tid. Inga signifikanta skillnader mellan grupperna noterades.

Olika kostinterventioner leder till inga eller sma skillnader i blodtrycksférandring.
(GRADE @000 till @®®0).
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Intervention med stéd av mobil- eller webbaserade applikationer
Tio systematiska Oversikter, inkluderande 5-23 RCT vardera och 16 senare publicerade RCT
har rapporterat effekterna av olika typer av 1T-baserade diet- och livsstilsrad.
Vid jamforelse med ordinarie omhandertagande resulterar webbaserade applikationer i
e en storre viktminskning med en skillnad pa 0,5 till 2,5 kg under en uppfoljningstid upp
till tre ar.
Starkt vetenskapligt underlag (GRADE @@®®).
e battre bibehallande av den uppnadda viktreduktionen med en skillnad pa cirka 1 kg
under en uppfoljningstid upp till ett ar.
Starkt vetenskapligt underlag (GRADE @@®®).
e troligen i en liten forbattring eller i ingen skillnad i reduktion av blodtrycket under en
uppfoljningstid upp till tva ar.
Begrénsat vetenskapligt underlag (GRADE @®00).
e IT-baserade applikationer kan resultera i liten eller ingen skillnad i patienternas
livskvalité.
Begransat vetenskapligt underlag (GRADE @®00).

Intervention med kombinationer av olika viktreducerande atgarder
En randomiserad, kontrollerad studie utvarderade effekterna av en kombination av
beteendeterapi, kostradgivning och fysisk aktivitet ("intensiv livsstilsintervention™) pa
mortalitet och hjart- och kérlsjukdom hos 6verviktiga patienter med diabetes mellitus typ 2.
Denna studie, Look AHEAD-studien inkluderade drygt 5000 patienter och avbrots i fortid
efter en medeluppfoljningstid pa knappt 10 ar.
Vid jamforelse med ordinarie omhandertagande resulterade den intensiva
livsstilsinterventionen
e troligen i liten eller ingen skillnad i mortalitet.
Mattligt starkt vetenskapligt underlag (GRADE @@®®0).
e troligen i liten eller ingen skillnad i hjért- och karlsjukdom.
Mattligt starkt vetenskapligt underlag (GRADE @@&0).

Elva systematiska ¢versikter, inkluderande 9 - 84 RCT vardera. Sexton nytillkomna RCT har
rapporterat effekterna av olika kombinationer av viktreducerande atgarder.
Vid jamforelse med ordinarie omhéandertagande resulterade kombinerade atgarder i

e en storre viktminskning med en skillnad pa 1,25 till 7,7 kg under en uppféljningstid
upp till ett och ett halvt ar.

Starkt vetenskapligt underlag (GRADE ®®®®).

e battre bibehallande av den uppnadda viktreduktionen med en skillnad pa cirka 1,5 kg
under en uppfoljningstid upp till ett ar.

Starkt vetenskapligt underlag (GRADE @@®®).

e troligen till en storre minskning av_midjeomfanget med en skillnad pa 2,7 - 3,2 cm
under en uppféljningstid pa tre ar.

Mattligt starkt vetenskapligt underlag (GRADE @®®0).

e troligen en storre reduktion av systoliskt blodtryck (SBT) med en skillnad pa upp till 4
mm Hg och diastoliskt blodtryck (DBT) med en skillnad pa drygt 1 mm Hg under en
uppfoljningstid upp till ett ar (3 SR).

Mattligt starkt vetenskapligt underlag (GRADE @@®®0).

e troligen olika forandringar av fasteblodsocker med en skillnad pa 0,2 mmol/l hogre till

0,3 mmol/I lagre under en uppfoljningstid upp till tre ar.

Mattligt starkt vetenskapligt underlag (GRADE @@®®0).

En stor RCT hos patienter med nedsatt glukostolerans visade att risken att utveckla
typ 2 diabetes mellitus under 4 ars uppfoljning minskade med 39 %.
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Sammanfattande synpunkter

Denna HTA-rapport omfattar det vetenskapliga underlaget och slutsatser for metoder for
behandling av 6vervikt och fetma utan fetmakirurgi. Metoderna som granskats inkluderar
lakemedelsbhehandling, beteendeterapi, fysisk aktivitet, kost och lagenergipulver, mobil/web-
applikationer samt kombinationer av dessa.

Endast en studie med primart syfte att studera om icke-kirurgisk viktreduktion tillsammans med
andra livsstilsmodifierande atgarder kan minska mortaliteten och insjuknandet i hjart- och
kérlsjukdom har genomforts och publicerats. Den foljde dverviktiga patienter med typ 2 diabetes
mellitus under i genomsnitt knappt 10 &r. Da man inte kunde observera nagon effekt pa vare sig
dodlighet eller insjuknande i hjart- och karlsjukdom avbréts studien nagra ar i fortid. Bara ett
fatal studier ar publicerade om effekter av icke-kirurgisk viktintervention pa nyinsjuknande i
typ 2 diabetes mellitus. | en av dessa studier minskade incidensen av typ 2-diabetes med ndstan
40 procent. | tva andra diabetespreventionsstudier, som ingar i systematiska 6versiktsstudier i
underlaget, minskade nyinsjuknande i typ 2-diabetes med 58 procent i vardera av studierna.
(Knowler et al. 2002, Tuomilehto et al. 2001)

Med avseende pa viktférandring ger interventionerna, oberoende av metod, en minskning pa 6-
12 manaders sikt med 2-14 kg, ett minskat midjeomfang med 2-10 cm samt ett minskat
blodtryck med 2-10 mm Hg. | nagra av kostinterventionsstudierna har man uppnatt en
viktminskning om 10-20 kg pa 6-12 manaders sikt. | de interventioner dar man kombinerat
energireducerad kost med fysisk aktivitet, beteendeterapi och/eller lakemedelsbehandling
(Orlistat) har man funnit en viktreduktion med 1,4-14,3 kg. | de allra flesta studier av
viktreducerande atgarder har kontrollgrupperna inte varit obehandlade. Aven patienterna i
kontrollgrupperna har fatt "ordinarie”, “sedvanligt” eller "konventionellt” omhandertagande.
Omfattningen och intensiteten i de behandlingsrdd, i form av olika kost- och
livsstilsmodifierande rad, som getts till dessa patienter ar vanligen inte redovisade. | manga
studier har dven dessa patienter gatt ned 3 — 10 kg i vikt, minskat midjeomfanget med 2 — 10
cm, och blodtrycket med 2 — 10 mm Hg under uppfoljningstiden. Begransningar i studierna &r
att omfattningen och intensiteten i studiernas olika interventioner varierar mellan studierna och
att de vanligtvis inte &r redovisade samt att studierna ofta har en begrénsad uppféljningstid.

Den vetenskapliga evidensstyrkan for dessa effekter ar stark, eller mattligt stark, men de &r ur
klinisk aspekt generellt sett sma (for viktreduktion < 5 kg) till mattliga (for viktreduktion 5-10
kg). For flera kostradsprogram kan en storre (18-20 kg) viktreduktion uppnas. Nar det galler
olika atgarders effektivitet i att bibehalla uppnadd vikt har genomforda studier inte haft langre
uppfoljningstider an tva ar. Skillnaderna i dessa studier mellan sarskilda interventionsprogram
och sedvanligt omhandertagande ar sma (1,5 — 3,5 kg). Resultaten indikerar att de viktigaste
faktorerna for framgangsrik behandling &r energirestriktion och féljsamhet.
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Abstract

Background

Overweight and obese people are at increased risk for diabetes mellitus, cardiovascular disease,
functional disabilities and premature death. Obesity is defined as a Body Mass Index (BMI)
above 30 kg/m? and overweight as a BMI between 25-29.9 kg/m?.

Treatment options for overweight and obesity include lifestyle modifications, pharmacological
treatment and bariatric surgery. Surgery is currently used in patients with a BMI above 40 kg/m?
or a BMI above 35 kg/m? with concomitant obesity-related complications. Thus, the majority of
overweight and obese patients are treated non-surgically with lifestyle modifications and
pharmacological intervention. In Sweden orlistat is the only registered drug for treatment of
obesity. Lifestyle modification include dietary changes, behavioral therapy, increased exercise,
mobile- and web-applications supporting lifestyle modification, and combinations of any of
these interventions.

Objective

To evaluate the effectiveness of treatment with the drug orlistat, specified patient behavioural
programmes, increased degree of physical activity, different specified dietary interventions,
supporting mobile- and web-applications, or combinations of these interventions with regard to
mortality, morbidity and weight reduction compared to usual non-surgical care.

Search methods and selection criteria

The literature on treatment of overweight and obesity is extensive and there are numerous
systematic reviews. The literature search was done in two steps. In April 2014 the systematic
literature search in the databases PubMed, EMBASE, and the Cochrane Library was limited to
systematic reviews (SR) of randomised, controlled trials (RCT). In October 2014, an additional
literature search was performed to identify relevant RCTs published after the latest published
SR.

Data collection and analysis

For each main type of intervention two authors independently assessed the SRs and RCTs for
inclusion and extracted relevant data. The AMSTAR checklist was used to assess the
methodological quality of SR, and checklist from the Swedish Agency for Health Technology
Assessment and Assessment of Social Services (SBU) was used to assess the quality of RCT.

Main results

Forty-six SRs and 79 RCTs were included. Only one RCT evaluated and reported the critical
outcomes mortality and cardiovascular morbidity using a combined non-surgical intervention
(behavioral therapy, dietary advice and increased physical activity) with the aim to reduce
weight. It included 5000 overweight or obese patients (mean BMI 36 kg/m?) with type 2 diabetes
mellitus. Mean follow up was 10 years when the trial was stopped early on the basis of a futility
analysis that showed no differences in mortality and cardiovascular morbidity between
“intensive lifestyle intervention” and usual care (i.e. “diabetes support and education control
intervention”). All other identified trials studied the effects on outcome variables such as weight,
BMI, waist circumference, glucose metabolism, blood pressure and health related quality of life.
A common feature of the included trials is poorly described interventions as well as poorly
described follow-up procedures in the control groups. Control group patients in many of these
trials improved their risk factor profile with 3-10 kg reduced weight, 2-10 cm reduced waist
circumference and 2-10 mm Hg lower blood pressure compared to baseline.

Five SRs and two RCTs published later evaluated orlistat treatment. Orlistat resulted in 2.3 to
2.9 kg larger weight reduction compared to placebo at two years (GRADE @®®@®).
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Nine SRs and 15 RCTs published later evaluated the effects of behavioral therapy compared
with usual care. Behavioral therapy resulted in a larger weight reduction (1.2 to 4.7 kg) during
up to four years follow-up (GRADE ©®®®).

Increased exercise interventions were evaluated in eight SRs and 11 RCTs published later. There
is probably little or no difference in weight reduction by increased exercise compared to usual
care (GRADE ®@®@0).

Many different types of diets designed to reduce weight were compared with one another or
usual care. The HTA report from the SBU 2013, three other SRs and 21 RCTs were included in
the assessment. Low-carbohydrate diets, low-fat diets and diets with a low glycemic index
compared with different control treatments resulted in weight reductions of 2-20 kg
(GRADE @0a®).

Ten SRs and 16 RCTs published later evaluated the effects of dietary and lifestyle modifying
advice supported by mobile- and web applications. In comparison with usual care such support
resulted in a greater weight reduction of 0.5 to 2.5 kg during up to three years follow-up
(GRADE @@®®).

Only one RCT was designed to study the critical outcomes mortality and cardiovascular
morbidity comparing combined lifestyle modifications with usual care. It was terminated early
since a futility analysis showed no differences for these critical outcomes. Conclusion: intensive
lifestyle intervention probably results in little or no difference in mortality and morbidity
(GRADE®®®0). Eleven SRs and 16 RCTs published later evaluated the effects of various
combinations of dietary and lifestyle modifying programs. Such programs resulted in a greater
weight reduction of 1.2 to 7.7 kg during up to 1.5 years follow-up (GRADE ®®®®).

Authors’ conclusions

Most non-surgical intervention programs aimed to reduce weight in overweight and obese
subjects result in a modest weight reduction of about 5 to 10 kg, although weight reduction can
be substantial in individual patients. It is unclear whether such weight reductions are associated
with beneficial effects on mortality or cardiovascular morbidity.

The above summaries were written by representatives from the HTA-centrum. The HTA-
report was approved by the Regional board for quality assurance of activity-based HTA. The
abstract is a concise summary of the results of the systematic review. The Swedish summary is
a brief summary of the systematic review intended for decision makers, and is ended with a
concluding summary.
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4, Aktuell sjukdom och vard - om fetma och dess foljder

Fetma medfor 6kad risk for en rad olika sjukdomstillstand, funktionsnedséattningar och fortida
dod (Haslam et al. 2005). Gradering av vikt och fetma baseras pa en WHO-rapport (WHO,
2000) och olika BMI-intervall (Body Mass Index, kroppsmasseindex, kg/m?).

BMI (kg/m?)
Undervikt <18.5
Normalvikt 18.5-24.9
Overvikt 25-29.9

Fetma (grad 1) | 30-34.9
Fetma (grad 2) | 35-39.9
Fetma (grad 3) | >40

Risken for olika typer av sjuklighet tilltar vid Okande vikt (Haslam et al. 2005). De
epidemiologiska sambanden mellan kroppsvikt, sjuklighet och dod har dock studerats nyligen
och &r inte helt samstammiga avseende BMI-niva med lagst risk. Risken for dod i populationer
i industrialiserade lander har i en stor studie rapporterats vara lagst i BMI-intervallet 22.5-25
kg/m? och 6kade direfter med ékad BMI (Prospective Studies Collaboration, Lancet 2009).
Denna analys baserades pa sammanlagda individuella data pa knappt 900 000 individer som
deltagit i 57 observationsstudier och BMI indelades i multiplar av 2.5 kg/m?. | en annan typ av
studie, en meta-analys, av Flegal och medarbetare jamfordes dédlighet hos ndstan 3 miljoner
normalviktiga, 6verviktiga och obesa individer fran 97 publikationer (Flegal et al, JAMA, 2013).
Normalt var ett BMI i intervallet 18.5 24,9 kg/m? (se tabell ovan). Overvikt och fetma indelades
graderingarna enligt tabellen ovan. | denna meta-analys fann man att BMI lika med eller storre
an 35 kg/m? var associerad med 6kad dodlighet jamfort med normalvikt medan det daremot inte
var nagon signifikant skillnad i dédlighet mellan de med BMI 30-34,9 kg/m? och normalviktiga
studiegrupper. Dessa tva analyser baserades pa 19 olika studier (30 publikationer) vilka
sammanlagt inkluderade knappt 400 000 individer.

Risk for fortida dod.

Risk for permanent sjukdom eller skada och nedsatt livskvalitet.
Paverkan for funktionsformaga och hélsorelaterad livskvalitet.
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Prevalens av fetma
Enligt Folkhalsomyndigheten har prevalensen av fetma i aldern 16-84 ar stigit fran 11 % till

14 % i Vastra Gotalandsregionen (VGR) mellan 2004 och 2014, vilket motsvarar
fetmaforekomsten i riket (http://www.folkhalsomyndigheten.se). I skriften
"BEHOVSSTYRNING — Behovsanalys med atgardsforslag” publicerad av VGR 2014
bekraftas ocksa att det finns stora skillnader i forekomsten av fetma mellan Géteborg och
landsbygden, men ocksa mellan stadsdelarna i storstaden. Det finns ocksa tydliga samband
mellan fetma och stigande alder samt socioekonomiska faktorer som utbildning, sysselsattning
och inkomst.

Nuvarande handlaggning av fetma inom primarvard och specialiserad slutenvard
Handlingsprogrammet mot 6vervikt och fetma i Vastra Gotalandsregionen lanserades den 29
september 2008. Innehallet i handlingsprogrammet med relaterad extern, delvis kontinuerligt
uppdaterad information, finns tillganglig online
(http://www.vgregion.se/sv/Regionkansliet/Halso--och-sjukvardsavdelningen/Strategisk-
utvecklingsenhet/Beslutstod-for-handlingsprogram-mot-overvikt-och-fetma/), och omfattar
information om saval halsoframjande och forebyggande atgarder, som behandling av fetma. |
detta beslutsstdd finns angivna ansvarsomraden for olika instanser, vardnivaer och
vardenheter, inklusive allmanmedicin och specialiserad vard.
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Allmanmedicin - malgrupper:

e Patienter med fetma (BMI > 30 kg/m?),

e Patienter med avancerad bukfetma med midjeomfang > 88 cm (kvinnor) respektive >
102 cm (mé&n) och som samtidigt har en 6kad risk for eller redan har manifest
kardiovaskuldr sjukdom eller diabetes.

e Riskgrupper; faktorer som medverkar till fetma och férsvarar behandling éar till
exempel arftlighet for fetma och patienter som medicinerar med lakemedel som kan
inducera fetma; fetmarelaterade tillstand som medfor okad risk for hjartkarlsjukdom &r
typ 2-diabetes, samtidig hypertoni, blodfettrubbningar och fettlever.

Lanssjukvarden - malgrupper:

e Patienter med fetma (BMI > 30 kg/m?) och/eller har en avancerad bukfetma med
midjeomfang > 88 cm (kvinnor) respektive > 102 cm (man), och som samtidigt har en
Okad risk for eller redan har manifest kardiovaskular sjukdom eller diabetes (dessa
patienter hanvisas i forsta hand till primarvarden),

e Patienter med BMI >35 kg/mz,

e Fran priméarvarden remitterade patienter med, forutom fetma, komplicerande
sjukdomar som kraver utvidgad utredning och ett fordjupat stallningstagande till
behandling.

Specialiserad vard - malgrupper:

e Patienter med fetma grad 2 (BMI > 35 kg/m?) med komplicerande sjukdom, som till
exempel diabetes, och som genomgatt tidigare behandling inom primarvard eller
lanssjukvard, och som har en 6kad risk for att drabbas av komplikationer, till exempel
kardiovaskular sjukdom,

e Patienter med BMI > 35 kg/m? dar kirurgisk behandling & motiverad med foljande
operationsindikationer: BMI >40 kg/m? eller BMI >35 och komplicerande sjukdom;
(typ 2-diabetes, fetmarelaterad kardiomyopati, svar somnapné, lungemboli, vendsa
bensar, pseudotumor cerebri); patienten bor ocksa tidigare ha gjort seriost
viktminskningsforsok,

e Patienter med BMI > 40 kg/m? dér fetmakirurgi inte ar aktuell, eller svarbedémd.

Den behandling som ska erbjudas &r motiverande samtal och livsstilsmodifierande insatser,
eventuellt med stéd av psykologisk terapi. Behandlingen bor ske i multidisciplindra team.
Kostrad/kostbehandling samt rad om fysisk aktivitet, inklusive Fysisk Aktivitet pa Recept
(FaR), ar stommen i atgardspaketet, men vid behov kan farmakologisk behandling eller Very
Low Calorie Diet (VLCD; numera LED, lagenergi-diet) laggas till. Det sistnamnda kraver
dock vanligen samrad med dietist med erfarenhet av denna behandling. Riskfaktorer for annan
sjuklighet ska kontrolleras och behandlas. Patienter som genomgatt fetmakirurgi (se nedan)
kontrolleras pa den opererande enheten under forsta aret, och darefter arligen i primarvarden.
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Specialistvard pa regionniva bor omfatta bade medicinsk och kirurgisk behandling. Den
medicinska behandlingen bor omfatta en kombination av kostradgivning, fysisk aktivitet,
kognitiv beteendeterapi, lakemedelsbehandling och behandling med LED. Atgarderna bér i
storsta mojliga omfattning kombineras for att optimera effekten av behandlingen. For vissa
patienter kan kirurgisk behandling vara aktuell.

Antal patienter som utreds/behandlas pa nuvarande séatt per ar.
Antalet i patienter som vardats i 6ppenvard i VGR under 2014 illustreras i Figur 1. Data talar

for att antalet personer med fetma som huvudsaklig anledning till besok i primarvarden var
drygt 13 000 med i genomsnitt farre an tva besok per ar. | specialistvarden var antalet cirka
6500 personer med i genomsnitt tre besok per ar.

80000

B Bestk med E66 73 436
B Besdk med E66 som forstadiagnos

60000

40000

20000

PV personer PV bestk SV personer SV bestk  Totalt personer Totalt bestk

Figur 1. E66, ICD-kod for olika fetma-relaterade diagnoser. PV, Primarvard; SV, Specialiserad vard,
i VGR 2014

Det totala antalet personer som setts vid éppenvardsbesok (primar- och specialistvard) var
drygt 35 000 med knappt tva besok per person (totalt 73 436 besdk). | drygt 44 000 av dessa
besok har en atgardskod registrerats, varav de vanligaste var:
1. Nutritionsbehandling, individuellt anpassad kost
AUDIT avseende alkoholproblematik
Radgivande samtal om fysisk aktivitet
Utfardande av recept pa fysisk aktivitet (FaR)
Enkla rad om fysisk aktivitet
Stod for viktminskning

o gk wn
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Regionalt obesitascentrum i VGR har under aren 2011-2013 tagit emot cirka 2000 remisser
per ar for specialistvard. Antalet remisser 2014 var 1836. Antalet fetmaopererade patienter
fran VGR illustreras i Figur 2. Flest operationer gjordes under 2010 och 2011, (ca 1100/ar)
varefter antalet sakta minskat till 714 ar 2014. Detta antal foljer ett ménster som ses i hela

Sverige, och som anses forklaras av ett stort behov av fetmakirurgi som stabiliserats nagot.
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Figur 2. Antal fetmaoperationer i VGR aren 2007-2014.
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5. Aktuell teknologi

Detta HTA-projekt syftar till att utreda effekterna pa 6vervikt och fetma, fetmarelaterad
sjuklighet och andra fetmarelaterade matt och riskfaktorer, av farmakologiska och
livsstilsmodifierande atgarder enligt nedan:

e |&kemedlet orlistat

e Dbeteendeterapi

o fysisk aktivitet

o kost eller lagenergipulver

e rad om kost och motion via mobiltelefon- eller webbapplikationer

e olika kombinationer av ovanstaende

Effekterna av kirurgisk behandling av fetma har inte utvarderats i detta HT A-projekt. En sadan
utvardering ar gjord pa uppdrag av SKL 2011 (Nationella medicinska indikationer for
fetmakirurgi och kvalitetskrav for producenter av fetmakirurgi. Forslag fran arbetsgrupp till
Nétverket for Halso- och Sjukvardsdirektorer i Sverige (HSDir). 2011-02-03)

Det finns en omfattande vetenskaplig litteratur som framhaller i synnerhet beteendeterapi,
kostforandringar och fysisk aktivitet, samt kombinationer av dessa, som grunden for
behandling av fetma. Internationella behandlingsriktlinjer for behandling av fetma och
kardiovaskular prevention rekommenderar foljdriktigt dessa metoder i férsta hand.

Handlingsprogrammet mot 6vervikt och fetma i VVastra Gétalandsregionen (2008) redovisar
ocksa de komponenter som har forutsattningar att leda till framgangsrik behandling av fetma
och som anvénds idag, i varierande omfattning men sannolikt sallan systematiskt. Dessa
metoder &r i forsta hand de ovan ndmnda, medan orlistat anvands ibland och beteendeterapi
sannolikt sallan. Anvandning av mobiltelefon- eller webbapplikationer med rad om kost och
motion &r sannolikt &nnu inte anvénda alls.

Verksamhetens uppfattning &r att dessa olika metoder (beteendeterapi, kostforandringar och
fysisk aktivitet, samt kombinationer av dessa i forsta hand) kan ha mycket varierande effekter
pa individniva, och sannolikt sma eller mattliga effekter pa gruppniva. De anvands i
varierande omfattning i VGR, men har inte varit foremal for en samlad utvardering. Syftet
med denna HTA-rapport &r att utvardera icke-kirurgiska behandlingsmetoder for 6vervikt och
fetma i form av en systematisk litteraturdversikt

HTA-rapport Icke-kirurgisk behandling av fetma och 6vervikt 18(67)



Fokusera fragan for aktuellt HTA-projekt i en mening
Hur effektiva &r olika specifika behandlingar enligt nedan av dvervikt och fetma hos vuxna

jamfort med annan konventionell icke-kirurgisk behandling med avseende pa
mortalitet/sjuklighet och viktnedgang?

PICO (P= Patients, I= Intervention, C= Comparison, O=0Outcome)

P: Vuxna > 18 ar med BMI > 25 kg/m?*

I:  Atgarder inom halso- och sjukvarden**:
I1- Orlistat
I2- Beteendeterapi
13- Fysisk aktivitet
14- Kost eller lagenergipulver
I5- Mobil/web-applikationer
16- Kombinationer av 1-5

C: Konventionell behandling ***

O: Avgorande for beslut (Critical for decision-making):
e Mortalitet
e Minskad sjuklighet (nedsatt glukostolerans, diabetes, hjart-karlsjukdom, ledbesvér,
somnapné, cancer, depression och angestsyndrom)
Viktiga men inte avgdrande for beslut (Important but not critical for decision-making):
Vikt och BMI
Blodtryck
Livskvalitet
Midjeomfang
Inte viktiga (Not important for decision-making):
e Lakemedelsanvandning

Risker/komplikationer

*P3 grund av att de flesta studier inte enbart har inkluderat patienter med BMI éver 30 kg/m?
har patientpopulationen identifierats med ett BMI dver 25 kg/m?. Studier med enbart patienter
i BMI-intervallet 25-30 kg/m? har dock exkluderats.

**Grupperingen (11-16) gjordes pa grundval av de kanda metoder som anvéands och som
studerats vetenskapligt. Orlistat ar for narvarande det enda tillgangliga lakemedlet pa den
svenska marknaden for behandling av Gvervikt och fetma.

*** | allmanhet har patienterna i respektive studies kontrollgrupp alltid erbjudits nagon typ av
behandling. Detta kan ha varit sedvanlig radgivning som den erbjuds i klinisk praxis eller
nagon etablerad metod, som en viss kost eller fysisk aktivitet (se respektive intervention). Med
konventionell behandling avses nagon typ eller kombination av sadana atgarder men av
mindre intensiv grad eller i mindre organiserad omfattning jamfort med aktuell
interventionsgrupp.
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Vikt redovisas pa tva olika sétt;
1) skillnader i viktnedgang mellan interventionsgrupp och kontrollgrupp respektive i
absoluta viktférandringar inom respektive grupp efter olika tider, beroende pa vad
som presenteras i de publicerade artiklarna

2) bibehallande av vikten efter uppnadd viktreduktion (“weight maintenance™). Denna
variabel mater i en selekterad grupp patienter som lyckats ga ned ett visst
forbestamt antal kg i vikt hur val denna bibehalls.

Publicerade studier har rapporterat en viktnedgang pa minst 5-15 % som relevant (Tsigos et al,

2008).

Vi har i denna rapport bedomt storleken pa viktnedgang enligt féljande:
Stor viktnedgang: >10 kg
Mattlig viktnedgang: 5-10 kg
Liten viktnedgang: <5kg
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6. Evidensprévning

Sammanfattning av litteratursékning (Appendix 1)

Tva bibliotekarier (AL, TS) utforde under maj och oktober 2014 s6kningar i databaserna
PubMed, EMBASE, Cochrane Library, samt i ett antal kompletterande HT A-databaser.
Sokningarna kompletterades med genomgang av referenslistor i relevanta artiklar.
Sokstrategier, inklusions- och exklusionskriterier, limitering och urvalsprocess redovisas i
detalj i appendix 1, tillsammans med referenslistor. Sokningarna som gjordes i maj var
utformade for att identifiera systematiska Oversikter, medan sokningarna som utfordes i
oktober utformades for att identifiera de randomiserade kontrollerade prévningar som
publicerats efter de inkluderade systematiska Oversikterna. Minst tva personer ur
projektgruppen laste abstrakts och sorterade oberoende av varandra bort publikationer som
inte uppfyllde PICO-kriterierna. Eventuella meningsskiljaktigheter diskuterades gemensamt.
Fulltextartiklar for respektive intervention lastes dven de av minst tva personer, oberoende av
varandra, och darefter beslutades i konsensus vid ett gemensamt mote vilka artiklar som skulle
inga i rapporten.

Litteratursdkningarna for systematiska Oversikter identifierade totalt 2349 artiklar efter
exklusion av dubbletter. S6kningarna for RCT identifierade totalt 4474 artiklar efter exklusion
av dubbletter.

2233 systematiska dversikter exkluderades efter screening av titlar och abstrakts. Ytterligare
72 exkluderades efter fulltextlasning. Aterstiende 46 SR har inkluderats i rapporten; 9 for
beteendeterapi, 10 for mobil/webb, 5 for orlistat, 8 for fysisk aktivitet, 3 for diet samt 11 for
kombination.

4302 RCT exkluderades efter screening av titlar och abstrakts. Ytterligare 93 exkluderades
efter fulltextlasning. Aterstéende 79 artiklar har inkluderats i rapporten; 15 for beteendeterapi,
16 for mobil/webb, 2 for orlistat, 11 for fysisk aktivitet, 21 for diet samt 16 for kombination.
En del artiklar kan forekomma flera ganger i olika grupper.

De systematiska Oversikterna har granskats med AMSTAR-mallen och de randomiserade
studierna med mallar fran SBU avseende randomiserade kontrollerade prévningar.

Ett generellt problem har varit graden av féljsamhet (adherence). Detta galler framfor allt
kostinterventionerna. Vi har dragit av.om drop-outs>20%. Om drop-outs varit &nnu hogre (30-
50%) har ytterligare avdrag gjorts.

Gradering av evidens

Det vetenskapliga stddet for slutsatserna graderades enligt GRADE. Forst graderades de
systematiska Oversikterna (SR) och de randomiserade, kontrollerade studierna (RCT) var for
sig. Darefter sammanvagdes de i en gemensam GRADE-bedémning.
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7. Sammanfattning av resultat

\ Intervention med orlistat

| studierna som inkluderats i de systematiska dversikterna och i de tva senare publicerade RCT
har behandling med orlistat jamfoérts med placebo. Till patienterna i den placebo-behandlade
kontrollgruppen har man i allménhet &ven gett ”standard dietary or lifestyle advice”.
Omfattningen och intensiteten i dessa behandlingsrad framgar mycket séllan i de aktuella
publikationerna. Effekterna av orlistat bor darfor betraktas som nettoeffekten av tillagget av
lakemedlet utover effekten av en modifierade kost/livsstil.

Mortalitet
Det saknas studier som utvarderat effekten av orlistat pa mortalitet.

Sjuklighet
Det saknas studier som utvarderat effekten av orlistat pa diabetes mellitus, hjart-och
karlsjukdom, ledbesvar, somnapné, cancer, depression och angestsyndrom.

Vikt

Orlistats effekter pa vikt redovisades i fyra SR. Tva bedomdes vara av hog kvalitet och tva av
mattlig kvalitet. Tva av dversikterna har inkluderade 22 RCT. Efter den senaste publicerade
SR (litteratursokning fram till september 2010) har ytterligare tvd RCT publicerats. En av
dessa var av hog kvalitet. Uppfoljningstiden i studierna varierade mellan 4 till 24 manader.
Slutsats:

Orlistat leder till en storre skillnad i viktminskning pa 2,3 till 2,9 kg jamfort med placebo (SR).
Den absoluta nedgangen i vikt varierade i orlistat-behandlade patienter mellan 6,1 kg till 8,1
kg och i patienterna i kontrollgrupperna mellan 3,3 till 4,5 kg. I en senare RCT var
motsvarande absoluta viktreduktioner 9,5 kg respektive 2,6 kg.

Starkt vetenskapligt underlag (GRADE ©®®®).

Midjeomfang

En SR som inkluderat 29 RCT redovisade orlistats effekter pa midjeomfang. Den bedomdes
vara av mattligt god kvalitet. Ytterligare en RCT som bedémdes vara av hog kvalitet har
publicerats efter 6versiktens sista datum for litteratursokning (juni 2012). Uppfoljningstiden i
studierna var 12 manader.

Slutsats:

Orlistat leder till en storre skillnad i minskningen av midjeomfanget pa 2,6 cm jamfort med
placebo och 2,3 cm jamfort med sedvanligt omhéandertagande. En stérre effekt noteras i senare
RCT. Starkt vetenskapligt underlag (GRADE ©@©®®).

Glukosmetabolism

Orlistats effekter pa glukosmetabolism redovisades i tre SR. Tva bedomdes vara av hog
kvalitet och en av mattlig kvalitet. De har inkluderat 12, 6 respektive 10 RCT. En signifikant
skillnad till fordel for orlistat noterades. Efter den senaste publicerade systematiska dversikten
(litteratursokning fram till september 2010) har ytterligare en RCT publicerats. Den bedémdes
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vara av hog kvalitet. Uppfoljningstiden i studierna har varierat mellan 4 till 24 manader. |
RCT:n redovisades effekten pa insulinkanslighet. Ingen signifikant skillnad observerades
mellan orlistat och placebo.

Slutsats:

Orlistat leder till ett l&gre fasteblodsocker med en skillnad mellan aktiv behandling och
placebo-behandling pa 0,12 mmol/l — 0,50 mmol/.

Starkt vetenskapligt underlag (GRADE ©@©®®).

Summary of Findings (SoF) — Treatment with orlistat compared to placebo

Outcomes Study design Relative effect Absolute effect! Certainty
Number of studies (95 % CI) of
Total number of (For SRs see Appendix) evidence
patients GRADE
Weight 4 SR In SRs 1RCT PODD
(n=3100- 10 631) Mean difference at At 12 months: High
follow-up: -9.5kg
-2.3t0-2.9kg compared to
2RCT (4-24 months) -2.6 kg
(n=193-254)
Statistically significant p<0.05
in all SRs
Waist 1SR In SRs 1 RCT PP
circumference |(29 RCTs No. patients | Orlistat vs standard care At 12 months: High
not reported) Mean difference at -7cm
follow-up: compared to
-2.3cm —-2cm
(12 months)
p <0.05
1 RCT (n=254) Orlistat vs placebo
Mean difference at
follow-up:
-2.6cm
(12 months)
Statistically significant
in all SRs
Fasting Glucose 3SR In SRs 1RCT PODD
(n=4 000 —4 441) Mean difference at At 12 months: High
follow-up: HOMA-IR:
-0.12 to -0.50 mmol/I 2.1
(4-24 months) compared to
-14
Statistically significant
HOMA-IR 1RCT in all SRs Non-significant
(n=254)
Footnote:

i. Mean baseline value minus post-study value in intervention group compared to control group
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Intervention med beteendeterapi

| studierna som utvéarderat effekter av beteendeterapi har man i interventionsstudien gett olika
former av beteendeterapi med olika intensitet studierna emellan. Samtliga terapier har haft
som syfte att férandra den enskilda deltagarens beteende i levnadsvanor som gynnat
viktandring. Deltagarna i kontrollgrupperna har vanligtvis fatt skriftligt material om
viktminskning och/ eller halsosamma levnadsvanor, kostrad, allménna rad om
beteendefdrandring (eng. usual/standardised care/ advice) eller "sjélvhjélp” (eng. self-help).

Mortalitet
Det saknas studier som utvarderat effekten av beteendeterapi pa mortalitet.

Sjuklighet
Det saknas studier som utvarderat effekten av beteendeterapi pa diabetes mellitus, hjart-och
kérlsjukdom, ledbesvar, somnapné, cancer, depression och angestsyndrom.

Vikt

Totalt identifierades nio SR med mellan 1448 och éver 16000 studiedeltagare samt 13 RCT
med mellan 62 till 590 studiedeltagare. Fyra av SR bedémdes ha hdg studiekvalitet, tre ha
mattlig kvalitet och en ha lag studiekvalitet. Nio RCT bedémdes ha hdg studiekvalitet och fyra
ha mattlig studiekvalitet. Utvarderingstiden var mellan 6 manader och 48 manader. | de nio SR
varierade den absoluta viktnedgangen i interventionsgrupperna mellan - 0,2 till — 1,7 kg
(range) upp till - 3,2 till - 13,4 kg (range). Motsvarande resultat i kontrollgrupperna var +0,6
till + 1,8 kg (range) till - 0,5 till - 7,7 kg (range). | RCT varierade den absoluta nedgangen i
vikt hos patienter med beteendeterapi mellan - 2,1 kg till - 10 kg och hos patienterna i
kontrollgrupperna mellan - 0,2 till - 10,7 kg. Viktminskningen i samtliga SR var statistiskt
signifikant mellan interventions- och kontrollgrupperna. Det var en statistisk signifikant
skillnad i vikt mellan interventions- och kontrollgrupper vid olika tidpunkter i 7 av 13 RCT.
Slutsats:

Beteendeterapi leder till en storre skillnad i viktminskning pa 1,2 till 4,7 kg jamfort med
kontrollgrupper upp till 3 ars uppféljning (SR).

Starkt vetenskapligt underlag (GRADE ©@®®®).

BMI

Totalt identifierades tva SR med totalt 4394 studiedeltagare och tvd RCT med sammanlagt 351
studiedeltagare. De bada SR bedémdes ha hog kvalitet och de ingaende studierna hade
uppfoljningstid mellan 3 till 18 manader. Skillnaden i BMI mellan interventions- och
kontrollgrupperna vid studieavslut var 0,47 kg/m? i den ena och 0,25 kg/m? i den andra SR till
fordel for intervention. Skillnaden var bara statistiskt signifikant i den forstn&mnda SR.
Slutsats:

Beteendeterapi leder troligen till en nagot storre skillnad i reduktion av BMI pa knappt 0,5
kg/m? jamfort med kontrollgrupper under upp till 18 manaders uppféljning (SR).

Mattligt starkt vetenskapligt underlag (GRADE ®@®@0).
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Bibehallande av uppnadd viktreduktion (weight maintenance)

Totalt identifierades en SR med hog studiekvalitet med 1591 deltagare samt tva RCT (en med
hog och en med mattlig studiekvalitet) med 241 respektive 419 deltagare. Utvarderingstiden
varierade mellan 6 och 30 manader. I den systematiska litteraturéversikten var viktandringen
fran — 2,54 till + 4,0 kg i interventionsgrupperna samt + 1,5 till + 5,5 kg i kontrollgrupperna
(6-24 manader). Endast tva studier kunde utvérdera effekten efter 24 manader. Da var inte
skillnaden mellan interventionsgrupperna langre statistiskt signifikant.

| RCT med hdg studiekvalitet var viktandringen fran + 0 kg till + 3,0 kg i interventions-
gruppen jamfort med + 0,5 till + 8,8 kg i kontrollgruppen (6-24 manader). | RCT med mattlig
studiekvalitet sags en viktminskning vid 24 manader om 4,5 till 5,5 kg i interventions-
grupperna jamfort med en 6kning pa 2,4 kg i kontrollgruppen.

Slutsats:

Beteendeterapi jamfort med sedvanlig vard forbattrar troligen behallande av vikt efter
viktminskning pa 6 till 18 manaders sikt. Det ar osakert om effekten bestar under langre tid.
Mattligt starkt vetenskapligt underlag (GRADE @®@0).

Midjeomfang

Totalt identifierades en SR med hog studiekvalitet med 4427 deltagare samt en RCT med
mattlig studiekvalitet med 73 deltagare. Utvarderingstiden var 12 till 18 manader i SR samt 6
manader i RCT. I den systematiska litteraturdversikten minskade midjeomfanget 2,74 cm mer
i interventionsgrupperna jamfort med kontrollgrupperna. I RCT minskade midjeomfanget 3
cm i interventionsgruppen och 0,5 cm i kontrollgruppen vid 6 manader.

Slutsats:

Beteendeterapi jamfort med sedvanlig vard minskar midjeomfanget nagot.

Starkt vetenskapligt underlag (GRADE ©@®®®).

Blodtryck

En SR med hdg studiekvalitet samt fyra RCT av mattlig studiekvalitet kunde identifieras. SR
inkluderade 4427 deltagare. | RCT ingick mellan 94 och 390 deltagare. Utvérderingstiden
varierade mellan 6 och 24 manader. | SR minskade det systoliska blodtrycket 2,5 mm Hg mer
och det diastoliska blodtrycket minskade 1,9 mm Hg mer i interventionsgrupperna jamfort
med kontrollgrupperna. | RCT varierade forandringen i det systoliska blodtrycket mellan + 0,3
till -10 mm Hg i interventionsgrupperna under 6 - 24 manader jamfort med + 0,8 till - 13 mm
Hg i kontrollgrupperna. Det diastoliska blodtrycket minskade med - 0,5 mm Hg till - 4 mm Hg
I interventionsgrupperna samt - 0,9 till - 4 mm Hg i kontrollgrupperna.

Slutsats:

Beteendeterapi jamfort med sedvanlig vard kan resultera i en liten till ingen skillnad i
blodtryck. Begréansat vetenskapligt underlag (GRADE ©@®00).
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Summary of Findings (SoF) -
Behavioral treatment compared to controls

I: p<0.05 over time
C: n.s. over time

Outcomes Study design Absolute effect Certainty
Number of studies Relative effect (For SR see of evidence
Total number of Appendix) GRADE
patients
Weight 9 SR (n>36000) | Mean difference (95%Cl) Average from 13
13 RCT (n=2964) | -4.71 (-4.97 to -4.45) kg RCT DODD
(12 mo., 6 studies) 6 mo High
to -1.23 (-2.28 to -0.18) kg I: 2.1 t0 -10.0 kg
(24 mo. 15 studies)
Absolute values: C:-0.210-10.7 kg
Intervention: n.s. between groups
(-13.4 to -3.2 kg) to (-1.7 to -- inall 13 RCT
0.2 kg)
Control: 12-48 mo
(6.9 to -1.0) to (0.6 to 1.8 kg) I: -1.5to -7.3
C:-0.2to-5.5 kg
n.s. between groups
Statistically significant in all SRs | inall 13 RCT
Over time:
In 9/13 RCT: p<0.05
In 4/13 RCT: n.s.
BMI 2 SR (n=4394) |-0.47 (-0,75 to -0.19) kg/m?
2 RCT (n=351) |-0.25(-0.50 to 0.01) kg/m? @e®0
Moderate *
Weight 1 SR (n=1591) ) 6-24 mo P00
maintenance 2 RCT (n=660) | Range in SR: I: 0 to 3.0 kg kg Moderate *
24 — 120 weeks C:0.5t08.8kg
I:-2.54 t0 4.0 kg
C:1.50t0 5.5 kg
P<0.05 between groups at 24
weeks
n.s. between groups at 120 weeks
Waist 1 SR (n=4427) 52-76 weeks Mean DDDD
circumference 1 RCT (n=73) -2.74 (-4.08 to -1.40) cm I: 6 mo: -3.0 cm High
C: 6 mo: -0.5cm
p=0.02 between
groups
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Summary of Findings (SoF) -

Behavioral treatment compared to controls forts.

Outcomes Study design Relative effect Absolute effect Certainty
Number of studies of evidence
Total number of GRADE
patients
Blood pressure 1 SR (n=4427) Mean difference (95%CI) SBP ®D0O0
4 RCT (n=1199) | SBP 6-24 mo 6-24 mo Low ?

-2.48 (-3.25 t0 -1.71) mm Hg
DBP 6-24 mo

-1.92 (-2.65 to -1.19) mm Hg

I: +0.3t0 -10 mm Hg
C: +0.8 to -13 mm Hg
1&C: p<0.05 over
time (6-12 mo)

n.s. between groups at
any timepoint

DBP

6-24 mo

I:-0.5 to -4 mm Hg
C:-0.9to -4 mm Hg
n.s. over time and
between groups

Footnotes:

! Some study limitations due to drop-out >20%.
2Some study limitations due to drop-out >30%
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Intervention med fysisk aktivitet

| de studier som utvarderat effekterna av fysisk aktivitet har graden av fysisk aktivitet i saval
interventionsgrupperna som i kontrollgrupperna varierat mellan de olika studierna. Aven
ovriga kost- och livsstilsrad varierar i de olika studierna. Detta framgar tydligt av
sammanstallningen i Appendix 2-3-2. Slutsatserna avseende effekterna av den fysiska
aktiviteten i sig kan darfor endast bli kvalitativa och de kvantitativa utfallsmatt som
presenteras i Appendix och i SoF-tabellerna bér endast betraktas som exempel pa vad som kan
uppnas med olika behandlingsprogram.

Mortalitet
Det saknas studier som utvarderat effekten av fysisk aktivitet pa mortalitet.

Sjuklighet
Det saknas studier som utvarderat effekten av fysisk aktivitet pa diabetes mellitus, hjart-och
karlsjukdom, ledbesvar, somnapné, cancer, depression och angestsyndrom.

Vikt

Effekter av fysisk pa vikt redovisades i sex SR. Fem beddémdes vara av hog kvalitet och en av
lag kvalitet. Tva av Gversikterna inkluderade 43 respektive 25 RCT. Efter den senaste
publicerade SR (litteratursékning fram till december 2013) har ytterligare nio RCT
publicerats. Tre av dessa var av hog och tva av medelhdg kvalitet. Uppfoljningstiden i
studierna varierade mellan en till 18 manader. Studierna visade olika resultat med saval
reduktion som 6kning i vikt hos de studiegrupper som 0kat sin fysiska aktivitet.

Slutsats:

Fysisk aktivitet resulterar troligen i en liten viktforandring jamfort med sedvanliga atgarder. |
SR varierade den absoluta forandringen i vikt hos patienter som randomiserats till 6kad fysisk
aktivitet mellan -1,2 kg till -8,7 kg och hos patienterna i kontrollgrupperna mellan + 0,6 till -
8,4 kg. | RCT varierade motsvarande absoluta viktforandringar mellan -5,2 till - 11 kg i
interventionsgrupperna och — 0,1 kg till — 8,1 kg i kontrollgrupperna. Mattligt starkt
vetenskapligt underlag (GRADE ©®@0).

BMI

Tva SR som inkluderat 9 respektive 43 RCT redovisade effekten av fysisk aktivitet pa BMI.
Bada 6versikterna bedémdes vara av hog kvalitet. Efter den senaste publicerade systematiska
oversikten (litteratursokning fram till december 2013) har ytterligare fyra RCT publicerats. En
av dessa bedémdes vara av hog kvalitet och dvriga av medelhog kvalitet. Uppféljningstiden i
studierna var 3 till 18 manader.

Slutsats:

Fysisk aktivitet minskar troligen BMI n&got jamfort med kontroll, storleksordning 1 kg/m?.
Mattligt starkt vetenskapligt underlag (GRADE @®@0).

HTA-rapport Icke-kirurgisk behandling av fetma och 6vervikt 28(67)



Midjeomfang

Tre SR redovisade effekterna av fysisk aktivitet pa midjeomfang. De bedémdes samtliga vara
av hog kvalitet. De inkluderade 5, 6 respektive 12 RCT. Efter den senaste publicerade SR
(litteratursokning fram till december 2012) har ytterligare fyra RCT publicerats. En RCT var
av hog kvalitet och 6vriga av medelhtg kvalitet. Uppfoljningstiden i studierna var 6 till 12
manader.

Slutsats:

Fysisk aktivitet resulterar troligen i liten skillnad i minskning av midjeomfang.
(storleksordningen 2 cm jamfort med kontrollgrupperna).

Mattligt starkt vetenskapligt underlag (GRADE ®@®@0).

Blodtryck
Tva SR redovisade effekterna av fysisk aktivitet pa blodtryck. De bedomdes samtliga vara av

hog kvalitet. De inkluderade 5, 6 respektive 13 RCT. Efter den senaste publicerade
systematiska Oversikten (litteratursokning fram till december 2012) har ytterligare tva RCT
publicerats. En RCT var av medelhdg kvalitet och en av l1ag kvalitet. Uppfoljningstiden i
studierna var 3 till 12 manader. Studierna visar varierande resultat.

Slutsats:

Fysisk aktivitet resulterar troligen i en liten eller ingen skillnad i férdndring av det systoliska
och diastoliska blodtrycket. Mattligt starkt vetenskapligt underlag (GRADE ®®@®0).

Glukosmetabolism

Tva SR har redovisat effekterna av fysisk aktivitet pa glukosmetabola variabler. De bedomdes
samtliga vara av hog kvalitet. De inkluderade 10 respektive 25 RCT. Efter den senaste
publicerade systematiska dversikten (litteratursokning fram till december 2010) har en RCT
publicerats. Den bedémdes vara av hog kvalitet. Uppfoljningstiden i studierna var 3 till 18
manader. Studierna visar att fasteblodsocker reduceras numeriskt sett mer i grupperna med
Okad fysisk aktivitet och insulinkansligheten matt med HOMA-index 6kar jamfért med
kontrollgruppen, men skillnaderna ar inte statistiskt signifikanta.

Slutsats:

Fysisk aktivitet kan resultera i en liten eller ingen skillnad i forandring av
glukosmetabolismen. Begransat vetenskapligt underlag (GRADE ©®00).

Livskvalitet

Ingen SR har sammanstallt resultat avseende effekterna av fysisk aktivitet pa livskvalitet. Tva
RCT av hog kvalitet har publicerats. De har presenterat sina resultat med olika kvalitetsmatt.
Resultaten ar inte samstammiga avseende forbattring eller forsamring i de tva studierna. Ingen
statistiskt sakerstalld skillnad kunde ses for tva av tre livskvalitetsmatt medan ett tredje visade
en fordel for de som tillhdrde patientgruppen med fysisk aktivitet.

Slutsats:

Det ar osakert huruvida fysisk aktivitet forandrar livskvaliteten.

Otillrackligt vetenskapligt underlag (GRADE ©000).
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Summary of Findings (SoF) -
Treatment with physical activity compared to controls.

2RCT
(n=1941)

follow-up:
+2.2t0-2.9/
+0.9to - 1.1 mmHg
(3 - 12 months)

Statistically significant
in1SR.
No statistical test
in 2 SRs

-31t0 -4/-7 to -8 mm Hg
compared to
-2 to-4/-3 to-7 mm Hg

Non-significant

Outcomes Study design Relative effect Absolute effect’ Certainty
Number of studies of evidence
Total number of (For SR see Appendix) GRADE
patients
Weight 6 SR In SRs In RCTs D®DDO
(n =264 - 3 476) Mean difference at At 6-18 months: Moderate!
follow-up: -0.5t0-11.0kg
+3.6t0- 3.7 kg compared to
(1 - 18 months) +0.6t0-8.1 kg
9 RCT
(n=2112) Statistically significant Statistically significant
in5 SRs in 4 RCTs and
non-significant in 5 RCTs
Body Mass Index 2 SR In SRs In RCTs ODD0
(n=1116-3476) Mean difference at At 6-18 months: Moderate!
follow-up: - 0.6 t0 - 1.8 kg/m?
- 0.3 to- 1.0 kg/m? compared to
(3 - 12 months) +0.2 to -0.4 kg/m?
4 RCT
(n=1292) Statistically significant Statistically significant
in both SRs in 2 RCTs and
non-significant in 1 RCT
Waist 3SR In SRs In RCTs OPD0
circumference (n =542 -741) Mean difference at At 6 — 12 months: Moderate!
follow-up: +0to-7.3cm
-0.1to-2.1cm compared to
(2.5 - 12 months) +1.4 to-2.0cm
4RCT
(n=1224) Statistically significant Statistically significant
in 2 SRs. in 2 RCTs. No statistical test
No statistical test in 2 RCTs.
in1SR
Blood pressure 3SR In SRs In RCTs ODD0
(n =542 -3 476) SBP/DBP - Mean At 6 -12 months: Moderate!
difference at SBP/DBP
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Outcomes Study design Relative effect Absolute effect’ Certainty
Number of studies of evidence
Total number of GRADE
patients
Fasting Glucose 2SR In SRs 1 RCT ®D00
(n=3476) Mean difference: At 12 months: Low!?
-0.2to-0.1 mmol/l HOMA-IR:
(2.5 - 12 months) +0.3
compared to
-01
HOMA-IR 1RCT
(n=302) Non-significant Non-significant
in both SRs
Footnotes:
i, Mean baseline value minus post-study value in the intervention groups compared to the control groups
1. Some inconsistency,
2. Some study limitations,
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Intervention med kost och lagenergipulver

Kost - En Oversiktlig sammanfattning av delar ur Mat vid fetma — en systematisk
litteraturdversikt, Statens beredning fér medicinsk utvardering, 2013.

Statens beredning for medicinsk utvardering, SBU publicerade 2013 en rapport "Mat vid
fetma — en systematisk litteraturoversikt”. Rapporten ar en genomgang av effekten pa vikt,
biokemiska riskmarkérer, sjuklighet och dod av kostsammansattningar och kostmonster,
livsmedel, drycker, lagenergipulverpreparat (VLED/LED) och kombinationsbehandlingar av
energirestriktion och fysisk aktivitet vid fetma (SBU 2013). Har foljer en 6versiktlig
sammanfattning pa effekt av kostsammanséttningar och VLED/LED-pulver pa vikt.

Kostsammanséattningar:

o Mittlig lagkolhydratkost (<40 energiprocent (E%) kolhydrat) och strikt lagkolhydratkost
(<20 E%) kolhydrat) gav 1,5 till 3 kg, statistiskt sakerstélld storre viktminskning jamfort
med kontrollkost (oftast lagfettkost) pa sex manaders sikt. Pa 12 till 24 manaders sikt
kvarstod inga statistiskt signifikanta skillnader mellan interventions- och kontrollgrupper.

Vidare fann man i ”’Mat vid fetma” (SBU 2013) att fyra kostsammansattningar och
kostmonster gav en signifikant viktminskning pa 2 — 11 kg under 6 till 12 manader jamfort
med baslinjedata. Det forelag inga statistiskt sakerstallda skillnader mellan de olika
kostinterventionerna och respektive interventions kontrollkost.

Lagfettkost

Hogproteinkost

Kost med lagt glykemiskt index

Medelhavskost

Tabell
Viktandring i interventions- respektive kontrollgrupper efter sex, 12 och 24 manader. Data
baserad pa underlag i ’Mat vid fetma™ (SBU 2013)

Intervention vs. kontroll 6 manader, kg 12 manader, kg 24 manader, kg
Mattlig lagkolhydratkost vs. -10,1vs. -8,5 -9,2vs. -8,5 -6,3 vs. -7,4
lagfettkost

Strikt lagkolhydratkost vs. lagfettkost -5,5vs. -2,4 -2,4vs. -2,4 -1,5vs. -0,2
Strikt lagkolhydratkost vs. -7,0vs. -6,9 - -

hdgproteinkost
Strikt lagkolhydratkost vs. kost med -11,1 vs. -6,9 - -
lagt glykemiskt index

Hogproteinkost vs. lagfettkost -3,6 vs. -3,9 -3,4 vs. -2,7 -3,9vs. -6,0
Hogproteinkost vs. - -2,7Vs. -2,2 -
standardproteinkost

Strikt lagfettkost vs. lagfettkost -6,7 vs. -4,7 -6,6 vs. -4,6 -
Medelhavskost vs. lagfettkost -8,9 vs. -7,2
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Kommentar till kostinterventionerna i ’Mat vid fetma” (SBU 2013)
| samtliga studier som ligger till grund for slutsatserna om kostsammansattningars effekt pa

vikt fick deltagarna rad om att minska intaget av sotsaker, lask, bakverk och snacks samt 6ka
intaget av gronsaker. | halften av studierna fick deltagarna specifika rad om energirestriktion.
Det rekommenderade livsmedelsvalet for de kolhydratrestriktiva dieterna baserades pa
gronsaker, frukt och bér, fullkorn, fisk, kott och mejeriprodukter. | hélften av dessa studier gav
man rad om intag av sammansatta kolhydrater exempelvis fullkornsbrod och omattade fetter
samt begransning av mattade fetter medan i halften av studierna gav rad om “the Atkins diet”
eller ”Atkins-liknande™ kost.

Lagenergipulver — en sammanfattning

Nér viktminskning vid fetma inleddes med en period med strikt VLED/LED (450-800
kcal/dag) minskade vikten 8,7 kg mer jamfort med energireducerad kost som ensam
behandling pa 6 manaders sikt. Efter 12 respektive 24 manader var viktminskningen 5,2 kg
respektive 2,7 kg storre i interventionsgrupperna jamfort med kontrollgrupperna.
Interventionsstudierna som ligger till grund for slutsatserna om lagenergipulver stods av
systematiska Gversiktsstudier som visar gynnsam paverkan pa vikt (Franz et al. 2007,
Mulholland et al. 2012), midjeomfang, blodlipider och blodtryck upp till tva ar (Mulholland et
al. 2012).

Sammantaget visar delarna om kostsammansattning, kostmonster och lagenergipulver i ’Mat
vid fetma” (SBU 2013) att det finns sex kostmonster som ger viktminskning pa sex till 12
manaders sikt, &ven om rapporten inte kunde visa statistiskt signifikanta skillnader mellan
intervention- och kontrollgrupp forutom for strikt respektive mattlig lagkolhydratkost pa sex
manaders sikt. Rapporten visar ocksa att lagenergipulver som maltidsersattare vid
fetmabehandling ar en effektiv metod for att reducera energiintaget och uppna métbar
viktminskning 6ver en tidsperiod om tva ar.

Ny uppdaterad litteratursokning och resultatsammanstallning for den aktuella HTA-
rapporten

| Mat vid fetma™ (SBU 2013) gjordes meta-analyser for de ingaende skillnaderna mellan
kostsammanséttningar vilket inte gjorts i den aktuella HT A-rapporten. Detta innebér att dessa
resultat inte ar direkt jamforbara med de fran resultaten fran ’Mat vid fetma’ (SBU 2013) och
slutsatser om eventuell fordjupad eller bredare kunskapsbas bor tolkas med forsiktighet.
Nedan presenteras slutsatser med hansyn till effekt pa framfor allt vikt, midjeomfang och
blodtryck fran den aktuella HT A-rapportens uppdaterade litteratursékning. Fran denna
framgar att det fortfarande saknas studier om effekt av kostsammansattningar pa mortalitet,
morbiditet, lakemedelsanvandning och till stor del ocksa livskvalitet.

Kostsammanséttning

Mortalitet
Det saknas studier som utvarderat effekten av olika typer av kost och lagenergipulver pa
mortalitet.
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Sjuklighet
Det saknas studier som utvarderat effekten av typer av kost och lagenergipulver pa diabetes
mellitus, hjart-och kéarlsjukdom, ledbesvér, somnapné, cancer, depression och angestsyndrom.

Nedan summeras resultaten angaende kostsammansattningar och lagenergipulver. Detaljerad
resultatsammanstélining finns i Appendix och i Summary of Findings-tabeller.

1. Energirestriktiv ketogen kost jaAmfort med energirestriktiv kost vid fetma

Vikt

En randomiserad kontrollerad studie identifierades som bedomdes ha mycket lag studiekvalitet
(avdrag gjordes for endast en studie och bortfall >30%). Studien inkluderade 79 deltagare och
varade i 12 manader. Vikten minskade med 22,8 kg respektive 19,9 kg efter 8 respektive 12
manader i interventionsgruppen. | kontrollgruppen var motsvarande varden -7,1 kg och -7,0 kg
efter 8 respektive 12 manader.

Slutsats:

Det ar osdkert huruvida rad om energirestriktiv ketogen kost jamfért med rad om
energirestriktiv kost for personer med fetma kan forbattra viktminskning pa 8 respektive 12
manaders sikt.

Otillrackligt vetenskapligt underlag (GRADE ©000).

Summary of Findings (SoF) — Dietary treatment including low energy liquid diet

1. Energy-restricted ketogenic diet versus energy-restricted diet

Outcomes Study design Relative effect Absolute effect Certainty
Number of (95%Cl) of evidence
studies GRADE
Total number of
patients
Weight 1RCT 8 mo.
n=79 I:-22.8 kg 10 0e)
C:-7.1kg Very low !
12 mo
I:-19.9 kg
C:-7.0 kg
Between groups:
8 mo: P<0.0001
12 mo: P<0.0001

Footnote:
! Limitations due to one single study and >30% drop-out
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2. Lagkolhydratkost jamfort med hogkolhydratkost vid fetma

Vikt

Tre randomiserade kontrollerade studier identifierades varav en bedémdes ha hog
studiekvalitet och tva bedomdes ha lag studiekvalitet (avdrag for bristande precision och
bortfall >25%). Antalet deltagare varierade mellan 47 och 193. Samtliga tre studier varade 6
manader. Viktminskningen var mellan 3,5 kg och 12 kg i interventionsgruppen jamfort med
11,5 till 20,5 kg i kontrollgruppen.

Slutsats:

Rad om lagkolhydratkost jamfort med rad om hogkolhydratkost for personer med fetma kan
resultera i en liten eller samre viktminskning pa 6 manaders sikt.

Begransat vetenskapligt underlag (GRADE @®00).

Midjeomfang

Tva randomiserade kontrollerade studier identifierades varav en bedémdes ha hog
studiekvalitet och en bedomdes ha lag studiekvalitet (avdrag for avdrag for bristande precision
och bortfall >25%). Antalet deltagare var 115 respektive 193. Bada studierna varade i 6
manader. Midjeomfanget minskade 1,7 cm respektive 10,6 cm i interventionsgrupperna och
9,1 cm och 14,3 cm i respektive studies kontrollgrupper.

Slutsats:

Rad om lagkolhydratkost jamfort med rad om hogkolhydratkost for personer med fetma kan
resultera i en liten eller ingen minskning av midjeomfanget pa 6 manaders sikt.

Begransat vetenskapligt underlag (GRADE @®00).

Blodtryck

En randomiserad kontrollerad studie identifierades som bedomdes ha mycket lag studiekvalitet
(avdrag for bristande precision, endast en studie och bortfall >25%). I studien ingick 115
deltagare och varade i 6 manader. Systoliskt blodtryck minskade med 11 mm Hg i
interventionsgruppen och med 8,7 mm Hg i kontrollgruppen. Diastoliskt blodtryck minskade
med 8,2 mm Hg i interventionsgruppen och med 6,4 mm Hg i kontrollgruppen.

Slutsats:

Det ar osakert om rad om lagkolhydratkost jamfért med rad om hégkolhydratkost for personer
med fetma resulterar i forandring i systoliska eller diastoliskt blodtrycket pa 6 manaders sikt.
Otillrackligt vetenskapligt underlag (GRADE ©000).
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2. Diet, Low-carbohydrate versus high-carbohydrate diet

Between groups: n.s.

P<0.01 over time

Outcomes Study design Relative effect Absolute effect Certainty
Number of (95%CI) of evidence
studies GRADE
Total number
of patients
Weight 3RCT 6 mo @@00
n=355 I:-3.5t0-12.0 kg Low?
C: 6 mo: -11.5t0 -20.6 kg
2/3 RCT n.s.
Waist 2RCT 6 mo @00
circumference n=308 I:-1.7 t0 -10.6 cm Low?
C:-9.1t0-14.3cm
Between groups: n.s.
P<0.01 over time
Blood pressure 1RCT SBP, 6 mo ®000
n=115 1:-11.0 mm Hg Very low 2
C:-8.7 mm Hg
DBP, 6 mo
1:-8.2 mm Hg
C:-6.4 mm Hg

Footnote:

! Limitations due limited precision (three 6 months studies included) and drop-out >25%.
2 Limitations due limited precision due to one single study, drop-out >25%.
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3. Lagkolhydratkost jamfort med lagfettkost vid fetma

Vikt

Tva SR med totalt 10498 deltagare och med hog studiekvalitet och en utvérderingstid om 3-24
manader samt tre randomiserade kontrollerade studier identifierades varav tva bedémdes ha
hog studiekvalitet och en RCT bedémdes ha mattlig studiekvalitet (avdrag for bortfall >20%).
De tre RCT inkluderade 148 till 227 deltagare med en utvérderingstid om 6 till 12 manader.

I SR var viktminskning med energirestriktion var 8,7 kg medan viktminskning utan
energirestriktion -0,74 kg efter 3-6 manader. Efter 12 -24 manader var viktminskningen med
energirestriktion 7,3 kg och -0,48 kg utan energirestriktion.

Viktminskningen i interventionsgrupperna var efter 6 manader 5,6 kg till 11,4 kg.
Viktminskning i kontrollgrupperna efter 6 manader var 2,3 kg till 6 kg. Efter 12 manader var
viktminskning i interventionsgrupperna mellan 2,3 kg och 9,7 kg. I kontrollgruppen var
viktminskningen mellan 1,8 kg och 2,7 kg.

Slutsats:

Rad om lagkolhydratkost jamfort med rad om lagfettkost for personer med fetma forbattrar
troligen viktminskningen pa 6 till 12 manaders sikt. Den absoluta viktnedgangen ar mattlig.
Mattligt vetenskapligt underlag (GRADE @@@0).

Midjeomfang

Tre randomiserade kontrollerade studier identifierades varav tva bedomdes ha hog
studiekvalitet och en RCT beddmdes ha mattlig studiekvalitet (avdrag for bortfall >20%).
Studierna inkluderade 148 till 227 deltagare med en utvérderingstid om 6 till 12 manader. |
interventionsgrupperna minskade midjeomfanget vid 6 manader med mellan 5,6 till 9,5 cm
och i kontrollgruppen minskade midjeomfanget med 2,2 till 6 cm. Vid 12 manader hade
midjeomfanget i interventionsgrupperna minskat till 6 cm respektive 9 cm (tva studier).
Motsvarande i kontrollgrupperna var -2,8 cm respektive -6 cm.

Slutsats:

Rad om lagkolhydratkost jamfort med rad om lagfettkost for personer med fetma ger troligen
mindre midjeomfang pa 6 manader manaders sikt.

Mattligt vetenskapligt underlag (GRADE @@@0).

Blodtryck

I SR med 3209 deltagare om 3-6 manader samt tre randomiserade kontrollerade studier
identifierades varav tva bedémdes ha hdg studiekvalitet och en RCT bedomdes ha mattlig
studiekvalitet (avdrag for bortfall >20%). RCT inkluderade 79 till 227 deltagare med en
utvarderingstid om 6 till 12 manader. | interventionsgrupperna minskade systoliskt blodtryck
vid 6 manader med 2 till 9 mm Hg och med 0,1 till 8 mm Hg i kontrollgrupperna. Vid 12
manader systoliskt blodtryck minskat med 0,5 till 9 mm Hg i interventionsgrupperna och 11
till +4 mm Hg i kontrollgrupperna. Vid 6 manader var skillnaden i diastoliskt blodtryck mellan
-0,1 till 8 mm Hg i interventionsgrupperna samt -5 till +1,6 mm Hg i kontrollgrupperna. Vid
12 manader var motsvarande — 5 till +1,5 mm Hg i interventionsgrupperna samt -6 till +2,5
mm Hg i kontrollgrupperna.

Slutsats:

Rad om lagkolhydratkost jamfort med rad om lagfettkost for personer med fetma har troligen
liten eller ingen effekt pa blodtrycket pa 12 manaders sikt.

Mattligt vetenskapligt underlag (GRADE @@@0).
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Livskvalitet

En randomiserad kontrollerad studie identifierades. Den bedomdes ha mattligt studiekvalitet
(avdrag for bortfall >20%). Studien inkluderade 227 deltagare. Livskvalitet matt med BDI och
SF-35 forbattrades vid 6 manader i interventionsgruppen jamfért med kontrollgruppen. Vid 12
manader kunde inte nagon skillnad i livskvalitet ses mellan intervention- och
kontrollgrupperna.

Slutsats:

Rad om lagkolhydratkost jamfort med rad om lagfettkost for personer med fetma har troligen
nagot battre effekt pa matt pa livskvalitet (depression och generell hélsa) vid 6 manader men
resulterar troligen i en liten eller ingen forbattring pa 12 manaders sikt.

Mattligt vetenskapligt underlag (GRADE @@@0).
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3. Diet, Low-carbohydrate diet versus low-fat diet

Outcomes Study design Mean difference Absolute effect Certainty
Number of (95%CI) of evidence
studies GRADE
Total number
of patients
Weight 2SR Low-carbohydrate diets vs. control| Low-carbohydrate diet
n=10498 diets vs. low-fat diets ®e®0
3RCT SR 6 mo Moderate *
n=545 With energy restriction I:-5.6 to -11.4 kg
3-6 mo: -8.73 (-7.27 to -10.20) kg C:-2.3t0-2.4kg
12-24 mo: -7.25 (-5.33 t0 -9.25) kg
12 mo
Without energy restriction I:-2.310-9.7 kg
3-6 mo: -0.74 (-1.49 to 0.01) kg C: -2.7t0-1.8 kg
12-24 mo: -0.48 (-1.44 to 0.49) kg
Between groups:
6 mo: p<0.001
12 mo: p<0.01
Waist 3RCT 6 mo ®e®0
circumference n=397 I: -5.9t0-9.6 cm Moderate *
C:-2.2t0-6.0cm
12 mo
I:-6.7t0-9 cm
C::-28t0-5.0cm
Between groups:
6 mo: p<0.05
12 mo: n.s.
1&C: p<0.05 over time
Blood pressure 1SR SBP 3-6 mo. (1 SR) 3RCT 00
n=3209 1:-9 to -1 mm Hg SBP Moderate!
2RCT C: -810-0.06 mm Hg 6 mo
n=397 I:-2.9 mm Hg
SBP 12-24 mo. C:-2.2mm Hg
I:-9to 2.2 mm Hg
C:-11to 3.7 mm Hg
DBP 3-6 mo. (1 SR) 12 mo

I: -4 t0 2.24 mm Hg
C:-3t01.63 mm Hg

DBP 12-24 mo.
I:-5t00.21 mm Hg
C:-6t0 2.5 mm Hg

No significant difference between
groups at any time-point.

I:-0.5t0-2.0 mm Hg
C:-1.3to -4.5 mm Hg

DBP

6 mo
I:-1.7 mm Hg
C:-0.5mm Hg

12 mo
1:0.51t0-0.5 mm Hg
C:0.2t0-1.1 mm Hg

No significant difference
between groups at any
time-point or over time.

HTA-rapport Icke-kirurgisk behandling av fetma och évervikt

39(67)




Outcomes Study design Mean difference Absolute effect Certainty
Number of (95%Cl) of evidence
studies GRADE
Total number
of patients
Quality of life 1RCT Beck’s Depression inventory (BDI DPDO
n=227 Statistical improvement in | Moderate?
compared with C at 6 mo (P<0.01)
but n.s. at 12 mo.
SE-36 Physical function
Statistical improvement in |
compared with C at 6 mo (P<0.01)
but n.s. at 12 mo.
SF-36 Mental
Statistical improvement in |
compared with C at 6 mo (P<0.01)
but n.s. at 12 mo.
Footnote:

! Limitations due to drop-out >20%

2 Limitations due to limited precision (one 6 months study).
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4. Hogproteinkost jamfort med hdgkolhydratkost vid fetma

Vikt

Tre randomiserade kontrollerade studier identifierades varav alla tre bedomdes ha lag
studiekvalitet (avdrag for bortfall >30%). Studierna inkluderade mellan 88 och 120 deltagare
och varade mellan 6 och 12 manader. BMI minskade med tva enheter i bade interventions- och
kontrollgrupper vid 6 manader (en studie). Vid 12 manader minskade vikten med 12 till 18 kg
I interventionsgrupperna och 11 till 16 kg i kontrollgrupperna.

Slutsats:

Rad om hogproteinkost jamfort med rad om hogkolhydratkost for personer med fetma kan
resultera i en liten eller ingen skillnad pa 6 till 12 manaders.

Begransat vetenskapligt underlag (GRADE @©00).

Midjeomfang

En randomiserad kontrollerad studie identifierades som bedémdes ha mycket lag studiekvalitet
(avdrag for endast en studie och bortfall >30%). Studien inkluderade 120 deltagare och varade
i 12 manader. Midjeomfanget minskade med 10 cm i interventionsgruppen och med 7 cm i
kontrollgruppen efter 12 manader.

Slutsats:

Det &r osakert huruvida rad om hogproteinkost jamfort med rad om hogkolhydratkost for
personer med fetma kan forbattra andring av midjeomfang pa 6 till 12 manaders sikt.
Otillrackligt vetenskapligt underlag (GRADE ©000).

Blodtryck

Tva randomiserade kontrollerade studier identifierades som bada bedémdes ha mycket lag
studiekvalitet (avdrag for bortfall >50%). Studierna inkluderade 88 respektive 120 deltagare
och varade i 12 manader. Det systoliska blodtrycket minskade efter 6 manader 7,5 mm Hg och
10 mm Hg i interventions- respektive kontrollgrupperna (en studie). Efter 12 manade hade det
systoliska blodtrycket minskat med 10 mm Hg i bade interventions och kontrollgrupperna i
bada studierna Det diastoliska blodtrycket minskade med 4 mm Hg respektive 3 mm Hg i
interventions respektive kontrollgrupperna vid 6 manader (en studie). Efter 12 manader hade
diastoliskt blodtryck minskat med 6 mm Hg respektive 10 mm Hg i interventionsgrupperna
och 1,4 respektive 10 mm Hg i kontrollgrupperna vid 12 manader.

Slutsats:

Det &r osakert huruvida rad om hogproteinkost jamfort med rad om hogkolhydratkost for
personer med fetma kan forbattra blodtryckssankning pa 12 manaders sikt.

Otillrackligt vetenskapligt underlag (GRADE ©000).

Livskvalitet

En randomiserad kontrollerad studie identifierades med mattlig studiekvalitet (avdrag for
endast en studie bortfall >30%). Studien inkluderade 118 deltagare och varade i 12 manader.
Matt pa livskvalitet (generell hélsa) forbattrades i bada grupperna utan nagon skillnad dem
emellan.

Slutsats:

Det &r osakert huruvida rad om hogproteinkost jamfort med rad om hogkolhydratkost for
personer med fetma kan forbattra livskvaliteten pa 12 manaders sikt.

Otillrackligt vetenskapligt underlag (GRADE ©000).
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4. Diet, High-protein diet versus high-carbohydrate diet

Outcomes Study design Relative effect Absolute effect Certainty
Number of (95%Cl) of evidence
studies GRADE
Total number of
patients
Weight 3RCT 6 mo
n=326 I:-19.0 kg AP0
C: -17.2 kg Low?
12 mo

I:-12.3t0 -18.1 kg
C:-10.9to -15.9 kg

No significant differences
between groups at any time-
point.

| & C: P<0.001 over time

Waist 1RCT 12 mo ®000
circumference n=120 I:-12.6 (6.4) cm Very low?
C:-11.3(7.0) cm

wn

Blood pressure 2RCT
n=208

SBP @000
Very low 2

»

m
I:-7.5t0-11.0 mm Hg
C:-3.1t0-10.1 mm Hg

o

12 mo
I:-10.3 t0 -11.0 mm Hg
C: 12 mo: -1.4 t0 -10.1 mm Hg

No significant differences
between groups at any time-
point.

I & C: P<0.05 to P<0.001 over
time

Quality of Life 1RCT SE-36 ®000
n=118 Vitality, Social functioning, Very low 3
Role emotional, Mental Health
All improved by time in both |
and K but no significant
differences between groups.

Footnote:

! Limitations due to drop-out >30%.

! Limitations due to drop-out >30%.

2 Limitations due to one single study and drop-out >30%.
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5. Hogproteinkost jamfort med kost med standardinnehall av protein vid fetma

Vikt

Fyra randomiserade kontrollerade studier identifierades varav en beddmdes ha hdg
studiekvalitet, tva studier bedomdes ha mattlig studiekvalitet (avdrag for bortfall >20%) och
en studie bedomdes ha lag studiekvalitet (avdrag for bortfall >20% samt for en liten studie).
Studierna inkluderade mellan 40 och 323 deltagare och varade mellan 6 och 24 manader.
Vikten minskade med mellan 3 kg till 10 kg vid 6 manader, 7 kg till 10 kg vid 12 manader och
9 kg vid 24 manader i interventionsgrupperna. | kontrollgruppen minskade vikten med 6 kg till
11 kg vid 6 manader, 7 kg till 1 kg vid 12 manader och 10 kg i kontrollgrupperna vid 24
manader.

Slutsats:

Rad om hogproteinkost jamfort med rad om kost med standardinnehall av protein for personer
med fetma kan resultera i liten eller ingen skillnad i viktminskning pa 6 till 24 manaders sikt.
Begrénsat vetenskapligt underlag (GRADE @®00).

Blodtryck

En randomiserad kontrollerad studie identifierades som bedomdes ha lag studiekvalitet
(avdrag for ensam studie och bristande precision). Studien inkluderade 80 deltagare och
varade i 6 manader. Det systoliska blodtrycket sjonk med 12 mm Hg i bade interventions- och
kontrollgrupper efter 6 manader. Det diastoliska blodtrycket sjonk med 9 mm Hg respektive 7
mm Hg i interventionsgruppen respektive kontrollgruppen.

Slutsats:

Rad om hogproteinkost jamfort med rad om kost med standardinnehall av protein for personer
med fetma ger bagge mattliga blodtrycksminskningar och kan resultera i liten eller ingen
forandring pa 6 manaders sikt.

Begrénsat vetenskapligt underlag (GRADE @®00).
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5. Diet, High-protein diet versus standard-protein diet

Outcomes Study design Relative effect Absolute effect Certainty
Number of (95%Cl) of evidence
studies GRADE
Total number
of patients
Weight 4 RCT 6 mo ®®00
n=519 I:-10.3t0-12.1 % Low!
C:-9.63 t0-10.53 %
12 mo
I:-6.87 to -10.57 %
C-7.381t0-8.55 %
24 mo (1 study)
1:-9.0 %
C:-10.1%
No significant differences
between groups at any time-
point.
| & C: P<0.001 over time
Blood pressure 1RCT SBP ®®00
n=80 6 mo Low ?
I: -8 mm Hg
C:-12 mm Hg
DBP
6 mo
I: -9 mm Hg
C:-5mm Hg

No significant differences
between groups at any time-
point.
| & C: P<0.05 over time

Footnote:

! Limitations due to small study and drop-out >20%.
2 Limitations due to one single study and limited precision.
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6. Lagfettkost jamfort med rad om hogfettkost vid fetma

Vikt

En SR om 7289 deltagare som varade i 4-12 manader och en randomiserad kontrollerad studie
identifierades och bedémdes ha hog studiekvalitet. RCT inkluderade 811 deltagare och varade
i 24 manader. | SR minskade interventionsgruppen nastan 8 kg mer an kontrollgruppen vid 6
manader och drygt 7 kg mer i vikt vid 12 manader. | RCT hade bade interventionsgrupperna
och kontrollgruppen minskat omkring 6,5 kg i vikt efter 6 manader. Efter 24 manader var
viktminskning 3 kg till 4 kg i interventionsgrupperna och 5 kg i kontrollgruppen.

Slutsats:

Rad om lagfettkost jamfort med rad om hogfettkost for personer med fetma forbattrar
viktminskning nagot (SR) pa 12 manaders sikt. I RCT sags en liten eller ingen skillnad i vikt
pa 6 till 24 manaders sikt.

Starkt vetenskapligt underlag (GRADE @©®®).

Midjeomfang

En randomiserad kontrollerad studie identifierades och bedémdes ha mattlig studiekvalitet
(avdrag for endast en studie). Studien inkluderade 811 deltagare och varade i 24 manader.
Efter 6 manader hade bade interventionsgrupperna och kontrollgruppen minskat omkring 7 cm
i midjeomfang. Efter 24 manader hade deltagarna i interventionsgruppen minskat 4 till 6 cm i
midjeomfang och kontrollgruppens deltagare minskat 7 cm i midjeomfang.

Slutsats:

Rad om lagfettkost jamfort med rad om hogfettkost for personer med fetma resulterar troligen
i en mattlig minskning i bagge grupperna men en liten eller ingen skillnad i midjeomfang pa 6
till 24 manaders sikt.

Mattligt vetenskapligt underlag (GRADE @@@0).
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6. Diet, Low-fat versus high-fat diet
Mean difference Absolute effect Certainty
of evidence

Outcomes Study design
Number of (95%CI)
GRADE

studies
Total
number of
patients
1SR 6 mo: LF/AP (65% carbohydrate)
n=7289 -7.99 (-6.01 to -9.92) kg Mean OPOD
1RCT I: 6 mo: -6.54 (kg High
n=811 12 mo: I: 24 mo: -3.26 kg
-7.27 (-5.26 t0 -9.34) kg | HF/AP (45% carbohydrate)
Mean
I: 6 mo: -6.37 kg
I: 24 mo: -3.87 kg
HF/HP (35% carbohydrate)
Mean
I: 6 mo: -6.42 kg
I: 24 mo: -3.98 kg
HF/HP (55% carbohydrate)
Mean
C: 6 mo: -6.80 kg
C: 24 mo: -5.03 kg

Weight

No significant difference
between groups at any time-

point.
1&C: p<0.01 over time

TS

LF/AP (65% carb) Mean
Moderate *

1RCT
n=811 I: 6 mo: -6.52 cm
I: 24 mo: -4.92 cm

Waist
circumference

HF/AP (45% carb) Mean
I: 6 mo: -6.87 cm
I: 24 mo: -5.81 cm

HF/HP (35% carb) Mean
I: 6 mo: -7.03 cm
I: 24 mo: -5.95 cm

LF/HP (55% carb) Mean
C:6mo:-6.93cm
C: 24 mo: -6.84 cm

No significant difference
between groups at any time-
point.

1&C: p<0.01 over time

Footnote
! Limitations due to only one study.
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7. Kost med lagt glykemiskt index jamfort med rad om kost med hogt glykemiskt index
vid fetma

Bibehallande av uppnadd viktreduktion (weight maintenance)

En randomiserad kontrollerad studie identifierades som bedémdes ha mycket lag studiekvalitet
(avdrag for endast en studie och bortfall >40%). Studien inkluderade 256 deltagare och varade
i 12 manader. Samtliga deltagare hade fore randomisering till olika kostsammanséattningar
forst minskat i vikt under 8 veckor med hjalp av lagenergipulver med en genomsnittlig
viktminskning om 11 kg under denna period. Efter den inledande perioden med
lagenergipulver hade deltagare som fatt rad om kost med lagt glykemiskt index 0,8 kg mindre
viktokning pa 12 manaders sikt jamfort med deltagare som fatt rad om kost med hogt
glykemiskt index.

Slutsats:

Det ar osakert om rad om kost med lagt glykemiskt index jamfort med rad om kost med hogt
glykemiskt index for personer med fetma bidrar till bibehallande av vikt pa 12 manaders sikt
efter viktminskning med lagenergipulver.

Otillrackligt vetenskapligt underlag (GRADE ©000).

7. Diet, Low-glycemic index versus high-glycemic index diet

Outcomes Study design Mean difference Absolute effect Certainty
Number of (95%Cl) of evidence
studies GRADE
Total number
of patients
Weight 1RCT From post-LED to the end of
maintenance n=256 12 mo (ITT-LOCF) @000
Very low!
Difference low protein — high Low-protein/low-Gl
protein +6.7 (5.7t0 7.7) kg
28(1.4t04.1) High-protein/low-Gl
p<0.001 +3.9 (3.9 t0 4.9) kg,
Difference highGI - low-Gl High-GlI/ low-protein
-0.8 (-2.2 to +0.5) kg +4.9 (3.9t0 5.9) kg
p=0.024 High-GI/ high-protein
+5.7 (4.8106.7) kg

Footnote:
! Limitations due only one single study and to drop-out >40%.
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8. Paleolitisk kost jamfort med rad om kost baserad pa de nordiska
naringsrekommendationerna vid fetma

Vikt

En randomiserad kontrollerad studie identifierades och bedémdes ha lag studiekvalitet (avdrag
for bortfall >20% i en begransad studie som inkluderade endast kvinnor). Studien inkluderade
70 deltagare och varade i 24 manader. Efter 12 manader hade interventionsgruppen minskat
8,7 kg i kroppsfett och kontrollgruppen 4,4 kg. Inga uppgifter presenterades vid 6 manader
eller 24 manader.

Slutsats:

Rad om paleolitisk kost jamfért med rad om kost baserad pa de nordiska
naringsrekommendationerna for personer med fetma kan resultera i en mattlig viktminskning
pa 12 manaders sikt.

Begransat vetenskapligt underlag (GRADE @®00).

Midjeomfang

En randomiserad kontrollerad studie identifierades och bedémdes ha lag studiekvalitet (avdrag
for bortfall >20% samt for en begrénsad studie). Studien inkluderade 70 deltagare och varade i
24 manader. Efter 6 manader hade interventionsgruppen minskat 11 cm i midjeomfang och
kontrollgruppen 6 cm. Inga data om midjeomfang vid 12 manader eller 24 manader.

Slutsats:

Rad om paleolitisk kost jamfért med rad om kost baserad pa de nordiska
naringsrekommendationerna for personer med fetma kan resultera i en mattlig och béttre
minskning av midjeomfanget pa 6 manaders sikt.

Begrénsat vetenskapligt underlag (GRADE @®00).

8. Diet, Palaeolithic diet versus Nordic Nutrition Recommendation diet

Outcomes Study design Relative effect Absolute effect Certainty
Number of (95%Cl) of evidence

studies GRADE

Total number of
patients
Weight 1RCT Mean difference 0-12 mo @00
n=70 I:-8.7 kg Low!
C:-4.4kg

Between groups:
12 mo: P<0.01
p<0.01 over time

Waist 1RCT Mean difference 0-6 mo @00
circumference n=70 I:-11.1 cm Low?
C:-5.8cm

Between groups:
6 mo: P=0.001
p<0.01 over time

Footnote:
! Limitations due to few participants, women only, and drop-out >20%.
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9. Intermittent energirestriktion jaAmfort med kontinuerlig energirestriktion
vid fetma

Vikt

Tre randomiserade kontrollerade studier identifierades. Tva av dessa hade mattlig
studiekvalitet och en av studierna hade 1ag studiekvalitet (avdrag for bortfall >20% samt
endast kvinnor i samtliga tre studier). Antalet deltagare var mellan 25 och 107.
Utvarderingstiden var mellan 6 och 12 manader. Viktminskning efter 12 manader var i
interventionsgrupperna mellan 2,1 och 8,5 kg. Viktminskningen i kontrollgrupperna var
mellan 4,2 kg till 7,1 kg.

Slutsats:

Rad om intermittent energirestriktion jamfort med rad om kontinuerlig energirestriktion for
personer med fetma kan resultera liten eller ingen skillnad i vikt pa 12 manaders sikt.
Begransat vetenskapligt underlag (GRADE @®00).

Midjeomfang

Tre randomiserade kontrollerade studier identifierades. Tva av dessa hade mattlig
studiekvalitet och en av studierna hade 1ag studiekvalitet (avdrag for bortfall >20% samt
endast kvinnor i samtliga tre studier). Antalet deltagare var mellan 25 och 107.
Utvarderingstiden var mellan 6 och 12 manader. Efter 12 manader var minskning av
midjeomfang i interventionsgrupperna mellan 2,9 till 6,9 cm. Minskningen av midjeomgang i
kontrollgrupperna efter 12 manader var 1,7 till 2,7 cm.

Slutsats:

Rad om intermittent energirestriktion jamfort med rad om kontinuerlig energirestriktion for
personer med fetma kan resultera i liten eller ingen skillnad i midjeomfang pa 12 manaders
sikt. Begransat vetenskapligt underlag (GRADE ®@®00).

9. Diet, Intermittent versus continuous energy restriction

Outcomes Study design Relative effect Absolute effect Certainty
Number of (95%Cl) of evidence
studies GRADE
Total number
of patients
Weight 3RCT 6-12 mo
n=207 I:-2.1t0-8.5 kg @00
C:-4.2to-7.1kg Low!
Time: p<0.05
Between groups: n.s. at any
time point
Waist 3RCT 6-12 mo @00
circumference n=207 I:-291t0-6.9cm Low!
C:-1.7t0-3.9cm
Time: p<0.05
Between groups: n.s. at any
time point

Footnote:

! Limitations due to drop-out >20% in one study and only women as participants in all three studies.
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10. Efter viktminskning med lagenergipulver, bibehallande av vikt av rad om
kostsupplement, fysisk aktivitet, lakemedel, hogproteinkost, maltidsersattning jamfort
med ordinarie omhandertagande

Bibehallande av uppnadd viktreduktion (weight maintenance)

En systematisk dversiktsartikel identifierades som bedémdes ha hdg studiekvalitet. Antalet

deltagare var 2012 och studieperioden var tre till 36 manader. Efter viktminskning med

lagenergipulver som gav 1 till 2 kg viktminskning per vecka i samtliga jamférelser fann man

att:

-fortsatt intag av maltidsersattning minskade vikten med 3,9 kg mer jamfort med kontrollkost

-intag av hogproteinkost gav 1,5 kg storre viktminskning jamfért med kontrollkost

-intag av kostsupplement hav ingen skillnad i vikt (0,0 kg) jamfért med kontrollgrupp

-0vriga koster gav 1,2 kg storre viktminskning jamfort med kontrollgrupp

Slutsats:

e Rad om maltidsersattning jamfort med ordinarie omhandertagande for personer med fetma
forbattrar bibehallande av vikt pa 6 till 12 manaders sikt

e Rad om hogproteinkost jamfort med rad om kost med standardinnehall av protein for
personer med fetma forbattrar bibehallande av vikt pa 6 till 12 manaders sikt

e Rad om kostsupplement jamfort med ordinarie omhéndertagande for personer med fetma
har liten eller ingen effekt pa bibehallande av vikt pa 6 manaders sikt.

e Rad om annan kost jamfort med ordinarie omhéandertagande for personer med fetma har
liten eller ingen effekt
Starkt vetenskapligt underlag (GRADE ©®®®).

10. Diet, Systematic review of weight loss maintenance after low-energy liquid diet.

Outcomes Study design Mean difference Certainty
Number of (95%Cl) pa bibehallande av vikt|  Apsolute effect of evidence
studies pa& 6 manaders sikt. GRADE
Total number
of patients
Weight loss | 1 SR Diet: meal replacement vs. control Not presented PPPD
maintenance | n=2012 -3.9 (-5.0 to -2.8) kg High

Diet: high-protein diet vs. control
-1.5(-2.1t0 -0.8) kg

Diet: supplements vs. control
0.0(-1.4to+1.4) kg

Diet: other diet vs. control
-1.2 (-2.0to -0.4) kg
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Jamforelse av resultat mellan den aktuell litteraturgenomgangen och Mat vid fetma

(SBU 2013)

Interventioner i denna HTA-rapport som inte ingar i ’Mat vid fetma™ (SBU 2013)

e Rad om paleolitisk kost, i folkmun och popularmedia &ven kallad "stenalderskost” jamfort
med rad om kost baserad pa de nordiska naringsrekommendationerna kan resultera i
mattlig viktminskning pa 12 manaders sikt (RCT).

e Rad om intermittent energirestriktion, i folkmun och popularmedia dven kallad "'5-2
dieten” jamfort med kontinuerlig (daglig) energirestriktion, kan resultera i mattlig
viktminskning med liten eller ingen skillnad i vikt mellan grupperna pa 12 manaders sikt
(RCT).

Ovriga interventioner som ingar i den aktuella HTA-rapporten:

e Lagkolhydratkost

Den uppdaterade litteratursékningen bekréaftar i bade RCT och SR resultaten fran ’Mat vid
fetma” (SBU 2013) da mattlig lagkolhydratkost ger en signifikant storre viktminskning pa sex
manaders sikt jamfort med lagfettkost; en statistiskt signifikant skillnad i viktminskning
kvarstar vid 12 manader.

Nar mattlig lagkolhydratkost jamfordes med hogkolhydratkost i tre RCT kunde det konstateras
att kontrollgrupperna i en av tre RCT, som fick rad om att ata hogkolhydratkost, hade en nagot
storre viktminskning jamfort med interventionsgruppen som at lagkolhydratkost, med ett
begréansat vetenskapligt underlag (GRADE @®00). En studie undersokte effekten av
energireducerad ketogen kost (mycket strikt lagkolhydratkost) jamfort med energireducerad
kost med omfattande viktreduktion som foljd i bada grupperna. Dock noterades flera svara
biverkningar till den ketogena kosten. Ovriga effektmétt som midjeomfang och blodtryck
foljde viktandringen.

e Kost med lagt glykemiskt index

Denna kostsammansattning gav i en stor RCT ingen ytterligare effekt pa att behalla vikten
jamfort med andra kostsammansattningar efter en initial viktminskning med lagenergipulver.
Inga andra effektmatt presenterades.

e Hogproteinkost

Den uppdaterade litteratursokningen bekréaftar i RCT resultaten fran *’Mat vid fetma™ (SBU
2013) att hdgproteinkost inte ger storre viktminskning an kontrollkost. Féréandring i blodtryck
foljer viktandringen utan statistiskt sakerstallda skillnader mellan interventions- och
kontrollgrupper.

e Lagfettkost
Underlag fran en SR visar att lagfettkost jamfort med kontrollkost ger stérre viktminskning pa

6 till 12 manaders sikt. Resultat fran en RCT visar att lagfettkost jamfort med hogfettkost ger
liknande viktminskning Over tid. Det kan konstateras att andelen fett i kosten ar underordnad
energirestriktion for viktandring.
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e Lagenergipulver

Den uppdaterade litteratursékningen bekréaftar i SR resultaten fran ’Mat vid fetma™ (SBU
2013) att strikt anvandning av lagenergipulverkost (VLED/LED) leder till 1 till 2 kg
viktminskning per vecka. Den uppdaterade analyserna visar att nar man efter den strikta
perioden fortsatter att anvanda maltidsersattning som en del av forandrade matvanor blir det en
storre viktminskning jamfort med andra mindre energirestriktiva interventioner.

Risker/ komplikationer

Studierna i det vetenskapliga underlaget som ligger till grund for slutsatserna rapporterar, nér
detta gors och med ett undantag (Moreno et al. 2014), inga eller endast fa och milda
komplikationer med de kostsammanséttningar som studeras. Den kostsammanséttning dar man
rapporterat om flera och patagliga komplikationer ar en kraftigt energirestriktiv ketogen kost
(Moreno et al. 2014). Kostraden till denna kost inkluderade ett kolhydratintag <50 gram per
dag fran gronsaker och fran en proteindryck som inneh6ll 4 gram kolhydrater. Symptomen av
den energirestriktiva ketogena kosten inkluderade kraftloshet, matthet, huvudvark,
muskelsvaghet, forstoppning, hyperurikemi och illamaende.

Sammanfattning av kostbehandlingar

Det gar inte att rangordna de kostsammansattningar som ingar i underlaget for denna HTA-
rapport fran mest till minst effekt pa vikt och andra effektmatt, framfor allt pa grund av att
kontrollkosterna varit olika mellan de olika interventionerna. Rad om flera
kostsammansattningar (exempelvis lagkolhydratkost, hogproteinkost och lagfettkost) ger
liknande viktminskning pa 6 till 12 manaders sikt. Den aktuella litteraturgenomgangen och
resultatsammanstallningen visar att lagenergipulver (VLED/LED) ger stérre viktminskning
jamfort med kostintervention med mat. Sammanfattningsvis innebdr resultaten i denna HTA-
rapport att vi kan individualisera kostraden sa att de passar den enskilde patienten med fetma.
De tva helt avgorande faktorerna for en framgangsrik kostbehandling av fetma &r graden av
energirestriktion och hur val man haller sig till den energirestriktiva kosten, det vill saga hur
foljsam man ar. Detta har 6verordnad betydelse for storleken pa viktminskning och hur lange
den kan besta.
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Intervention Mobil- eller webbapplikationer

Interventionen har utgjort av kost -och dietrad via mobil-och webb. Raden har givits
regelbundet, i flera av studierna, dagligen. Kontrollerna vad det galler studier med Mobil- och
Webb-applikationer har utgjorts av nagot av foljande: Standard Care, no intervention,
brochures, information only, self help.

Mortalitet
Det saknas studier som utvarderat effekten av intervention med olika mobil- eller
webbapplikationer pa mortalitet.

Sjuklighet

Det saknas studier som utvarderat effekten av intervention med olika mobil- eller
webbapplikationer pa diabetes mellitus, hjart-och karlsjukdom, ledbesvér, somnapné, cancer,
depression och angestsyndrom.

Vikt

Tio SR, totalt inkluderande 373-8967 patienter samt 16 RCT, inkluderande 51-1388 patienter
identifierades. Av SR var fyra av hog, fyra av medelhdg och tva av lag kvalitet. Fyra RCT var
valgjorda, nio hade vissa begransningar, framfor allt stort bortfall och tre RCT hade ytterligare
begrénsningar. Kvalitetsavdrag orsakades framférallt av ett stort bortfall. Kvalitetsavdrag
gjordes om bortfallet lag dver 20 %. Viktnedgangen i de SR utvarderades efter 3-36 manader
och i RCT efter 6-24 manader.

Slutsats:

Kost och dietrad via mobil/web-intervention leder till en storre skillnad i viktminskning pa 0,5
till 2,5 kg jamfort med kontrollgrupper upp till 2 ars uppféljning (SR). | de tio SR varierade
den absoluta viktnedgangen i interventionsgrupperna mellan — 5,5 kg till £ 0 (range) upp till -
6,3 till +3,9 kg (range). Motsvarande resultat i kontrollgrupperna var -0,7 till + 0,3 kg (range)
till -3,7 till + 1,2 kg (range). | RCT-studierna varierade den absoluta nedgangen i vikt hos
patienter med beteendeterapi mellan -5 kg till -12 kg och hos patienterna i kontrollgrupperna
mellan -0,3 till -1,5 kg. Skillnaden i viktnedgang var statistiskt signifikant i samtliga SR och i
12/16 RCT. Starkt vetenskapligt underlag (GRADE ©@®®®).

Bibehallande av uppnadd viktreduktion (weight maintenance)
Fem SR, totalt 4091 patienter, tva av hog, tva av medel och en av lag kvalitet samt tre RCT,

alla av hog kvalitet och inkluderande totalt 708 patienter utvarderade effekten pa bibehallande
av vikt.

Utvarderingen i de sex SR gjordes efter 6 man till tva ar. Skillnaden i viktnedgang jamfort
med kontroller 1ag pa 0,3 - 0,7 kg efter 6-12 man och pa 0,9 kg efter 24 man till fordel for
interventionen. Skillnaden var signifikant i 3/6 SR. | tre RCT sags en viktuppgang pa mellan
0-2,0 kg efter 6-12 man jamfort med 0,5-3,4 kg hos kontrollerna. Efter 12-24 man sags en
uppgang pa mellan 1,1 -3,4 kg hos interventionsgruppen jamfort med kontroller 2,3 -5,5 kg.
Skillnaden var signifikant i 3/3 RCT.
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Slutsats:

Effekten av Mobil/web-intervention pa bibehallande av vikten &r liten (enstaka kg) jamfort
med standardvard (systematiska 6versikter och randomiserade studier).

Starkt vetenskapligt underlag (GRADE ®@®@®).

BMI

3 SR, tva av hdg, en av lag kvalitet samt fem RCT, varav tre av hog kvalitet utvarderade BMI-
forandring. 1 tre SR 1&g BMI-skillnaden i BMI pa 0,4 - 1,0 kg/m? efter 3-12 ménader jamfort
med kontroller. | samtliga 3 var skillnaden signifikant. | de tre valgjorda RCT sag man en BMI
nedgang pa 1,5 - 2,0 enheter efter 6 manader (kontroll 0,1-0,5) och 1,7 enheter efter 12-24
manader. Skillnaden var signifikant i 4/5 RCT.

Slutsats:

Mobil/web-intervention resulterar i en mattlig stérre BMI-reduktion (0,4-1,0 kg/m?) jamfort
med standardbehandling (systematiska Gversikter). | randomiserade studier noteras likasa en
mattlig BMI reduktion (1,5-2,0 kg/m?) jamfort med standardbehandling.

Starkt vetenskapligt underlag (GRADE ®@®®).

Blodtryck

En SR (totalt 286 patienter) av lag kvalitet samt fyra RCT (totalt 915 patienter), varav tva av
hog kvalitet utvéarderade effekten av mobil/internet-behandling pa blodtryck. I den ena studien
av hog kvalitet sags en liten signifikant skillnad i SBT vid 6 man, ingen signifikant skillnad
vid 24 man och inga signifikanta skillnader i DBT. I den andra valgjorda RCT:n sags storre
nedgangar i bade SBT och DBT vid 6 man, dock inte signifikant skilt fran kontrollerna.
Effekten av mobil/internet-baserade kost och dietrad pa det SBT och DBT var saledes
varierande men vanligtvis liten (1-2 mm) vid 6 man. Skillnaden var signifikant i 2/3 studier.
Vid 24 man sags inga signifikanta skillnader jamfort med kontroller.

Slutsats:

(baserad pa enbart RCT): Mobil/internet-medierad viktnedgang kan resultera i en liten
nedgang i SBT vid 6 man. Begransat vetenskapligt underlag (GRADE @®00).

Livskvalitet

En valgjord RCT, inkluderande 159 patienter identifierades. Livskvalitet mattes med SF-12.
Ingen skillnad i mental score sags jamfort med kontroller efter 6 manader. En liten men
signifikant fordel i fysisk score noterades hos interventionsgruppen.

Slutsats:

Mobil/internet-medierad viktnedgang kan leda till en liten forbattring i livskvalitet/fysiskt
score samt liten eller ingen skillnad i mental score jamfort med standard behandling.
Begransat vetenskapligt underlag (GRADE @®00).
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Summary of Findings(SoF) -

Mobil and web application with advices about diet and physical activity compared to
standard care

Outcomes

difference in favour of
intervention

Study design Relative effect Absolute effect Certainty
Number of studies (95%Cl) of evidence
Total number of (For SR see Appendix) GRADE
patients
Weight 10 SR (373-8967 | SR:Mean difference:-0.5 to-2.5| RCT:-5 to-6 kg after 6 months
patients)+16 rct kg (3-24 months) compared to -0.3 to-1.5 kg DODD
(51-1388 patients) Statistically significant in High
Statistically significant in all 10 12/16 RCT
SR
Weight 6 SR (total 4091 SR:Mean difference:-0.3 t0-0.7| RCT:weight regain:0-2.0 kg vs
maintenance patients)+3 rct kg (6-24 months) 0.5-3.4 kg (6-12 months). PODD
(708 patients) 0.9 kg (24 months) 1-1-3.4 vs 2.3-5.5 kg (12-24 High
Statistically significant in 3/6 months)
SR Statistically significant in 3/3
RCT
BMI 3 SR (7646 SR: Mean difference:-0.4 to-1.00 RCT:BMI decrease of 1-5-2.0
patients)+5 RCT kg/m2 (3-12 months) units (6 months) vs control DPDD
(1030 patients) Statistically significant in 3/3 0.1-0.5. After 12-24 months High
SR 1.7 vs 0.4 units
Statistically significant in 4/5
RCT
Blood pressure 1 SR (286 -4to-11 mmvs-1to-6 mm. | RCT:SBT: 1-2 mm (6 months)
patients)+4 rct Significant in 2/3 studies NS (24 months) ®P00
(915 patients) DBT: NS Low!
Quality of Life 1 RCT (159 Mental score: No difference (6
patients) months) ®P00
Physical score: small sign Low?

Footnotes:

! Serious study limitations due to only two studies of high quality (generalizability) and imprecision in results.
2 Serious study limitation due to only one study (imprecision, low generalizability).
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Intervention Kombination, olika atgarder i kombination (1-5)

Allmant om kontrollinterventioner
Alla systematiska litteraturdversikter som ingar i denna analys omfattar endast randomiserade

kliniska provningar. Det innebar att hela faktaunderlaget bygger pa studier med randomisering
till en eller en kombination av interventioner i jamforelse med en jamférande intervention.
Denna utgors aldrig av ingen behandling alls, utan i allménhet av optimal behandling enligt for
studietiden aktuella behandlingsrekommendationer. Om den aktuella studerade interventionen
utgors av flera atgarder, som beteendeterapi, kostradgivning och fysisk aktivitet, kan
kontrollinterventionen utgdras av tva av dessa tre komponenter, exempelvis kostradgivning
och fysisk aktivitet men inte beteendeterapi.

Look AHEAD-studien

Den i sdrklass storsta studien av effekterna av intensiv livsstilsintervention (ILI) genom en
kombination av atgarder & Look AHEAD (Action for Health in Diabetes). Ett antal studier
utgaende fran Look AHEAD har publicerats och ingr i denna redovisning. Det priméra syftet
var att undersoka de langsiktiga effekterna vid diabetes mellitus av en sadan intervention
syftande till viktminskning genom minskat energiintag och okad fysisk aktivitet.
Jamforelseinterventionen utgjordes av strukturerad uppfoljning (”diabetes support and
education”, DSE). Det primara utfallsmattet utgjordes av incidens av kardiovaskuléra
handelser, men en rad olika andra utfall studerades ocksa, sasom kardiovaskulara
riskfaktorer, diabetesrelaterade effektmatt och komplikationer, kostnadseffektivitet, med
mera.

5145 personer med typ 2-diabetes i aldern 45-75 ar och BMI > 25 kg/m?, rekryterades och
randomiserades till ILI eller DSE. ILI innebar individuell uppfoljning och behandling men
ocksa behandling i grupp, med syfte att minska kroppsvikten med 7 % och att uppratthalla
fysisk tréaningsaktivitet under 175 minuter per vecka. Den mest intensiva behandlingsperioden
var under forsta aret, glesare under de foljande tre aren, varefter deltagarna kontrollerades tva
ganger per ar under aterstoden av studietiden. Olika fordefinierade atgarder anvandes for att
hjalpa deltagarna att uppna behandlingsmalen. DSE-gruppen erbjods tre utbildningssessioner
per ar, och de ordinarie vardgivarna, som skotte behandlingen i 6vrigt, stoddes for att uppna
sedvanliga behandlingsmal.

Studien genomfordes i USA vid 16 centra. Malet var att deltagarna skulle féljas upp till 13.5
ar, men studien avbrots i september 2012 (median for behandlingstid 9.6 ar) pa inradan av
studiens sékerhetskommitté, eftersom en futilitetsanalys visade att det inte fanns
forutsattningar for ett positivt utfall avseende det primara effektmattet, incidens av
kardiovaskular sjukdom.
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Mortalitet

Den systematiska litteratursokningen kunde inte identifiera nagon systematisk éversikt
innehallande anvandbara resultat avseende mortalitet. En vélgjord RCT av hog kvalitet
identifierades. Den studien, Look AHEAD (5145 deltagare), kunde inte pavisa nagon effekt
pa dodlighet hos patienter med typ 2-diabetes och fetma av intensiv livsstilsintervention
jamfort med sedvanlig patientutbildning.

Slutsats:

Livsstils- och viktnedgang genom en kombination av atgarder vid typ 2-diabetes ger troligen
liten eller ingen skillnad i mortalitet jamfoért med sedvanlig patientutbildning.

Mattligt starkt vetenskapligt underlag (GRADE ®®@®0).

Hjart- och karlsjukdom

Vi kunde inte identifiera nagon systematisk 6versikt innehallande anvandbara resultat
avseende risken for hjart- och kérlsjukdom. En valgjord RCT av hog kvalitet identifierades
(5145 patienter). Den aktuella studien, Look AHEAD, kunde inte pavisa nagon effekt pa
risken for hjért- och karlsjukdom hos patienter med typ 2-diabetes och fetma av intensiv
livsstilsintervention jamfort med sedvanlig patientutbildning.

Slutsats:

Livsstils- och viktnedgang genom en kombination av atgarder vid typ 2-diabetes ger troligen
liten eller ingen skillnad i risk for hjart- och karlsjukdom jamfort med sedvanlig
patientutbildning. Mattligt starkt vetenskapligt underlag (GRADE @@®®0).

Nedsatt glukostolerans och diabetes mellitus

En systematisk dversikt inkluderande 84 RCT (antalet patienter ej rapporterat) och en RCT
med 522 patienter identifierades. Den systematiska 6versikten var av hog kvalitet och RCT
var av medelhdg kvalitet. Minskad risk for utveckling av diabetes mellitus kunde pavisas i
SR. En RCT, Diabetes Prevention Study, utvarderade intensiv livsstilsintervention under 4 ar
hos patienter med nedsatt glukostolerans. Resultaten visade 39 % l&agre relativ risk for
utveckling av diabetes jamfort med kontrollgruppen. Incidensen per 100 person-ar var 4.5 (95
% CI 3.8, 5.5) i interventionsgruppen och 7.2 (95 % CI 6.1, 8.5) i kontrollgruppen,
motsvarande 19 % absolut riskreduktion.

Slutsats:

Viktminskning genom en kombination av atgarder minskar risken for utveckling av diabetes
mellitus. Starkt vetenskapligt underlag (GRADE ©@®®®).
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Sémnapne

Vi kunde inte finna nagon systematisk 6versikt innehallande anvandbara resultat avseende
somnapné. En RCT med 246 patienter identifierades. RCTn som var av hog kvalitet
utvarderade forekomsten av somnstérningar i en mindre andel (cirka 5 %) av deltagarna i
Look AHEAD-studien. Resultaten visade lagre risk for sémnstérningar (apnea-hypopnea
index, AHI) och en storre andel studiedeltagare med remission av obstruktiv
somnapnésyndrom (20,7% jamfort med 3,6%) efter intensiv livsstilsintervention jamfért med
sedvanlig patientutbildning.

Slutsats:

Viktminskning genom en kombination av atgarder kan leda till liten eller ingen minskning av
risken for sdmnstérningar vid typ 2-diabetes.

Begransat vetenskaplig underlag (GRADE @®00).

Depression och angestsyndrom

Vi hittade ingen SR med utvardering av avseende risken for depression eller angestsyndrom.
Tva RCT identifierades med 5129 respektive 5145 patienter. De tva studierna hade medelhtg
till hog kvalitet. Look AHEAD-studien (RCT) presenterade tva rapporter dels resultat ett ar
efter starten och dels efter studiens slut (medianen for uppféljningstiden 9.6 ar). Efter 1 ar var
det farre deltagare som uppvisade symtom pa depression efter intensiv livsstilsintervention
jamfort med sedvanlig patientutbildning (9.6% jamfort med 6.3%). Det var dock inte fler som
uppvisade en minskning av symtom av depression. Efter cirka 10 ars uppfoljning sags dock
en 15 % lagre risk for depression hos gruppen som erbjudits intensiv livsstilsintervention.
Slutsats:

Viktminskning genom en kombination av atgarder kan leda till liten eller ingen minskning av
risken for depression vid typ 2-diabetes.

Begransat vetenskapligt underlag (GRADE @®00).

Ledbesvar
Vi kunde inte identifiera nagra studier med utvérdering av ledbesvar.

Cancer
Vi kunde inte heller identifiera nagra studier med utvardering av cancer.

Vikt och BMI

Tio SR och 16 RCT identifierades vilka inkluderade mellan 812 och 8013, respektive mellan
106 och 5145 patienter. De tio SR var av medelhdg till hog kvalitet. SR varierade i
omfattning och uppfoljningstider (cirka 1-5 ar). Med undantag av en RCT rapporterades
statistiskt signifikanta effekter av kombinationer av atgarder med syfte att astadkomma
viktnedgang. Om beteendeterapi ingick i behandlingen tenderade effekterna att 6ka, medan
viktminskningen blev mindre om fysisk tréning ingick. Skillnaden i vikt mellan
studiegrupperna var i allmanhet 1,25 till 7,7 kg. | absoluta matt varierade viktnedgangen i
interventionsgruppen mellan 2 — 10 kg. | de studier som utvarderade BMI var skillnaden
mellan grupperna 1,5 kg/m?.

Av de 16 RCT som utvérderades harrérde tva fran Look AHEAD-studien (data efter 8 ar och
vid studiens slut). Skillnaden i viktnedgang mellan interventions- och kontrollgrupper

HTA-rapport Icke-kirurgisk behandling av fetma och 6vervikt 58(67)



varierade mellan cirka -1,5 och -10 kg, och avseende BMI mellan -0,9 och -1,5 kg/m?, eller
mellan 2,5 och 11,5% i olika studier med olika effektmatt. Den absoluta viktnedgangen i
interventionsgrupperna varierade mellan 1,4 till 14,3 kg och i kontrollgrupperna mellan 1,0
till 3,6 kg. Skillnaderna mellan grupperna var statistiskt signifikanta i alla studierna. Efter 8
ar hade deltagarna i de tva grupperna i Look AHEAD gatt ner 4,7 % respektive 2,1 % av
ursprungsvikten.

Slutsats:

En kombination av atgarder ger en mattlig stérre viktreduktion jamfort med
standardbehandling. Starkt vetenskapligt underlag (GRADE ®@®®®).

Bibehallande av uppnadd viktreduktion (weight maintenance)

En nyligen valgjord SR (45 RCT, 7788 patienter) studerade bibehallande av vikten 12-30
manader efter en initial viktnedgang pa -4,0 till -21,3 kg (5-10%). Beteendeforandringar som
fokuserade pa kost och fysisk aktivitet resulterade i en medelskillnad pa -1,56 (-2,27 to -0,86)
kg efter 12 manader. Orlistat kombinerat med beteende forandringar resulterade i en skillnad
pa -1,80 (-2,54 to -1,06) kg. Statistiskt signifikanta skillnader kvarstod vid 24 men inte vid 30
manader.

Slutsats:

Beteendeférandringar kombinerade med kost och fysisk aktivitet eller med orlistat kan
bibehalla uppnadd viktreduktion pa en 1,5 — 1,8 kg lagre viktniva i upp till tva ar jamfoért med
patienter som erhallit sedvanligt omhandertagande.

Starkt vetenskapligt underlag (GRADE ®@@®®).

Midjeomfang

Ingen systematisk oversiktsartikel studerade midjeomfang, medan fem RCT med mellan 150
och 5145 patienter gjorde detta. Dessa RCT var av medelhdg till hdg kvalitet. De
genomsnittliga effekterna, som var statistiskt skilda mellan interventions- och
kontrollgrupperna i alla fall utom ett, varierade mellan cirka 3 till 12 cm.

Slutsatser:

En kombination av atgarder minskar troligen midjeomfanget mattligt.

Mattligt starkt vetenskapligt underlag (GRADE ®®@®0).

Glukoskontroll vid diabetes, glukosmetabolism

Tre SR med mellan 4659 och 8013 patienter (for en SR rapporterades inte antalet patienter)
samt atta RCT med mellan 106 och 5145 patienter identifierades. De tre SR var av medelhog
till hog kvalitet, liksom de atta RCT. De tre SR studerade effektvariabler vid diabetes eller
variabler relaterade till glukosmetabolismen. Det var sannolikt fa studiedeltagare som hade
diabetes i studierna. Det sags inga effekter pa fastande plasmaglukos och HbA1c i nagon av
studierna, medan det i en av dem sags en statistiskt signifikant effekt pa plasmaglukos tva
timmar efter intag av glukos.

Atta RCT utvarderades. Fastande plasmaglukos var statistiskt signifikant lagre i tre studier av
fem som utvérderade denna variabel som en effekt av aktiv intervention jamfort med
kontrollgruppens behandling. HbAlc sénktes i tva studier av fyra, varav den ena studien var
Look AHEAD, vars deltagare alla hade diabetes mellitus (HbAlc 0.22%-enheter lagre i
interventionsgruppen). Fastande seruminsulin sanktes i en studie av tre. | en studie
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paverkades flera variabler positivt (medan nagra var neutrala) i de behandlingsgrupper som
kombinerade fysisk traning med kostradgivning (insulinkénslighetsindex, HOMA-ir och
insulin under oral glukosbelastning).

Slutsats:

En kombination av atgarder resulterar troligen i sma eller inga effekter i variabler relaterade
till glukosmetabolismen i de studerade populationerna. Vid typ 2-diabetes forbéttras troligen
HbA1c nagot. Mattligt starkt vetenskapligt underlag (GRADE ®®@®0).

Blodtryck

Tre SR med mellan 4659 och 8013 patienter (en SR rapporterade inte antalet patienter) samt
sex RCT med mellan 106 och 481 patienter identifierades. De tre SR var av medelhdg till hog
kvalitet och de sex RCT var av medelhdg till hog kvalitet. De tre SR varierade avseende antal
inkluderade studier och uppféljningstider (cirka 1-5 ar). Overlag sags en viss effekt pa
blodtryck som i allménhet skilde sig signifikant mellan interventions- och kontrollgrupper.
Forandringen av systoliskt blodtryck varierade mellan en sénkning, -10 mm Hg, och en
héjning, + 1 mm Hg, men de vanligaste skillnaderna var 2 till 4 mm Hg mellan grupperna.
Forandringen av diastoliskt blodtryck varierade mellan en sankning, -12 mm Hg, och en
héjning, + 1 mm Hg, men de vanligaste skillnaderna var cirka 2 mm Hg mellan grupperna.
Av sex RCT som utvarderades visade alla utom tva pa signifikanta skillnader i systoliskt
blodtryck mellan behandlingsgrupperna som var statistiskt signifikanta, medan skillnaderna i
diastoliskt blodtryck var signifikant skilda i halften av studierna. Sdnkningen av systoliskt
blodtryck varierade mellan -15 mm Hg och + 5 mm Hg mellan grupperna, och av diastoliskt
blodtryck mellan -5 mm Hg och -1 mm Hg, men de vanligaste skillnaderna var cirka 1-2 mm
Hg och néstan utan undantag till for man for interventionsgrupperna.

Slutsats:

En kombination av atgarder resulterar troligen i liten eller ingen effekt pa blodtrycket.
Mattligt starkt vetenskapligt underlag (GRADE ®®@®0).

Livskvalitet

Vi kunde inte finna nagon SR med utvérdering av livskvalitet. Tva RCT med 407 respektive
5129 patienter identifierades. De tva RCT var av medelhdg och hdg kvalitet. Look AHEAD,
den ena av de tva RCT, visade en positiv effekt pa doméanen fysisk funktion i SF-36 (ett
livskvalitet-instrument), medan den andra studien (genomford i en grupp patienter med
artros) inte kunde pavisa nagon gynnsam effekt pa livskvalitet.

Slutsats:

En kombination av atgarder kan resultera i en liten eller ingen forbattring av livskvalitet.
Begransat vetenskapligt underlag (GRADE @®00).

Lakemedelsanvandning

Vi fann ingen SR med utvardering av anvéndning av olika lakemedel. En RCT identifierades
(5121 patienter). RCTn var av hog kvalitet och visade att deltagare efter intensiv
livsstilsintervention jamfort med sedvanlig patientutbildning anvéande 6 % farre antal
ldkemedel och till en 7 % lagre kostnad.
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Slutsats:

En kombination av atgarder kan resultera i liten eller ingen minskning av
ldkemedelsanvandning och kostnad for ldkemedelsanvandning.
Begransat vetenskapligt underlag (GRADE @®00).

Summary of Findings (SoF) — Treatment with various kinds of combined interventions
compared to standard lifestyle- and dietary advice

-1.80 (-2.54 t0 -1.06 )kg

12 months

Behavioral + Orlistat

Outcomes Study design Relative effect Absolute effect’ Certainty
Number of (95 % CI) of
studies (For SR see Appendix) evidence
Total number of GRADE
patients
Weight 8 SR In 4 SRs* 4 RCTs* PODD
(n=812 - 8013) | Mean difference at follow- At 12- 18 months: High
up: -141t0-14.3kg
-1.25t0-7.7 kg compared to
(12 -18 months) -1.0to-2.4 kg
9RCT Statistically significant Statistically significant
(n=106-5145) in all SRs in 8 RCTs and
non-significant in 1 RCT
Body Mass Index 2 SR In 2 SRs* 3 RCTs* PODD
(n=1580 - 8013) | Mean difference at follow- At 12- 15 months: High
up: - 0.9 to - 5.6 kg/m?
- 0.5 to -1.3 kg/m? compared to
(12 -36 months) - 0.5t0 -2.8 kg/m?
SRCT Statistically significant Statistically significant
(n=106-329) in both SRs inall RCTs
Waist 5RCT 2 RCTs* 3 RCTs* @00
circumference (n=150 - 5145) Difference at follow-up: At 12- 15 months: Moderate
-271t0-3.2¢cm -35t0-7.2¢cm
(12 — 115 months) compared to
-1.8to-5.0cm
Statistically significant Statistically significant
in both RCTs inall RCTs
Weight 1SR Mean difference (95%CI) Behavioral+diet+physical DPDD
maintenance (n-45 trials, 7788 -1.56 (-2.27t0 -0.86) KQ | activity High
patients) 12 months
-1.48 (-2.27 to -0.69) kg
24 months
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Outcomes Study design Relative effect Absolute effect! Certainty
Number of (95%Cl) of
studies evidence
Total number of GRADE
patients
Blood pressure 3SR 3 SRs* 3 RCTs* 0
(n = 4659 — 8013) Mean difference at At 12- 15 months: Moderate
follow-up:
SBP:+0to-4.4mmHg| SBP: +2to-3mmHg
DBP:+0to-14mmHg| DBP:+0to-1mmHg
(12 months)
Statistically significant Statistically significant
6 RCT in 2 SRs and in 1 RCT and
(n=106-481) non-significant in 1 SR | non-significant in 2 RCTs
Fasting 3SR In 2 SRs 1 RCT* Secle)
Glucose (n= 4659 —8013) Mean difference at At 15 months: Moderate
follow-up: -2.7 to -4.2 mg/dL
+0.20 to - 0.29 mmol/I compared to
(12-36 months) + 0.2 mg/dL
1RCT Statistically significant
(n=241) in1 SR and
non-significant in 2 SRs
Footnotes:

* In the Relative and Absolute effect-columns only studies that have reported the outcome in the same way are
summarised. The number of studies may therefore differ compared to the 126 — 159.
i. Mean baseline value minus post-study value in the intervention groups compared to the control groups
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Sammanfattning av olika kombinerade atgarder
o Mattlig viktreduktion
(starkt vetenskapligt underlag, GRADE @®@®®).
e Minskar troligen midjeomfanget mattligt
(mattligt starkt vetenskapligt underlag, GRADE @@®®0),
e Troligen liten eller ingen effekt pa blodtrycket
(mattligt starkt vetenskapligt underlag, GRADE ®@@®@®0).

Vid fetma och samtidigt typ 2-diabetes ses:

e Troligen liten eller ingen skillnad i mortalitet jamfort med sedvanlig patientutbildning
(mattligt starkt vetenskapligt underlag, GRADE @@®®0),

e Troligen liten eller ingen skillnad i risk for hjart- och kérlsjukdom jamfort med
sedvanlig patientutbildning
(mattligt vetenskapligt underlag, GRADE ®®®0),

o Kan resultera i liten eller ingen minskning av risken for sémnstérningar
(begrénsat vetenskapligt underlag, GRADE ©®00),

e Kan resultera i liten eller ingen minskning av risken for depression
(begransat vetenskapligt underlag, GRADE ®@®00),

e Troligen nagon forbattring av HbAlc
(mattligt starkt vetenskapligt underlag (GRADE @®®0),

e Kan resultera i liten eller ingen minskning av ldkemedelsanvéndning och kostnad for
lakemedelsanvandning
(begransat vetenskapligt underlag (GRADE @®00)

Vilken specialitetsforening eller sektorsrad rekommenderar teknologin?

Xl Socialstyrelsen
Xl Specialistforeningar
X Sektorsrad

& Annat
Vilken specialistforening eller sektorsrad?

Beteendeterapi, fysisk aktivitet, kost och en kombination av dessa utgor grunden for
nuvarande fetmabehandling i regionala riktlinjer (VGR, Skane, Stockholm, Ostergétland med
flera), liksom i Nationella riktlinjer for sjukdomsférebyggande metoder. Nuvarande
Handlingsprogram mot 6vervikt och fetma i Véstra Gotalandsregionen (2008) férankrades i
berdrda sektorsrad.
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8. Etiska aspekter

(Appendix 5)

Det &r inget etiskt problem att pa individuell bas erbjuda behandling syftande till viktnedgang
for en patient med fetma. Valet av metod maste dock individualiseras for att optimera
foljsamheten och det skulle vara oetiskt att inte erbjuda sadant behandlingsstod hos den
motiverade enskilde individen, eftersom effekterna for honom eller henne kan vara goda.

Det ar emellertid ett etiskt dilemma att de tillgdngliga metoderna som studerats i
randomiserade studier i genomsnitt resulterar i sma till mattliga effekter pa vikten och att
resultat pa flera ars sikt saknas. Det &r ett etiskt problem att det till stor del saknas studier
avseende effekterna av icke-kirurgiska viktreducerande atgarder pa mortalitet, sjuklighet och
livskvalitet. Halso- och sjukvarden efterfragar starkt dokumentation pa om dessa atgarder
leder till en pataglig och kvarstaende viktnedgang och en battre halsa for att gora prioriteringar
av olika halsoframjande atgardsprogram.

Aven om de studerade behandlingseffekterna ar sma eller mattliga pa gruppniva ar det

sannolikt att det ar av stor betydelse att ytterligare viktuppgang hos personer med 6vervikt
eller fetma forhindras for att motverka fetma-relaterad sjuklighet och forsamrad livskvalitet.

9. Organisationen

Fetmabehandling genom foréndringar av kost, fysisk aktivitet samt genom behandling med
orlistat, beteendeterapi och en kombination av dessa metoder &r i bruk i VGR om an i
varierande omfattning.

Handlingsprogram liknande Handlingsprogrammet mot évervikt och fetma i Véstra
Gotalandsregionen finns och foljs i flera landsting och regioner i Sverige.

Det finns ett kontinuerligt behov av utbildning for personer involverade i behandling av fetma.
Berorda personalgrupper ar lakare, sjukskoterskor, underskoterskor, dietister och
fysioterapeuter.

For narvarande bedrivs fetmabehandling i primarvard och vid Regionalt Obesitascentrum i
VGR vid SU/Sahlgrenska. Den regionala vardprocessen for fetma kommer att utreda och
verka for en spridning av behandlingskompetensen, dels i primarvarden och dels pa sekundar
respektive tertiar vardniva.

10. Ekonomiska aspekter

Nationella riktlinjer for sjukdomsforebyggande metoder (Socialstyrelsen 2011) framhaller de
kostnader for ohalsa som oférdelaktiga levnadsvanor for med sig, det vill séga rokning,
alkohol, bristande fysisk aktivitet, ohdlsosamma kostvanor, men anger att kostnaderna for
behandling av de tva sistndmnda ar svara att berakna. SBU-rapporten Mat vid fetma drar
likartade slutsatser.
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11. Kunskapsluckor

Viktiga vetenskapliga kunskapsluckor

Foéljsamhet

Den langsiktiga framgangen for kirurgisk men i synnerhet for icke kirurgisk fetmabehandling
vilar pa patientens formaga att forandra levnadsvanor, sa att en obalans mellan energiintag och
energiomsattning uppratthalls dver lang tid. Sett ur detta perspektiv kan fetmabehandling ses
som ett omfattande atagande som inbegriper genomgaende forandringar av patientens
levnadsvanor under lang tid. De som framgangsrikt minskat i vikt och lyckats behalla en lagre
vikt under manga ar har forutom férandrade matvanor och fysisk aktivitetsvanor ocksa gjort
omfattande forandringar i hela sin livssituation (Thomas et al. 2014).

Exempel pa detta &r att byta yrke, bryta upp fran relationer, borja tranarutbildningar for att
kunna vidmakthalla gynnsamma levnadsvanor for en lagre vikt. Kunskapen om hur man kan
behalla gynnsamma levnadsvanor for en lagre vikt ar dock begransad. Det behdvs mer
kunskap om hur vi i kliniken kan hjalpa och stédja patienter i behandling till 6kad foljsamhet
till energirestriktiva matvanor éver lang tid. Vilka faktorer och verktyg underlattar, vilka ar
hindren till foljsamhet? Vilka delar i en strukturerad fetmabehandling underlattar respektive
begransar foljsamhet? Kan vi identifiera patienter som har lattare respektive svarare att
uppratthalla godtagbar foljsamhet dver tid?

Individualisering

De bakomliggande forklaringarna till fetma ar manga, och erfarenhetsmassigt star det klart att
olika patienter har helt olika hjélpbehov. Fér vissa ar det avgérande med beteendeterapi, fér
andra kan behovet av kunskap om kost, energi och fysisk aktivitet vara avgorande. Man kan
hé&vda att studierna har en god vetenskaplig design och hdg intern validitet, medan den externa
validiteten, det vill s&ga tillampligheten utanfor studiesituationen, kan vara lagre. Studier av
den maximala effekten av individualiserad behandling saknas, delvis pa grund av att de kan
vara utmanande att genomfora.

Om fetmavarden i storre grad an vad som é&r fallet kunnat identifiera patienter lampliga for en
specifik atgard redan fore behandlingsstart, skulle méjligheterna oka att kunna styra patienten
till ratt behandlingsform dér resurser finns, eller lagga resurser pa effektiva
viktminskningsmetoder. Med kunnande om att identifiera patienter som sannolikt kommer att
minska i vikt (om det ar effektmattet) har man en hog professionell medvetenhet om risken att
utsétta patienten for onddig mental pafrestning av (a4nnu) en behandling utan framgang.
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Neuropsykiatriskt funktionshinder

Det finns en Overrepresentation av fetma bland patienter med neuropsykiatriskt
funktionshinder. Denna patientgrupp har stora svarigheter att minska i vikt. Inte sallan behéver
de mer eller mindre stod fran omgivningen att klara vardagen vilket inkluderar att handla och
laga mat. Sjukdomen i sig kan bjuda pa flera hinder for matvaneforandringar, exempelvis
forlust av impulskontroll, eventuellt nedsatt aptit-mattnadsreglering och uthallighet. Detta ar
endast nagra fa exempel som antyder svarigheterna for dessa patienter att genomfora hallbara
livsstilsforandringar for en lagre vikt men indikerar ocksa behovet av tvarprofessionell
forskning inom bade aptit-méttnadsreglering, somatisk, psykiatrisk och beteendeforskning for
denna patientgrupp.

Nya lakemedel
Nya ldkemedel ar under utprovning och kan forvantas lanseras narmsta aren. Deras effekter

och optimala patientgrupper for dessa aterstar att dokumentera.
Intresse inom er verksamhet att initiera studier inom omradet.

Institutionen for medicin pa Sahlgrenska/SU har en mycket lang tradition med internationellt
framstaende forskning inom omradet évervikt och fetma. Flera studier pagar idag vid
institutionen, varav vissa i samarbete med andra specialistomraden vilka involveras genom
fetmarelaterad samsjuklighet sasom diabetes mellitus eller nedsatt fertilitet.

For narvarande pagar den inledande rekryteringsfasen av en stor tio-arig prospektiv studie som
kartlagger patientgrupperna som genomgar medicinsk jamfort med kirurgisk behandling av
fetma. Bland annat utvérderas socioekonomiskt status och psykiatrisk ohalsa som prediktorer
och riskfaktorer for utfallen och férekomsten av komplikationer efter behandling.
Randomiserade interventionsstudier planeras utifran grundstudiens resultat med syfte att
forbattra behandlingsutfallet vid behandling av fetma.

Vi planerar ocksa nya studier med syfte att utoka kunskapen om befintliga och presumtiva

behandlingsalternativ mot obesitas, for att utvardera effekterna av kost och LED, vérdet av
strukturerad uppféljning, samt introduktion av ett kvalitetsregister for fetmavard.
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12. Diskussion

Syftet med denna HTA &r att utreda det vetenskapliga underlaget for olika metoder att framja
viktnedgang (utan fetmakirurgi). | utvarderingen ingar endast randomiserade kliniska prévningar eller
systematiska Oversikter och metaanalyser av randomiserade studier eftersom sadana utgor den mest
tillforlitliga studietypen att sakerstélla effekterna av en intervention.

Randomiserade Kliniska prévningar har hdg intern validitet men begrénsas ibland av lagre extern
validitet. Dessa studier dr vanligen dyra att genomfora och har darfér som regel kortare
uppféljningstider an observationsstudier och deltagarantalet ar ofta begransat. Nar det géller
interventionsstudier mot dvervikt och fetma har de flesta studierna inte l&ngre duration &n 6 — 24
manader. | en sadan studiesituation ses ofta en sjunkande féljsamhet 6ver tid med det
livsstilsmodifierande interventionsprogrammet och en icke obetydlig andel av deltagarna avbryter
studien i fortid. Detta kan innebéra att statistiska samband mellan intervention och effektmatt
forsvagas, trots att de teoretiska forutsattningarna for att interventionen ska paverka effektmatten
finns.

De epidemiologiska sambanden mellan kroppsvikt, sjuklighet och dod har dock studerats nyligen och
ar inte helt samstammiga avseende BMI-niva med lagst risk. Risken for dod i vasterlandska
populationer &r i en studie rapporterat lagst i BMI-intervallet 22.5-25- kg/m? (Prospective studies
collaboration, 2009) och 6kar dérefter med 6kad BMI. | en annan studie (Flegal et al. 2013) var BMI
mer &n 35 kg/m? associerad med 6kad dodlighet men daremot inte BMI 30-35 kg/m? Detta innebar att
viktminskning i de lagre BMlI-intervallen inte sékert kan forvantas reducera dodligheten pa
populationsniva. Risken for dod och sarskilt kardiovaskular mortalitet 6kar dock darefter med graden
av fetma (Prospective Studies Collaboration 2009). | observationsstudier dér tusentals personer har
observeras under manga ar, har man observerat att de som ater sa kallad ”medelhavsmat” har minskad
risk att insjukna i hjart- och karlsjukdom, i vissa cancerformer, och i Alzheimers- och i Parkinsons
sjukdom (Sofi et al. 2008, Sofi et al. 2014). Den framsta begransningen med observationsstudier ar att
man inte kan styrka kausalitet mellan intervention och utfall.

Att andra livsstil med icke-kirurgiska atgarder, vilket viktnedgang kraver, kan inte direkt jamforas med
andra typer av interventioner, sdsom vid kirurgiska atgarder, eller kontinuerlig lakemedelsbehandling.
Vid livsstilsforandringar med viktnedgang som mal, ar graden av restriktion av energiintag och
foljsamhet till densamma de tva viktigaste framgangsfaktorerna. For de allra flesta studier som utgor
underlaget i denna HTA-rapport avtar foljsamheten till de givna raden med tiden, vilket innebér att
sannolikheten for att na en skillnad mellan interventions- och kontrollgrupperna for ett givet effektmatt
minskar. Deltagarna i kontrollgrupperna har i de allra flesta studier av viktreducerande atgarder som
inkluderats i denna HTA ocksa fatt nagon typ av behandling som paverkar vikten. Detta innebar att
interventions- och kontrollgrupperna narmar sig varandra avseende viktminskningen och andra
forandringar i riskfaktorer. Detta kan medfora att eventuella positiva effekter pa mortalitet, hjart- och
karlsjukdom och nyinsjuknande i diabetes mellitus blir svara att upptécka.

Sammanfattningsvis visar denna HTA-rapport, trots begrénsad foljsamhet bland studiedeltagare, att
man kan genom livsstilsinterventioner som inkluderar restriktion av energiintag, regelbunden fysisk
aktivitet, lakemedel och beteendeférandring na effekter pa vikt och fetma-relaterade riskfaktorer.
Effekter pa dodlighet och hjart- och karlsjukdom har inte kunnat dokumenteras pa gruppniva, men kan
vara betydelsefulla fér den enskilde individen.
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Appendix 1, Search strategy, study selection and reference lists

Question at issue:

What is the efficacy of treatment with the drug orlistat; specified patient behavioural
programmes; increased degree of physical activity; different specified dietary interventions;
or support by IT-applications; or by various combinations of these interventive measures with
regard to mortality, morbidity and weight reduction compared to conventional non-surgical
intervention?

PICO (P= Patients, I= Intervention, C= Comparison, O=Outcome)

P1: Adults > 18 years with BMI > 25 kg/m?”

I: Interventions:
I1- Drug treatment with orlistat
I2- Behavioural therapy
I3- Physical activity
I4- Dietary interventions
I5- Mobile or web-applications
16- Combination therapy (i.e. combinations of 1-5)

C: Conventional intervention

O: Critical for decision-making:
e Mortality
e Morbidity (glucose intolerance, diabetes mellitus, cardiovascular disease,

osteoarthritis, sleep apnoea, cancer, depression and anxiety syndromes)

Important but not critical for decision-making:

Weight and BMI

Blood pressure

Quality of life

e Waist circumference

Not important for decision-making:

e Use of pharmacological therapy

Risks and complications



Limitations

Study design:
Systematic reviews

Randomised controlled trials

Publication dates:

Published after the last date of the latest included systematic reviews
Orlistat: June 2012
Behavioural therapy: November 2012
Physical activity: March 2012
Cost intervention: November 15, 2012
Mobile or web-application: April 2, 2011
Combination therapy: February 2013

Languages:
English, Swedish, Danish, Norwegian, and HTA-reports with an English summary

Study populations:
Predominantly Caucasian populations.
Studies of patient groups with psychiatric illnesses or of pregnant women are excluded.

Time of follow-up:
RCTs with less than 6 months follow-up are excluded.
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Screening

Eligibility

Included

Selection process — flow diagram — Systematic reviews

Records identified through database Additional records identified
searching through other sources
(n = 3274) (n=14)

Records after duplicates removed

(n=2349)
Records screened Records excluded. Did not fulfil PICO or
(n =2349) > other eligibility criteria
(n =2233)
A 4
Full-text articles assessed for Full-text articles excluded by project
eligibility by project group group, with reasons
(n =116%*) (n=72)

See Appendix 3

A\ 4

Studies included in synthesis
(n=46)

See Appendix 2

*The total number of articles assessed for eligibility is 116. Some articles have been assessed by different groups and are
excluded by one and included by another, which is why 46+72 is 118 and not 116.
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Search strategies — systematic reviews

Database: PubMed
Date: 2014-04-24
No of results: 1663

# Searches Result
#23 | Search #14 NOT #18 Filters: Danish; English; Norwegian; Swedish 1663
#19|Search #14 NOT #18 1771
#18|Search #15 OR #16 OR #17 7351245
#17|Search ((animals[mh]) NOT (animals[mh] AND humans[mh])) 3880741
#16 | Search Editorial[ptyp] OR Letter[ptyp] OR Comment[ptyp] OR case reports[ptyp] 2807611
#15 | Search ((childimh]) NOT (childfmh] AND adultfmh])) 948048
#14 |Search #3 AND #7 AND #13 2062
#13|Search #8 OR #9 OR #10 OR #11 OR #12 256315
#12 | Search Meta-Analysis[Publication Type] OR Meta-Analysis as Topic[Mesh] 57190
#11 | Search systematic[sb] 211787
#10|Search (review[tiab] OR reviews[tiab]) AND (search*[tiab]) AND (medline[tiab] OR medlars[tiab] OR 51223

embase[tiab] OR pubmed[tiab] OR cochrane[tiab] OR psychInfo[tiab] OR psychlit[tiab] OR
CINAHL[tiab])
#9 | Search systematic[tiab] AND (review[tiab] OR reviews[tiab] OR overview[tiab] OR search*[tiab]) 74623
#8 | Search meta-analy*[tiab] OR metaanaly*[tiab] 63670
#7|Search #4 OR #5 OR #6 1831887
#6 | Search intervention[ti] OR interventions[ti] OR prevent*[ti] OR effect[ti] OR effects[ti] OR impact[ti] 1769125
#5 | Search "Weight Loss"[Mesh:NoExp] OR "Weight Reduction Programs"[Mesh] 23452
#4 | Search weight-loss[tiab] OR weightloss[tiab] OR weight maintenance[tiab] OR weight control[tiab] OR 67793
weight reduction[tiab] OR weight-reducing[tiab] OR reducing weight[tiab] OR weight change*[tiab] OR
multi-intervention*[tiab]
#3|Search #1 OR #2 215632
#2 | Search obesity[tiab] OR obese[tiab] OR overweight[tiab] OR over-weight[tiab] 184222
#1 | Search (("Obesity"[Mesh:NoExp]) OR "Obesity, Abdominal"[Mesh]) OR "Obesity, Morbid"[Mesh] 132529
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Database: Embase (OVID) 1974 to 2014 April 23)
Date: 2014-04-24
No of results: 176

# | Searches Results
1 | obesity/ or abdominal obesity/ or diabetic obesity/ or maternal obesity/ or morbid obesity/ 260368
2 | (obesity or obese or over-weight or overweight).ti,ab. 246368
3|1or2 314910
4 | weight reduction/ 96410
s (weight-loss or weightloss or weight maintenance or weight control or weight reduction or weight-reducing or 92040
reducing weight or weight change* or multi-intervention*).ti,ab.
6 | (intervention or interventions or prevent* or effect or effects or impact).ti. 2049779
7|(4o0r50r6 2165459
8 | (meta-analy* or metaanaly*).ti,ab. 79357
9 | (systematic and (review or reviews or overview or search*)).ti,ab. 88225
10 | ((review or reviews) and search*).ti,ab. 92306
11 | (medline or medlars or embase or pubmed or cochrane or psycInfo or psychlit or CINAHL).ti,ab. 104948
12 (10 and 11 58621
13 | "systematic review"/ or "systematic review (topic)"/ 78653
14 | meta analysis/ or "meta analysis (topic)"/ 89043
15|8o0r9or12o0r13or14 217702
16 |3 and 7 and 15 2547
17 | limit 16 to embase 2220
18 | limit 17 to ((danish or english or norwegian or swedish) and (article or "review")) 1660
19 | (animal not (animal and human)).sh. 1186064
20 | 18 not 19 1660
21 | exp child/ 2063028
22 | exp adult/ 5294438
23 | 21 not (21 and 22) 1539959
24 | 20 not 23 1611
25 | limit 24 to exclude medline journals 176




Database: The Cochrane Library (Wiley)
Date: 2014-05-05
No of results: 454*
1. Cochrane reviews 104
2. Technology assessments 60
3. Other reviews 286
Economic evaluations 4

*This is the number of results retrieved from three searches. The first one, #5 below, was used for the databases
Cochrane reviews, the second #11, was used for the database Technology assessments and the third one #18
was used for the databases Other reviews, Technology assessments and Economic evaluations.

# Searches Results
#1 obesity or obese or over-weight or overweight:ti,ab,kw (Word variations have been searched) 13911
#2 MeSH descriptor: [Obesity] this term only 6821
#3 MeSH descriptor: [Obesity, Abdominal] explode all trees 71
#4 MeSH descriptor: [Obesity, Morbid] explode all trees 635
#5 #1 or #2 or #3 or #4 13911
#6 weight-loss or weightloss or weight next maintenance or weight next control or weight next reduction or 8986
weight-reducing or reducing next weight or weight next change or multi-intervention*:ti,ab,kw (Word
variations have been searched)
#7 MeSH descriptor: [Weight Loss] this term only 3413
#8 MeSH descriptor: [Weight Reduction Programs] explode all trees 145
#9 intervention or interventions or prevent* or effect or effects or impact:ti (Word variations have been 209950
searched)
#10 #6 or #7 or #8 or #9 215709
#11 | #5and #10 8364
#12 meta-analy* or metaanaly*:ti,ab,kw (Word variations have been searched) 21767
#13 (systematic and (review or reviews or overview or search*)):ti,ab,kw (Word variations have been 21650
searched)
#14 (review or reviews) and (search*) and (medline or medlars or embase or pubmed or cochrane or psycInfo 7735
or psychlit or CINAHL):ti,ab,kw (Word variations have been searched)
#15 MeSH descriptor: [Meta-Analysis] explode all trees 166
#16 MeSH descriptor: [Meta-Analysis as Topic] explode all trees 551
#17 #12 or #13 or #14 or #15 or #16 40173
#18 #5 and #10 and #17 396




Database: CRD
Date: 2014-05-05
No of results: 755
IN HTA 126
IN DARE, NHSEED 629

# Searches Results

1 (obesity or obese or over-weight or overweight) 1360

2 (weight-loss or weightloss or weight maintenance or weight control or weight reduction or weight-reducing 930
or reducing weight or weight change* or multi-intervention*)

3 (intervention or interventions or prevent* or effect or effects or impact):TI 12753

4 #2 OR #3 13347

5 #1 AND #4 839

6 (#5) IN HTA 126

7 (meta-analy* or metaanaly*) 20172

8 ((systematic and (review or reviews or overview or search*))) 44263

9 ((review or reviews) and (search*) and (medline or medlars or embase or pubmed or cochrane or psycInfo 20831
or psychlit or CINAHL))

10 #7 OR #8 OR #9 45269

11 #1 AND #4 AND #10 687

12 (#11) IN DARE, NHSEED 629

Database: PsycINFO

Date: 2014-05-05

No of results: 226

# Searches Results

S15 S3 AND S7 AND S13 226

S14 S3 AND S7 AND S13 232

S13 S8 OR S9 OR S10 OR S11 OR S12 43,126

S12 DE "Meta Analysis" 3,374
AB ( review or reviews ) AND AB search* AND AB ( medline or medlars or embase or pubmed or cochrane

S11 or psycInfo or psychlit or CINAHL ) 14,059
TI ( review or reviews ) AND TI search* AND TI ( medline or medlars or embase or pubmed or cochrane or

S10 psycInfo or psychlit or CINAHL ) 7
TI ( (systematic and (review or reviews or overview or search*)) ) OR AB ( (systematic and (review or

S9 reviews or overview or search*)) ) 19,024




S8 TI ( meta-analy* or metaanaly* ) OR AB ( meta-analy* or metaanaly* ) 18,064
S7 5S4 OR S5 OR S6 359,810
S6 TI intervention or interventions or prevent* or effect or effects or impact 350,589
S5 DE "Weight Loss" 2,256
TI ( weight-loss or weightloss or "weight maintenance" or "weight control" or "weight reduction" or weight-
reducing or "reducing weight" or "weight change*" or multi-intervention* ) OR AB ( weight-loss or
weightloss or "weight maintenance" or "weight control" or "weight reduction" or weight-reducing or
sS4 "reducing weight" or "weight change*" or multi-intervention* ) 11,100
S3 S1 0R S2 26,535
S2 DE "Obesity" 15,375
TI ( obesity or obese or over-weight or overweight ) OR AB ( obesity or obese or over-weight or
S1 overweight ) 25,791
The web-sites of SBU, Kunnskapssenteret and Sundhedsstyrelsen were visited
2014-05-06
The SBU-report Mat vid fetma was identified.
Reference lists
A comprehensive review of reference lists brought 14 records
Search strategies — RCT studies
Database: EMBASE (OVID SP) 1980 to Present
Date: 2014-10-31
No of results: 543
# Searches Results
1 obesity/ or abdominal obesity/ or diabetic obesity/ or maternal obesity/ or morbid obesity/ 272391
2 (obesity or obese or over-weight or overweight).ti,ab. 258613
3 lor2 329258
4 weight reduction/ 103394
s (weight-loss or weightloss or weight maintenance or weight control or weight reduction or weight-reducing or 95711
reducing weight or weight change* or multi-intervention*).ti,ab.
6 (intervention or interventions or prevent* or effect or effects or impact).ti. 1969211
7 4or50r6 2089832
8 3and7 77476




9 (child not (child and adult)).sh. 832945
10 (animal not (animal and human)).sh. 1192984
11 9or10 2025921
12 8 not 11 72498
13 exp randomized controlled trial/ or controlled clinical trial/ or exp "randomized controlled trial (topic)"/ 544286
14 randoms$.ti,ab. 907202
15 13 or 14 1142957
16 12 and 15 12427
17 limit 16 to (embase and yr="2011 -Current") 5277
18 limit 17 to (article or conference paper or "review") 3154
19 | limit 18 to exclude medline journals 543
Database: PubMed
Date: 2014-10-31
No of results: 3215
# Searches Results
#21 Search #13 AND #14 Filters: Publication date from 2011/01/01; Swedish; Norwegian; 3215
English; Danish
#16 Search #13 AND #14 Filters: Publication date from 2011/01/01 3266
#15 Search #13 AND #14 8809
#14 Search Randomized controlled trial[pt] OR randomized[tiab] OR randomised[tiab] OR randomly[tiab] OR 994174
placebo[tiab] OR controlled trial[tiab] OR controlled clinical trial[tiab] OR random[tiab] OR RCT[tiab] OR
"Randomized Controlled Trials as Topic"[Mesh] OR Controlled Clinical Trial [Publication Type]
#13 Search #8 NOT #12 39645
#12 Search #9 OR #10 OR #11 7492897
#11 Search ((child[mh]) NOT (child{mh] AND adult[mh])) 965571
#10 Search ((animals[mh]) NOT (animals[mh] AND humans[mh])) 3943237
#9 Search (Editorial[ptyp] OR Letter[ptyp] OR Comment[ptyp] OR case reports[ptyp]) 2874632
#8 Search #3 AND #7 50691
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# Searches Results
#7 Search #4 OR #5 OR #6 1880168
#6 Search intervention[ti] OR interventions[ti] OR prevent*[ti] OR effect[ti] OR effects[ti] OR impact[ti] 1814840
#5 Search "Weight Loss"[Mesh:NoExp] OR "Weight Reduction Programs"[Mesh] 24532
#4 Search weight-loss[tiab] OR weightloss[tiab] OR weight maintenance[tiab] OR weight control[tiab] OR 70627
weight reduction[tiab] OR weight-reducing[tiab] OR reducing weight[tiab] OR weight change*[tiab] OR
multi-intervention*[tiab]
#3 Search #1 OR #2 226423
#2 Search obesity[tiab] OR obese[tiab] OR overweight[tiab] OR over-weight[tiab] 194020
#1 Search (("Obesity"[Mesh:NoExp]) OR "Obesity, Abdominal"[Mesh]) OR "Obesity, Morbid"[Mesh] 137720
Database: The Cochrane Library
Date: 2014-10-31
No of results: 2760 Clinical trials
ID Search Results
#1 obesity or obese or over-weight or overweight:ti,ab,kw (Word variations have been searched) 15095
#2 MeSH descriptor: [Obesity] this term only 6923
#3 MeSH descriptor: [Obesity, Abdominal] explode all trees 73
#4 MeSH descriptor: [Obesity, Morbid] explode all trees 648
#5 #1 or #3 or #3 or #4 15095
#6 MeSH descriptor: [Weight Loss] this term only 3472
#7 MeSH descriptor: [Weight Reduction Programs] this term only 156
#8 weight-loss or weightloss or weight next maintenance or weight next control or weight next reduction or 9756
weight-reducing or reducing next weight or weight next change or multi-intervention*:ti,ab,kw (Word
variations have been searched)
#9 intervention or interventions or prevent* or effect or effects or impact:ti (Word variations have been 218003
searched)
#10 #6 or #7 or #8 or #9 224227
#11 #5 and #10 9085
#12 randomized or randomised or randomly or placebo or "controlled trial" or "controlled clinical trial" or 497771
random or RCT:ti,ab,kw (Word variations have been searched)
#13 MeSH descriptor: [Randomized Controlled Trials as Topic] explode all trees 20503
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#14 MeSH descriptor: [Randomized Controlled Trial] explode all trees 140
#15 #12 or #13 or #14 497813
#16 #11 and #15 Publication Year from 2011 to 2014 2891
#17 #16 In: Clinical trials 2760

Reference lists
A comprehensive review of reference lists brought 2 records
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Appendix 2-1-1 Included studies —Orlistat - AMSTAR

Author, A Two At least "Grey Listof | Characte-| Assessment | Conclusions | Appropriate | Assessment | Statement of OVERALL
Year, priori | independent two literature”| included | ristics of | of scientific | based on the method to of the conflict of | QUALITY OF THE
Country design data databases| included | studies | included quality of scientific combine likelihood of interest SYSTEMATIC

extractors studies included quality of findings of publication REVIEW

provided studies included studies bias
studies

Chilton Yes No Yes ? Yes Yes Yes Yes Yes No Yes Moderate
2014,
Uk
Li, Yes Yes Yes ? Yes ? Yes Yes Yes No Yes Moderate
2005,
USA
Osei-Assibey, Yes Yes Yes ? Yes Yes Yes Yes Yes Yes Yes High
2011,
UK
Rucker, Yes Yes Yes No Yes ? Yes Yes Yes Yes Yes Moderate
2007,
Canada
Zhou Yes Yes Yes Yes Yes Yes Yes Yes Yes No Yes High
2012,
China




Appendix 2-1-2 Included studies — Orlistat — SR, RCT

Author, Study design Final date of Study groups Number BMI Time of Outcome variables
Year, literature search Intervention vs | of patients Kg/m? follow-up

Country Control

Chilton Systematic review June 2012 Orlistat Not >25 3-12 months | Waist circumference
2014, 29 RCTs Versus reported

UK placebo

Li, Systematic review July 2003 Orlistat Not Mean: 36.7 6-12 Weight loss

2005, 29 RCTs versus reported months

USA placebo

Osei-Assibey, Systematic review June 2010 Orlistat 3100 Mean: 35.2 >6 Weight loss

2011, 12 RCTs versus months Fasting glucose

UK placebo

Rucker, Systematic review December 2006 Orlistat 10 631 Mean: 35 - 36 >12 Weight loss

2007, 16 RCTs Versus months Incidence of diabetes
Canada placebo mellitus

Zhou, Systematic review September 2010 Orlistat 4441 Mean: 35 -37.8 | 4-24 months | Weight loss

2012, 10 RCTs Versus Fasting glucose
China placebo

Astrup RCT Not applicable Orlistat 193 30-40 12 months Weight loss

2012 Versus

8 European countries placebo

Derosa RCT Not applicable Orlistat 254 >30 12 months Weight loss

2102 versus Waits circumference
Italy placebo Insulin resistance




Appendix 3-1-1 Excluded studies — Orlistat

Author, year of

Reason for exclusion

publication
Ara 2012 Overweight and obesity were combined (BMI > 25 kg/m?)
Deleat 2011 List and characteristics of included studies were not presented

Dombrovski 2014

Wrong outcome. Only addresses maintenance of weight loss.

Franz 2007 Literature search was performed only in one database

Gray 2012 The same analyses and authors as Ara 2012 (see above)

Harrel 2005 Not a systematic review

Mujoomdar 2009 Not stated whether studies/trials with BMI > 25 kg/m? are excluded
Schnee 2006 List and characteristics of included studies were not presented
Smith 2012 RCT with too high withdrawal/drop-out rate.

Yanovski 2014

Literature search was performed only in one database




Appendix 4-1-1 Glucose - Orlistat

“Significantly reduced”.

Incidence of type 2 diabetes™*:
Orlistat group: 6.2 %
Placebo group: 9.0 %

Hazard ratio: 0.63
(95 % Cl:0.46 to 0.86)

Author, Design of | Number of | Number of | Number of | Follow-up Results Comments
Yeatr, studies reviews/ | patients | withdrawals
Country included in studies | (total in all /
the studies dropouts
systematic combined)
review
Osei- SR 12 RCT | 2166 “White| Not reported > 6 Subgroup “ White Caucasians” Meta-analysis
?giilbey, Caucasians” months Fasting glucose SDuatL)tgr(()):IgSgiven in the two
' . Mean weight difference: '
UK 934 “E_t_hm,(’: - 0.59mmol/l
minorities (95 CI %: -0.80 to -0.19)
HbAlc
Mean weight difference
-0.3%
(95 Cl %: -0.44 to -0.24)
Subgroup * Ethnic minorities”
Fasting glucose
Mean difference
- 0.28 mmol/l
(95 CI %: -0.46 t0-0.10)
HbAlc
Mean difference
-0.3%
(95 CI %: -0.53 t0-0.15)
Rucker, SR 6 RCT 10 631 Not >12 Fasting glucose: * Only one RCT.
2007, reported months No data given.
Canada




Appendix 4-1-1 Glucose - Orlistat

Baseline: 7.7 (sd 4.2)
At 1 year: 5.6 (sd 2.8)

Baseline: 7.4 (sd 3.9)
At 1 year: 6.0 (sd 3.1)

NS between study groups

Author, Design of | Number of | Number of | Number of | Follow-up Results Comments
Yeatr, studies reviews/ | patients | withdrawals
Country included in studies | (total in all /
the studies dropouts
systematic combined)
review
Zhou SR 10 RCT 4441 Not 4-24 Fasting glucose: Meta-analysis
2012 reported months Mean difference=-0.12 mmol/Il The review included 13 RCTs, of
China (95 Cl % -0.20;-0.04) which three had the lower BMI
cut-off limit of 30 kg/m?. The
other 10 RCTS included patients
with also lower BMI.
Derosa RCT Not Orlistat Orlistat 1 year Orlistat Placebo Directness: +
2012 appicable n=126 n=13 Study limitations: +
Italy Precision; +
Placebo Placebo HOMA-IR HOMA-IR
n=128 n=7 e 77 (e iae 7 A (o




Appendix 4-1-2 Weight - Orlistat

Author, Design of studies | Number of | Number of | Number of Follow-up Results Comments
Year, included in the reviews/ | patients (total with
Country systematic studies in all studies | drawals/
review combined) dropouts
Li, SR 22 RCTs Not Not 6-12 Mean weight difference: Meta-analysis
2005, reported reported months -2.89 kg
USA (95 % CI: -3.51 t0 -2.27)
Mean absolute weight reduction
(= A baseline to end of study):
Orlistat treated patients
-8,1 kg
Osei-Assibey, SR 12 RCTs 3100 Not >6 Mean weight difference: Meta-analysis
2011, reported months -2.8 kg In white Caucasians
UK (95 % ClI: -5.1t0 -0.5)
X 1 RCT is missing in the
Mean absolute weight reduction X calculation of the absolute
(= A baseline to end of study): weight reductions
Orlistat treated patients Control patients
-7.7 kg -4.5 kg
Rucker, SR 16 RCTs 9457 Not > 12 Mean weight difference: Meta-analysis
2007, reported months -2.9 kg
Canada (95 % CI: -3.2 t0 -2.5)
Padwal
Mean absolute weight reduction
(= A baseline to end of study):
Orlistat treated patients Control patients
-6.1 kg -3.3 kg




Appendix 4-1-2 Weight - Orlistat

Author, Design of studies | Number of | Number of | Number of Follow-up Results Comments
Year, included in the reviews/ | patients (total with
Country systematic studies in all studies | drawals/
review combined) dropouts
Zhou SR 6 RCTs 2854 Not 4-24 Mean weight difference: The review RCTs also with lower
2012 reported months -2.39 kg BMI cut-off limit of 30 kg/m?2.
China (95 % ClI: -3.34 to-1.45)
Mean absolute weight reduction
(= A baseline to end of study):
Orlistat treated patients Control patients
-6.7 kg -3.3 kg

Astrup RCT Not Orlistat Not 1 year Mean weight difference: Data taken from Figure 2a in the
2012 applicable n=95 reported - 2.6 kg publication.
8 European No statistica given.
countries Placebo Directness: ?

n=98 Study limitations: ?

Precision: ?

Derosa RCT Not Orlistat Orlistat 1 year Orlistat Placebo Directness: +
2012 applicable n=126 n=13 Baseline: 94.5 (sd 9.6) | Baseline: 91.7 (sd 8.7) | Study limitations: +
Italy At 1 year: 85.0 (sd 5.9) | At1year:89.1(sd7.8) | Precision: +

Placebo Placebo

n=128 n=7 p< 0.05 between

study groups




Appendix 4-1-3 Waist circumference -Orlistat

p< 0.05 between
study groups

Author, Design of Number of| Number of Number of | Follow-up Results Comments
Year, studies included | reviews/ patients withdrawals
Country in the studies | (total inall /
systematic studies dropouts
review combined)
Chilton SR 29 RCT Not Not 12 months Orlistat versus placebo Meta-analysis
2014, reported reported Mean difference = -2.3 cm
UK
(95 Cl %: -3.7 to -1.0)
Orlistat versus standard care
Mean t difference = -2.6 cm
(95 Cl %: -5.0t0 -0.3)
Derosa RCT Not Orlistat Orlistat 12 months Orlistat Placebo Directness: +
2012 applicable n=126 n=13 Baseline: 102.0 (sd 6.0) cm Baseline: 101.0 (sd 5.5) | Study limitations: +
Italy At 1 year: 95.0 (sd 3.0) cm At 1 year: 99.0 (sd 4.0) Precision; +
Placebo Placebo
n=128 n=7




Appendix 2 Included studies
Appendix 3 Excluded studies
Appendix 4 Outcome tables

Behavioural therapy 10
Appendix 2 2-1 Included studies - Behavioural therapy - AMSTAR 11
Appendix 2 2-2 Included studies - Behavioural therapy - SR 12
Appendix 2 2-3 Included studies - Behavioural therapy - RCT 14
Appendix 3 2-1 Excluded articles - Behavioural therapy - SR 18
Appendix 3 2-2 Excluded studies - Behaviour Therapy - RCT 19
Appendix 4 2-1 Weight change - Behaviour Therapy - SR 20
Appendix 4 2-2 Weight change — Behaviour therapy - RCT 25
Appendix 4 2-3 Weight maintenance — Behavioural therapy - RCT 29
Appendix 4 2-4 Waist circumference - Behavioural therapy - SR 30
Appendix 4 2-5 Waist circumference - Behavioural therapy - RCT 31
Appendix 4 2-6 Body fat — Behavioural therapy - SR 32
Appendix 4 2-7 Blood pressure — Behavioural therapy - SR 33
Appendix 4 2-8 Blood pressure — Behavioural therapy - RCT 34

10



Appendix 2 2-1 - Included studies - Behavioural therapy - AMSTAR

Author, Year
Country

Anderson 2009
USA

Armstrong 2011
Canada

Booth 2014
United Kingdom

Hartmann-Boyce
2014
United Kingdom

LeBlanc 2011
USA

Mastellos 2014
United Kingdom

Middleton 2012
USA

Shaw 2005
Australia

Yoong 2013
Australia

A priori
design

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Two
independe
nt data
extractors

Yes

Yes

No

Yes

Yes

Yes

Yes

Yes

Yes

At
least
two

databa
ses

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

”Grey
literature”
included

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

List of
included
studies

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Characte-
ristics of
included
studies
provided

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Assessment
of scientific
quality of
included
studies

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Conclusions
based on the
scientific
quality of
included
studies
Yes
No
Yes

Yes

Yes

Yes

No

Yes

Yes

Appropriate
method to
combine
findings of
studies

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

No

Assessment
of the
likelihood of
publication
bias

No

Yes

No

Yes

Yes

Yes

Yes

No

No

Statement
of conflict
of interest

Yes

Yes

Yes

Yes

Yes

Yes

No

Yes

Yes

OVERALL
QUALITY OF THE
SYSTEMATIC
REVIEW

High
Moderate
Moderate

High

High

High ‘
Moderate

Moderate ‘

Moderate
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Appendix 2 2-2 Included studies - Behavioural therapy - SR

Author, Study design Final date of Study groups Number of BMI Time of | Outcome variables
Year, literature Intervention vs patients Kg/m? | follow-up
Country search Control
Anderson
2009 Systematic review | December 2005 Diet + physical 2946 (47 studies) | Not 6to012 Weight
USA activity (I) vs. reported months BMI
untreated control (C) Body fat
Armstrong
2011 Systematic review | November 2009 Motivational 1448 (11 studies) | 27.1-37.9 |3to 18 Weight
Canada interviewing (1) vs. months BMI
untreated control (C)
Booth Systematic review | 17 September Diet and exercise + 4539 (15 studies) | 25.0-50.0 | 12to 24 Weight
2014 2012 behavioural therapy (1) months
United Kingdom vs. usual care (C)
Hartmann-Boyce 3to 36
2014 Systematic review | November 2012 Behavioural change >16 000 >25 kg m? | months Weight
United Kingdom technique + (energy 13 453 (37 studies) | (or a BMI
restriction+ increased | in primary meta- | of >23 kg
physical activity) (I) | analysis m? in Asian
vs. No intervention at populations
all or leaflet/s only (C)
Le Blanc Systematic review | September 2010 | Behavioural treatment | (21 studies) >25kgm? | 12to 18 Weight
2011 (1) vs. usual care/ no months Waist circumference
USA intervention or leaflet Blood pressure

only (C)
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Appendix 2 2-2 Included studies - Behavioural therapy - SR

Author, Study design Final date of Study groups Number of BMI Time of | Outcome variables
Year, literature Intervention vs patients Kg/m? | follow-up
Country search Control
Mastellos Systematic review | December 2013 TTM SOC 2971 (3 studies) 25.0-39.9 | 9,12 and 24 | Weight
2014 (Transtheoretical months
United Kingdom stages of change) +

diet/physical activity

(1) vs. usual care (C)
Middleton Systematic review | June 2011 Extended care 1591 (11 studies) | Not 1.5t0 30 Weight loss maintenance
2012 component (1) vs. no reported in | months
USA additional contact or the article

mailed newsletter,

written guidelines (C)
Shaw Systematic review | June 2003 Behaviour therapy (1) | 3495 (36 studies) | >25.0 3t0 36 Weight
2005 vs. no treatment for kg/m? months
Australia weight loss (C)

Behaviour therapy+

diet / exercise (1) vs.

diet / exercise alone

(©)

Behaviour therapy (1)

vs. cognitive therapy

©)

Cognitive behaviour

therapy + diet /

exercise (1) vs. diet /

exercise alone (C)
Yoong Systematic review | December 2011 Behavioural change | 5915 (17 studies) | >25.0 5to 24 Weight
2013 techniques + diet/ kg/m? months
Australia physical activity (I) vs.

usual care (C)
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Appendix 2 2-3 Included studies - Behavioural therapy - RCT

Author, Study Design | Study Study Groups; Patients | Mean Age BMI, Men (%) | Outcome variables
Year, Duration Intervention vs control (n) (years), kg/m?
Country (years) SD
Barone Gibbs RCT 3.0 Lifestyle Change intervention (1) | 508 57.0+2.9 | 30.8+3.8 0 Weight
2012 Vs.
USA Health Education (C)
Cole RCT 1.0 Nutrition-based shared medical 94 58.3+9.6 | 30.8+4.9 54 Weight
2013 appointment (1) vs. individulised Blood pressure
USA counselling (C)
Dutton RCT 0.5 Small group (1) vs. large group 66 50.2+10.7 | 36.55.7 14 Weight
2014 ©
USA DPP-program (Diabetes
Prevention Program)
Gorin RCT 15 Behavioural weight loss 201 48.91£10.5 | 36.46.1 21.9 Weight
2013 treatment + Home environment
USA modification (1) vs. Behavioural
weight loss treatment (C)
Hardcastle RCT 1.0 Standard intervention care + 334 50.2+0.58 | 33.65+0.30 | ? Weight
2013 patient-centred counselling (SE) (SE) Blood pressure
United Kingdom including MI (motivational
interviewing) (1) vs. standard
intervention care (C)
Igelstrom RCT 0.5 Behavioural medicine 73 55412 34.514.8 79.5 Weight
2014 intervention +CPAP (1) vs. Waist circumference
Sweden Advice+CPAP (C)
Johnston RCT 0.5 Weight Watchers (1) vs. self-help | 292 46.5+10.5 | 33.0£3.6 10.2 Weight
2013 ©
USA
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Appendix 2 2-3 Included studies - Behavioural therapy - RCT

Author, Study Design | Study Study Groups; Patients | Mean Age BMI, Men (%) | Outcome variables
Year, Duration Intervention vs control (n) (years), kg/m?
Country (years) SD
Leahey RCT 0.5 Standard behavioural weight 62 51.949.0 | 35.1+4.7 16.0 Weight
2012 loss program (Look AHEAD) + ()]
USA social contingency/ 34.314.3

reinforcement (weight) (1) vs. (©

Standard behavioural weight

loss program (Look AHEAD)

©
Leahey RCT 0.5 Standard behavioural weight 44 54.6+£3.7 | 35.2+3.4 12-19 Weight
2013 loss program with reduced (I:Peer) (I: Peer), across the
USA intensity + peer coach (1) vs. 53.6£3.8 | 35.5+3.3 three

Standard behavioural weight (I: (I: groups

loss program with reduced Mentor) Mentor),

intensity + Mentor (Successful 52.245.6 | 36.1£'3.1

weight loser) (1) vs. Standard © (©

behavioural weight loss

program with reduced intensity

+ professional coach (C)
Nanchahal RCT 1.0 One-to-one weight 381 48.8+14.8 | 33.47+5.53 | 27.8 Weight
2012 United management behavioural Waist circumference
Kingdom program¥*, 14 visits during 12

mo in special trained primary
care units (1) vs. usual care (C)
* “healthier eating, increased
physical activity incorporated
into patients’ everyday
lifestyles, tailored goal setting,
keeping food and activity
diaries, self-monitoring,
positive reinforcement, coping
with lapses and high-risk
situations and long-term
support™
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Appendix 2 2-3 Included studies - Behavioural therapy - RCT

Author, Study Design | Study Study Groups; Patients | Mean Age BMI, Men (%) | Outcome variables
Year, Duration Intervention vs control (n) (years), kg/m?
Country (years) SD
Poelman RCT 1.0 Portion control behaviour* to 278 45.749.2 | 324448 | 155 BMI
2014 decrease energy intake (I) Vs.
The Netherlands wait-list control group (C)

*including four elements: 1)

PortionSize@warenessTool, 2)

Portion Control Strategies, 3)

Portion control cooking class

and 4) Portion control Home-

Screener.
Sherwood RCT 2.0 Guided (10 Bi-weekly phone 419 46.4+10.7 | 28.4+5.0 | 184 Weight
2013 The Keep It coaching sessions), six
USA Off trail bimonthly calls and bimonthly

weight graphs and letter
beginning at month eight) Keep
In Off intervention™* (I) vs. self-
directed Keep In Off
intervention (C)

* ““Keep It Off course book with
topics such as key weight loss
maintenance behaviors, weight
loss history, physical activity,
menu planning, stimulus
control, problem solving,
overcoming barriers to
physical activity and healthy
eating, relapse prevention, and
body image and weight goals.”
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Appendix 2 2-3 Included studies - Behavioural therapy - RCT

Author, Study Design | Study Study Groups; Patients | Mean Age BMI, Men (%) | Outcome variables
Year, Duration Intervention vs control (n) (years), kg/m?
Country (years) SD
Vetter RCT 2.0 Enhanced brief lifestyle 390 51.5+11.5 | 38.5+4.7 20.3 Weight
2013 The POWER- counselling (1) vs. brief Blood pressure
USA UP trail lifestyle counselling (1) vs.
usual care (C)
Brief lifestyle counselling
included 10-15 minutes per
months counselling regarding
diet (1200-1500 kcal/d <250
Ib or 1500-1800 kcal/d >250
Ib) + 180 min physical
activity/ wk + pedometer +
calorie-counting book +
handouts. The “enhanced
group” also received meal
replacements and weight loss
medication
Ma RCT 1.3 Usual care + coach-led 241 52.9+10.6 | 32.0+5.4 53 Weight
2013 intervention* (1) vs. usual care
USA + self-directed intervention (1)
vs. usual care alone (C)
* Diabetes Prevention
Program (DPP) Lifestyle
behavioural intervention
Xiao RCT 2.0 See 2329 B .Ma 2013 241 52.9+10.6 | 32.0+5.4 53 Weight maintenance
2013
USA




Appendix 3 2-1 Excluded articles - Behavioural therapy - SR

Study
(author, publication year)

Reason for exclusion

Araghi, 2013

Wrong intervention

Dombrowski 2010

Wrong intervention

Institute for Clinical Systems, 2005

Atrticle not found

Kossman, 2008

No data

Lang, 2006

To old, no RCT, no controlled studies

Pearson, 2012

Wrong outcome

Rose, 2013 No RCT
Seo, 2008 No RCT
Tuah, 2011 Data outside PICO
Vallis, 2013 No study
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Appendix 3 2-2 Excluded studies - Behaviour Therapy - RCT

Author, year of
publication

Reason for exclusion

Annesi 2013a

Wrong outcome measure

Annesi 2013b

Wrong outcome measure

Buscemi 2014

Wrong outcome measure

Elder 2012

Secondary analysis, wrong outcome measure, no statistical comparisons

Forman 2013

No statistical comparisons

Gelo 2014 Wrong intervention
Gorin 2014 Wrong outcome measure. The same study as 649. Gorin et al 2013
Kiernan 2013 Wrong intervention

Kumanyika 2012

Wrong outcome measure and population

Latner 2013 Wrong population (24.4% Caucasians)

Muggia 2014 No absolute results on weight change are presented.

Pinto 2013 Wrong population (63% non-White)

Puhkala2014 Wrong intervention

Sarwer 2013 Quality of Life measures were collapsed across the two interventions and control treatments

Steinberg 2014

Wrong outcome measure

Swencionis 2013

Wrong outcome measure

Svetkey 2014

Secondary analysis

Volger 2013

More detailed outcome measures in study 2257. Vetter 2013
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Appendix 4 2-1 Weight change - Behaviour Therapy - SR

Author, Design of Number | Number of | Follow-up Results Comments
Year, studies included of patients Range and median of the average difference between
Country in the reviews/ | (total in all intervention and control groups.
systematic studies studies
review combined) Intervention Control

Anderson RCT 47 2946 24-52 weeks  [Effect estimate mean difference (95% CI) No meta-analysis was performed.
2009 I vs. C: -2.80 (-4.63, -0.96) pounds No BMI-cut-off.
USA | vs. C: -0.47 (-0,75, -0.19) kg/m? (BMI)

AI-AC, range

24 weeks: -7.48 to -0.66 pounds (n=1104) Summary effect:

52 weeks: -14.77 to - 3.6 pounds (n=905) -2.82 pounds

-3.15 pounds

Armstrong RCT 11 1448 12-76 weeks  Weighted mean difference (95% CI) Meta-analysis was performed.
2011 -1.47 (-2.05, -0.88) kg BMI >25 kg/m2.
Canada -0.25 (-0.50, 0.01) kg/m? (BMI) All studies pooled, independent of

AL pre — post, mean (sd) range study duration.

-5.5 (3.9) to 0.54 (12.3) kg

-2.3 (1.9) to 0.2 (3.9) kg/m? (BMI)

AC pre — post, mean (sd) range

-3.2 (5.7) to 1.6 (14.3) kg

-1.48 (2.9) to 1.8 (5.1) kg/m? (BMI)
Booth 2014 RCT 15 4539 12 to 24 12 months mean difference (95% CI) Meta-analysis was performed.
United Kingdom months -1.36 (-2.10 to -0.63) kg BMI >25 kg/m2.

24 months mean difference (95% CI)

-1.23 (-2.28 t0 -0.18) kg
Hartmann-Boyce RCT 37 >16 000 12-144 weeks | Mean difference (95% CI) Meta-analysis was performed.
2014 13453 in -2.84 (-3.61, -2.07) kg BMI >25 kg m2 or BMI >23 kg m2
England primary Sub-group: supervised PA vs. recommended PA in Asian populations.

meta- +1.07 (-2.65, 4.79) kg All results at 52 weeks.
analysis Sub-group: some in-person contact vs. remote contact

-0.00 (-1.81, 1.81) kg
Sub-group: more vs. less contact over a set period of time

-0.28 (-0.72, 0.15) kg
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Appendix 4 2-1 Weight change - Behaviour Therapy - SR

Author, Design of Number | Number of | Follow-up Results Comments
Year, studies included of patients Range and median of the average difference between
Country in the reviews/ | (total in all intervention and control groups.
systematic studies studies
review combined) Intervention Control
LeBlanc 2011 USA | RCT 21 7343 52 to 76 weeks | Weighted mean difference (95% CI) Meta-analysis was performed
-3.01 (-4.02 to -2.01) kg
Mastellos RCT 3 2971 36, 52,104 Mean difference at 104 weeks No meta-analysis was performed.
2014 weeks -2.1t0-0.2 kg BMI >25 kg/m2.
England 24-52 weeks months, measured weight (2 studies)
I:-1.78 t0 0.26 kg
C: -0.16 kg (one study)
104 weeks self-reported weight, A I vs. C (1 study)
-2.12 kg, p<0.05
Overall effect over time
2.07 kg (p<0.05)
Middleton RCT 11 1591 6-120 weeks | Weight regain, kg Meta-analysis was performed.
2012 I: -2.54 (24 weeks) to 4.0 (120 weeks) kg Results presented as Hedge’s ¢
USA C: 1.50 (24 weeks) to 5.5 (120 weeks) kg Weight regain after weight loss in

overweight and obese adults: BMI
>25 kg/m?2.
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Appendix 4 2-1 Weight change - Behaviour Therapy - SR

Author, Design of Number | Number of | Follow-up Results Comments
Year, studies included of patients Range and median of the average difference between
Country in the reviews/ | (total in all intervention and control groups.

systematic studies studies

review combined) Intervention Control

Shaw RCT 36 3495 12-144 weeks | Behaviour therapy vs. control, 52 weeks or less (5 studies), | Meta-analysis was performed.
2005 weighted mean difference BMI >25 kg/m2.
Australia -4.46 (-4.57, -4.34) kg

AL -4.4 (1) to -1 (2.2) kg

AC:-1.8(3.2)t0 0.1 (1) kg

Behaviour therapy vs. control, >52 weeks (2 studies),
weighted mean difference

-2.00 (-2.03, t01.97) kg

Al: -1.7 (6.4 t0 -0.2 (0.11) kg

AC: 0.6 (5.3)1t01.8 (0.3) kg

Behaviour therapy + diet/exercise vs. diet/exercise, 52 weeks
or less (6 studies), weighted mean difference

-4.71 (-4.97, t04.45) kg

AL -5.5 (6.4) to -3 (7.5) kg
AC: -7.7 (5.3) to -0.5 (0.3) kg

More intensive vs. less intensive behavior therapy, 52 weeks
or less (10 studies), weighted mean difference
-2.34 (-3.27, t01.41)

Al -13.4 (6.6) t0-3.2 (5.3) kg

AC:-6.9 (5.5)to -1 (3.3) kg

More intensive vs. less intensive behavior therapy, > 52
weeks (1 study)

AL -1.6 6.3) kg

AC: -1.4 (7.2) kg
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Appendix 4 2-1 Weight change - Behaviour Therapy - SR

Author, Design of Number | Number of | Follow-up Results Comments
Year, studies included of patients Range and median of the average difference between
Country in the reviews/ | (total in all intervention and control groups.
systematic studies studies
review combined) Intervention Control
(Shaw cont’d) Coagnitive behavior therapy + diet/exercise vs. diet/exercise,

24 weeks or less (2 studies), weighted mean difference

-4.85 (-7.31, -2.38)

Al: -8.7 (4.5) t0 -8.6 (5) kg
AC: -5 (4.1) t0 -0.2 (6.3) kg
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Appendix 4 2-1 Weight change - Behaviour Therapy - SR

Author, Design of Number | Number of | Follow-up Results Comments
Year, studies included of patients Range and median of the average difference between
Country in the reviews/ | (total in all intervention and control groups.

systematic studies studies

review combined) Intervention Control

Yoong RCT 17 5915 20-104 weeks 24 weeks (5 studies) No meta-analysis was performed.
2013 AL -6.1t0 -1.44 kg BMI >25 kg/m2.
Australia AC: -0.9 t0 0.25 kg

52 weeks (8 studies)

AL -6.7 to -0.18 kg
AC: -2.3t0 1.39 kg
104 weeks (3 studies)

AL -1.6 t0-0.39 kg

AC: -3.4 t0 -0.16 kg

24 weeks (1 study)

Al -0.78 kg/m? (males)
Al 0.45 kg/m? (females)
AC: 0.57 kg/m? (males)
AC: 0.3 kg/m? (females)
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Appendix 4-2-2 Weight change — Behaviour therapy - RCT

* + No problem
? Some problems
- Major problems

Author, year Country | Study design Number | With Result Comments
of drawals « ¥k
patients | - Intervention Control A g <
n= dropouts 2 g 2
S | &S 3
= | 2§82
(@] n = a
Barone Gibbs 2012 USA RCT 508 18% 6 mo, mean(SD): 6 mo, mean(SD): Lifestyle Change intervention (I) + + +
-7.8 (4.5) kg -1.3(4.3) vs. Health Education (C)
p<0.001
48 mo: 48 mo:
-3.6 (7.3) kg -0.2 (5.6) kg
p<0.001
Cole 2013 USA RCT 94 31% 12 mo (mean (SD): 12 mo (mean (SD): Nutrition-based shared medical + - +
-1.5 (4.4) kg 1.2 (4.4) kg appointment (1) vs. individulised
NS counselling (C)
BMI: BMI:
-0.5(1.6) -0.4 (1.6)
NS
Dutton 2014 USA RCT 66 15% SG, 6 mo, mean (SE): LG, 6 mo, mean (SE): Small group (1) vs. large group (C) + + +
-6.46 (1.46) kg, p=0.03  3.22 (1.08), p=0.0039 DPP-program (Diabetes Prevention
Program)
12 mo:
-7.03 (1.58) kg (total) 12 mo:
p=0.0013 -1.7 (1.17) kg, p=0.15
Gorin 2013 USA RCT 201 8% Behavioral + home: Behavioral: Behavioural weight loss treatment + + + +
6 mo, mean (SE): 6 mo, mean (SE): Home environment modification (1)
-9.1(0.7) kg -6.8(0.7) kg vs. Behavioural weight loss treatment
p=0.017 (C)
18 mo: 18 mo:
-7.3(1.0) -5.5 (1-0)
NS
Hardcastle 2013 United RCT 334 35%at6 |6 mo, mean : 6 mo: Standard intervention care + patient- + - +
Kingdom mo, -0.62 kg 0.06 k centred counselling including M
%7;%” 18 18 o & o (motivational interviewing) (1) vs.
0.48 kg (from baseline) [L.37 kg standard intervention care (C)
Effekt size: p=0.013
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Appendix 4-2-2 Weight change — Behaviour therapy - RCT

* + No problem
? Some problems
- Major problems

Author, year Country | Study design Number | With Result Comments
of drawals « #
patients | - Intervention Control A g <
n= dropouts < g 2
8 | &8 3
= |22
(@] n = a
Igelstréom 2014 Sweden RCT 73 3(4.1%) |6 mo, mean (SD): 6 mo, mean(SD): Patients included: Obese+sleep apnea | + + +
-2.1(4.6) kg -0.1(3.3) Behavioural medicine intervention
p=0.046 +CPAP (1) vs. Advice+CPAP (C)
BMI: BMI:
-0.6 (1.5) 0.1 (1.1)
NS
Johnston 2013 USA RCT 292 12.0% Weight change, 6 mo, 6 mo, mean: Weight Watchers (1) vs. self-help (C) | + + +
mean: -0.6 kg
-4.6 kg
p<0.001
Leahey 2012 USA RCT 62 8% Weight loss, 6 mo:mean | Weight loss, 6 mo:mean (SD): |Standard behavioural weight loss + + +
(SD) -10.7 (6.4) kg program (Look AHEAD) + social
-10.0 (4.9) kg contingency/ reinforcement (weight)
. (1) vs. Standard behavioural weight
loss program (Look AHEAD) (C)
Leahey 2013 USA RCT 44 5% Weight loss, 6 mo: Control: 5.7 (5.6)% Standard behavioural weight loss + + +
Professional coach: program with reduced intensity + peer
9.6 (8.1)% coach (1) vs. Standard behavioural
Sefzé:%z;g/:. weight loss program with reduced
A intensity + Mentor (Successful weight
NS loser) (1) vs. Standard behavioural
weight loss program with reduced
intensity + professional coach (C)
Nanchahal 2012 United RCT 381 43% (12 | Weight change 6 mo One-to-one weight management + - +
Kingdom mo) (mean, 95% CI): behavioural program*, 14 visits
-1.73 (-2.47 t0 -0.99) kg +-0.95 (-1.74 to -0.16) kg during 12 mo in special trained
12 mo: 1,31 (-2.23 t0 0-37) kg ;()cr:l)mary care units (1) vs. usual care
-2.39 (-3.46 to -1.31) Lo . L
healthier eating, increased
Difference between physical activity incorporated into
groups: patients’ everyday lifestyles, tailored
6 mo: goal setting, keeping food and activity
-0.78 (-1.85 t0 0.30) kg diaries, self-monitoring, positive
(Nanchahal cont’d) 12 mo: reinforcement, coping with lapses and
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Appendix 4-2-2 Weight change — Behaviour therapy - RCT

* + No problem
? Some problems
- Major problems

Author, year Country | Study design Number | With Result Comments
of drawals « | @
patients | - Intervention Control 3 g <
n= dropouts = g 2
5] >0 .2
(3} T H o
= |22
(@] n = a
-1.08 (-2.49 t0 0.32) kg high-risk situations and long-term
support™
NS between groups at
both time points.
Poelman 2014 The RCT 278 20% 6 BMI, _ Portion control behaviour* to + + +
Netherlan mo, 30% | Baseline (mean, SD):  [Baseline:32.00 (4.57) decrease energy intake (1) Vs. wait-
ds 12mo | 32.86 (4.95) list control group (C)
e 1 .
mo s prosoa  rodiorsmes
12 mo:31.45 (4.96) 12 mo:30.84 (4.73) X S .
Portion Control Strategies, 3) Portion
NS at both time points. control cooking class and 4) Portion
control Home-Screener.
Vetter 2013 USA RCT 390 26.7% at | Weight change (mean, Enhanced brief lifestyle counselling | + - +
24 mo SD) 6 mo:

Enhanced:-6.6 (0.5) kg
Brief:-3.5 (0.5) kg

p<0.05 brief vs uc and
enhanced vs uc and
enhanced vs brief

12 mo:
Enhanced: -7.1 (0.6) kg
Brief: -3.4 (0.6) kg

p< 0.05 enhanced vs uc
and brief

24 mo:
Enhanced:-4.6 (0.7) kg
Brief:-2.9 (0.7)

p< 0.05 enhanced vs uc

Usual care:-2.0 (0.5) kg

Usual care: -2.3 (0.6) kg

Usual care:-1.7 (0.7) kg

(1) vs. brief lifestyle counselling (1)
vs. usual care (C)

Brief lifestyle counselling included
10-15 minutes per mo counselling
regarding diet (1200-1500 kcal/d <250
Ib or 1500-1800 kcal/d >250 Ib) + 180
min physical activity/ wk + pedometer
+ calorie-counting book + handouts.
The “enhanced group” also received
meal replacements and weight loss
medication
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Appendix 4-2-2 Weight change — Behaviour therapy - RCT

* + No problem
? Some problems
- Major problems

Author, year Country | Study design Number | With Result Comments
of drawals « ¥ x
patients | - Intervention Control 3 g <
n= dropouts = g 2
5] > .2
(3} T H o
= |22
(@] n = a
Ma 2013 USA RCT 241 20 (8%) at| Weight change (mean, Usual care + coach-led intervention* | + + +
15mo g_D)_i (1) vs. usual care + self-directed
mo:

Coach-led: -6.6 (0.8) kg
Self-directed: -4.3 (0.8)
kg

p<0.001,Both vs usual
care and coach vs self

15 mo:

Coach-led:-6.3 (0.9) kg
Self-directed:-4.5 (0.9) kg
p<0.02 both vs usual care,
p<0.04 coach vs self

BMI change (mean,
SD)::6 mo
Coach-led:-2.4 (0.3) kg
Self-dir: -1.5 (0.3) kg
p<0.001 both vs usual
care

15 mo:
Coach-led: -2.2 (0.3)
Self-dir: -1.6 (0.3)

p<0.02 hoth vs uc,p< 0.04
coach vs self

Usual care: -0.7 (0.9) kg

Usual care:-2.4 (0.9) kg

Usual care: -0.3 (0.3) kg

Usual care:-0.9 (0.3)

intervention (1) vs. usual care alone

©)

* Diabetes Prevention Program (DPP)
Lifestyle behavioural intervention
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Appendix 4 2-3 Weight maintenance — Behavioural therapy - RCT

* + No problem
? Some problems
- Major problems

Author, year Country | Study design Number | With Result Comments
of drawals . |
patients | - Intervention Control ] g <
@ g
n= dropouts 2 g 9
3] >0 .2
[} T H o
= | 2482
@) n = a
Sherwood 2013 USA RCT 419 7-15% Mean weight change Mean weight change All participants included have lost >10% at + + +
dropouts | (mean, SD): (mean, SD): entrance of the study.
6 mo: 0.0 (10.4) pounds |6 mo: 1.1 (10.2) pounds | Guided (10 Bi-weekly phone coaching sessions),
six bimonthly calls and bimonthly weight graphs
12 mo: 1.7 (13.2) 12 mo:5.3 (13.6) pounds)| and letter beginning at month eight) Keep In Off
intervention™ (1) vs. self-directed Keep In Off
18 mo: 8.3 (15.6) pounds| intervention (C)
18 mo: 4.6 (15.2) pounds * “Keep It Off course book with topics such as key
24 mo: 19.5 (16.8) weight loss maintenance behaviors, weight loss
24 mo: 6.8 (17.4) pounds [pounds history, physical activity, menu planning, stimulus
control, problem solving, overcoming barriers to
Time x treatment group physical activity and healthy eating, relapse
interaction: p=0.0085 prevention, and body image and weight goals.”
12 mo. I vs. C: p=0.005
24 mo. 1 vs C: p=0.028
Xiao 2013 USA RCT 241 29% at 24 | Weight change (mean, Usual care + coach-led intervention™ (1) vs. + - +
mo SE) from baseline

24 mo:

Coach-led: -5.4 (0.9) kg
p<0.001

Self-dir: -4.5 (0.9) kg
P=0.001

BMI change 24 mo:
Coach-led:-1.9 (0.3)
kg/m?

P=0.001

Self-dir:-1.6 (0.3) kg/m?
P=0.03

Usual care:
2.4(0.9) kg

Usual care: -0.9 (0.3)
kg/m?

usual care + self-directed intervention (1) vs.
usual care alone (C)

Weight maintenance at 24 mo (intervention
stopped at 15 mo)- see Ma, 2013.

* Diabetes Prevention Program (DPP) Lifestyle
behavioural intervention
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Appendix 4-2-4 Waist circumference - Behavioural therapy - SR

Author, Design of Number | Number of | Follow-up Results Comments

Year, studies included of patients Range and median of the average difference between

Country in the reviews/ | (total inall intervention and control groups.

systematic studies studies
review combined) Intervention Control

LeBlanc RCT 12 4427 52-76 weeks | Weighted mean difference (95% CI) Meta-analysis was performed
2011 -2.74 (-4.08 to -1.40) cm
USA
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Appendix 4 2-5 Waist circumference - Behavioural therapy - RCT

* + No problem

? Some problems
- Major problems

Author, year Country | Study design Number | With Result Comments
of drawals . # @
patients | - Intervention Control ] g <
_ D 9 o
n= dropouts = =
8 |&9 5
= | 282
@) »w= a
Igelstréom 2014 Sweden RCT 73 3 (4.1%) |6 months, mean (SD): 6 months, mean(SD):  |Patients included: Obese+sleep apnea + + -
-3.0(4.9) cm -0.5(41)cm Behavioural medicine intervention +CPAP
p=0.02 (1) vs. Advice+CPAP (C)
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Appendix 4 2-6 Body fat — Behavioural therapy - SR

Author, Design of Number | Number of | Follow-up Results Comments

Year, studies included of patients Range and median of the average difference between

Country in the reviews/ | (total inall intervention and control groups.

systematic studies studies
review combined) Intervention Control

Anderson RCT 12 1299 24-240 weeks [Summary effect | - C (range) No meta-analysis was
2009 24 to 26 weeks: -1.03 (-2.56 to 1.2) % (13 study arms, n=1299) | performed.

USA 52 weeks: -0.93 (-4 to -0.1) % (6 study arms, n=1629) No BMI-cut-off.

120 weeks: -1.88 (-5.4 to -0.1) % (4 study arms, n=548)
240 weeks: -0.70 (-0.7) % (1 study, n=87)
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Appendix 4 2-7 Blood pressure — Behavioural therapy - SR

Author, Design of Number | Number of | Follow-up Results Comments

Year, studies included of patients Range and median of the average difference between

Country in the reviews/ | (total inall intervention and control groups.

systematic studies studies
review combined) Intervention Control

LeBlanc RCT 14 4427 52-76 weeks | Weighted mean difference (95% CI) SBP Meta-analysis was performed
2011 -2.48 (-3.25 to -1.71) mmHg
USA

Weighted mean difference (95% CI) DBP

-1.92 (-2.65 to -1.19) mmHg
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Appendix 4-2-8 Blood pressure — Behavioural therapy - RCT

* + No problem
? Some problems
- Major problems

Author, year Country | Study design Number | With Result Comments
of drawals . |
patients | - Intervention Control a g <
n= dropouts j= S .2
|5} >0 .2
[} o H o
= 282
O |3 a
Cole 2013 USA RCT 94 31% 12 months, mean (SD): | 12 months, mean (SD): Nutrition-based shared medical appointment (1) | + - +
Systolic BP: Systolic BP: vs. individulised counselling (C)
-10 (14) mmHg -13 (18) mm
p<0.05
Diastolic BP: Diastolic BP:
-4 (9) mmHg -4 (10) mm
NS
Hardcastle 2013 United RCT 334 37 % 6 months, mean 6 months mean standard intervention care + patient-centred + - +
Kingdom SBP:-2.87 mm SBP: -0.6 mm counselling including MI (motivational
NS interviewing) (1) vs. standard intervention care (C)
DBP:-1.9 mm DBP:0.78 mm
p<0.01
18 months: 18 months:
SBP:-4.14 mm SBP:-2.45 mm
DBP:-1.02 DBP:0.89 mm
NS (both)
Nanchahal 2012 United RCT 381 43% 6 months, SBP (mean, |6 months, SBP: One-to-one weight management behavioural + - +
Kingdom 95% ClI): -2.92 (-6.56 to 0.73) mm | program*, 14 visits during 12 mo in special
+0.29 (-3.54 10 4.12) trained primary care units (1) vs. usual care (C)
mm 12 months, SBP: ™ “healthier eating, increased physical activity
-0.97 (-5.02 to 3.07) incorporated into patients’ everyday lifestyles,
12 months: tailored goal setting, keeping food and activity
-0.71 (-3.97 to 2.54) mm6 months, DBP: diaries, self-monitoring, positive reinforcement,
-2.29 (-4.70 to 0.12) mm  (coping with lapses and high-risk situations and
6 months, DBP: -1.52 (- long-term support”
3.98 t0 0.95) mm 12 months:DBP:
0.83 (-1.89 to 3.56) mm
12 months:-0.68 (-2.83
to 1.48) mm
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Appendix 4-2-8 Blood pressure — Behavioural therapy - RCT

* + No problem
? Some problems
- Major problems

Author, year Country | Study design Number | With Result Comments
of drawals . |
patients | - Intervention Control ] g <
— D d o
n= dropouts S = .8
|5} >0 .2
() o H o
= | 2482
(@) »w= a
Vetter 2013 USA RCT 390 26.7% at | 6 months, SBP (mean, |6 months, SBP (mean, Enhanced brief lifestyle counselling (1) vs. brief + - +
24 months| SD): SD): lifestyle counselling (1) vs. usual care (C)

Enhanced:-0.1 (1.2) mm
Brief: 0.3 (1.3) mm

12 months:
Enhanced: 0.2 (1.2) mm
Brief: 0.8 (1.3) mm

24 months:
Enhanced: -1-1 (1.6)
mm

Brief: 1.5 (1.6) mm

NS for any comparisons

DBP, 6 months
Enhanced: -0.5 (0.8)
Brief: -0.2 (0.9)

12 months:
Enhanced:-1.4 (0.8)
Brief:-0.8 (0.8)

24 months:
Enhanced:0.8 (0.9)
Brief:-0.2 (0.9)

NS for any comparisons

Usuai care:-0.7 (1.3)

12 months:1.2 (1.3)
24 months:1.5 (1.6)

DBP, usual care

6 months:-0.3 (0.9)

12 months:-0.5 (0.8)
24 months:0.2 (0.9(

min physical activity/ wk + pedometer + calorie-

also received meal replacements and weight loss
medication

Brief lifestyle counselling included 10-15 minutes
per months counselling regarding diet (1200-1500
kcal/d <250 Ib or 1500-1800 kcal/d >250 Ib) + 180

counting book + handouts. The “enhanced group”
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Appendix 2 3-1 - Included studies - Physical activity- AMSTAR

Author, A Two At least "Grey List of | Characte| Assessment | Conclusions | Appropriate | Assessment Statement of OVERALL
Year, priori | independent two literature”| included| -ristics | of scientific | based on the method to of the conflict of QUALITY OF THE
Country design data databases | included | studies of quality of scientific combine likelihood of interest SYSTEMATIC

extractors included| included quality of findings of publication REVIEW

studies studies included studies bias
provided studies

Aadland Yes Not Yes Yes Yes Yes No No No No No Low
2013 reported
Norway
Johns Yes Yes Yes No Yes Yes Yes Yes Yes No Yes High
2014
UK
Katzmarzyk Yes Yes Yes Yes Yes Yes Yes Yes Yes No Yes High
2012
Canada
Kuhle Yes Yes Yes No Yes Yes Yes Yes Yes Yes Yes High
2014
USA
Schwingshackl | Yes Yes Yes No Yes Yes Yes Yes Yes Yes Yes High
2013
Austria & UK
Shaw Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes High
2006
Australia
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Appendix 2 3-1 - Included studies - Physical activity- AMSTAR

Author, A Two At least "Grey List of | Characte| Assessment | Conclusions | Appropriate | Assessment Statement of OVERALL
Year, priori | independent two literature”| included| -ristics | of scientific | based on the method to of the conflict of QUALITY OF THE
Country design data databases | included | studies of quality of scientific combine likelihood of interest SYSTEMATIC
extractors included| included quality of findings of publication REVIEW
studies studies included studies bias
provided studies
Washburn Yes Yes Yes Yes No Yes No No Yes Yes Yes Moderate
2014
USA
Thorogood Yes Yes Yes No Yes Yes Yes Yes Yes No Yes High
2012
Canada
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Appendix 2 3-2

Included studies- Physical activity — RCT, SR

Author, Study design Final date of Study groups Number of BMI Time of | Outcome variables Comment
Year, literature Intervention vs Control patients Kg/m? follow-up
Country search
Aadland, Systematic review| March 2013 Exe >30 6-18 | Weight
2013, 3 RCTs vs No exe 264 months
Norway > 35

Exe + Diet

vs Diet only
Johns Systematic review| November Exe 301 >25 12-18
2014 5RCTs 2012 VS months
UK Behavioral programs

involving both Exe and
diet
Katzmarzyk, Systematic review|  February Exe Not reported >30 10 weeks | Glucose metabolism
2012, 25 RCTs 2010 vs No exe
Canada
Different intensity of exe

Exe + Diet

vs Diet only
Kuhle Systematic review | December Resistance training 1166 >25 3-9 | BMI Only patients with
2014 9 RCTs 2013 vs no intervention / calorie months | Waist circumference | age above 60 years
USA restriction

Aerobic exe

vs no intervention / calorie
restriction
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Appendix 2 3-2 Included studies- Physical activity — RCT, SR

Author, Study design Final date of Study groups Number of BMI Time of | Outcome variables Comment
Year, literature Intervention vs Control patients Kg/m? follow-up
Country search
Shaw Systematic review January Exe vs No exe 3476 >25 3-12 | Weight
2006 43 RCTs 2006 months | BMI
Awustralia Exe vs Diet Glucose metabolism
Blood pressure
Exe + Diet vs Diet only
Different intensity of exe
Schwingshackl Systematic review| December | Aerobic Exe training (AET) 560 >25 25-6 | Weight
2013 15RCTs 2012 Vs resistance training (RT) months | Waist circumference
Austria & UK
Combined AET + RT
vs AET 184
Combined AET + RT 173
vs RT
> 741
Thorogood Systematic review January Aerobic exercise 578* >25 6-12 | Weight Aerobic exercise at
2011 6 RCTs* 2010 Vs inactivity months* | Waist circumference least 120 minutes per
Canada Blood pressure week
*9 RCTs had less
than 6 months
follow-up
Washburn Systematic review January Aerobic exercise 542 >25 10-12 | Weight
2014 5RCTs 2010 vs Diet months | Waist circumference
USA Blood pressure
Balducci RCT Supervised Exe plus Exe- 73 27-40 |12 months | BMI
2012 counseling Waist circumference
Italy VS Diabetes Blood pressure
only Exe —counseling mellitus
type 2
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Appendix 2 3-2

Included studies- Physical activity — RCT, SR

Author, Study design Final date of Study groups Number of BMI Time of | Outcome variables Comment
Year, literature Intervention vs Control patients Kg/m? follow-up
Country search
Belanger-Gravel RCT Repeated encouragement 101 30-40 6 months | BMI
2013 to walk Waist circumference
Canada Vs Age 50 - 69
information once years
DelLany RCT Exe + Diet 118 “Severly | 6 months | Weight
2014 vs Diet only obese”
USA Mean: 43.6
Donnelly RCT Two different physical 141 25-40 |10 months | Weight
2013 activity levels BMI
USA VS
no intervention
Hunt RCT Exe + Diet counseling 748 > 25 12 months | Weight Male Scottish football
2014 VS BMI fans
Scotland no intervention Waist circumference
Blood pressure
Jakicic RCT Three groups with different 195 25-40 18 monthg Weight
2014 encouragement to increase
USA physical activity
Kline RCT Three different physical 437 > 25 6 months| Weight Original publication
2012 activity levels in JAMA 2007
USA Vs
no intervention
Morey RCT Physical activity 302 >25 12 monthg Weight Patients above 60
2012 counselling BMI years with impaired
USA Vs Waist circumference glucose intolerance

no intervention

Glucose metabolism
Quality of life
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Appendix 2 3-2 Included studies- Physical activity — RCT, SR

Author, Study design Final date of Study groups Number of BMI Time of | Outcome variables Comment

Year, literature Intervention vs Control patients Kg/m? follow-up

Country search

Napoli RCT Exe 53 >30 12 months | Weight Patients above 65 years.
2014/ Vs Quality of life Extracted data for two
Villareal No intervention out of four study groups
2011

USA

St-Onge RCT Exe + Diet 89 > 27 6 months | Weight Postmenopausal women
2013 vs Diet only

Canada

Unick RCT Monitored physical activity 29 >40 6 months | Weight Physical activity

2012 + diet counseling monitored by armband,
USA VS digital display watch

only counselling

and website.

42




Appendix 3 3-1 Excluded studies - Physical activity

Author, year of

Reason for exclusion

publication
Anderson 2001 Outcome variable of no interest
Conn 2014 Average time of follow-up too short (14 weeks). Data from individual studies are not presented.

Dombrowski 2014

Wrong outcome.

Duggan 2014

Outcome variable of no interest

Fabricatore 2011

Literature search only in one database

Gademan 2012

Study was changed from a randomised to a non-randomised controlled trial

Garrow 1995

Literature search only in one database

Heinrich 2014

Follow-up only 8 weeks

Kouvelioti 2014

Systematic review of weight loss maintenance. Outcome not separated with regard to initial type of intervention.

Post-hoc analysis of adipose tissue circulating factors. No data on outcome variables of PICO.

Miller 2014

Noe 2014 Not specified BMI inclusion criteria. Not randomised.
Nordby 2012 Too short follow-up

Paoli 2013 Too short follow-up

Richardsson2008

RCT.s and cohorts studies combined

Trussard Fayh 2013

Too short follow-up

Wing 1999

Unclear how the literature search was performed
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Appendix 4 3-1 BMI,Weight - Psysical activity

Author, Design of Number | Number of | Number | Follow-up Results Comments
Year, studies of patients | of with-
Country reviews/ | (total inall | drawals/ Intervention
studies studies droputs Versus »
combined) Control % S| <
c = 2
5 | >8 =
£ |SE|l 8
o |&h= a
*3 RCTs
Aadland, Systematic 3 264 Not 6-18 Exe + Diet versus Diet only*
2013, review of RCTs reported months Weight:
Norway MD: +1.1to-6.0 kg
% 1 RCT
Exe versus no interventionsx
Weight:
A -0.4 kg
Johns Systematic 5 301 Not 12-18 Exe vs Behavioral programs including Exe and Diet
2014 review of RCTs reported months Weight:
UK MD at 12-18 months:
6.3 kg lower in Behavioral group
(95 % CI: 5.26 to 7.33)
Kuhle Systematic 9 1166 Not 3-9 Exe versus no intervention/ calorie restriction Only subjects above
2014 review of RCTs reported months BMI: 60 years of age
USA A -1.0 kg/m?

(95 % CI: -2.0 to -0.01)
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Appendix 4 3-1 BMI,Weight - Psysical activity

Author, Design of Number | Number of | Number | Follow-up Results Comments

Year, studies of patients | of with-

Country reviews/ | (total in all | drawals/ Intervention

studies studies droputs Versus »
combined) Control % S| <

c = 2
=} > 8 8
2 |SEl 8
o |h= a

Schwingshackl Systematic 15 741 Not  [2.5 -6 months Aerobic exercise vs resistance training

2013 review of RCTs reported Weight:

Austria & UK MD: A-1.2 kg

(95 % ClI: -2.2 to -0.1)

Combined aerobic and resitance training vs aerobic exercise
Weight:
MD: A +0.3 kg
(95 % CI: -0.4 to +1.0)

Combined aerobic and resitance training vs resistance training

Weight:
MD: A -2.0 kg
(95% Cl: -2.91t0 -1.1)

Aerobic exercise vs resistance training
Weight:
MD: A-1.2kg
(95 % Cl: -2.2t0 -0.1)

Combined aerobic and resitance training vs aerobic exercise
Weight:
MD: A +0.3 kg
(95 % CI: -0.4 to +1.0)
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Appendix 4 3-1 BMI,Weight - Psysical activity

Author, Design of Number | Number of | Number | Follow-up Results Comments

Year, studies of patients | of with-

Country reviews/ | (total in all | drawals/ Intervention

studies studies droputs Versus »
combined) Control g S c
c = 2
=} > 8 8
2 1S€el 8
o |h= a
Exe vs no intervention

Shaw Systematic 43 3476 Not 3-12 BMI:

2006 review of reported months . e A 2

Australia RCTs Weighted mean difference: A -.0.7 kg/m

(95 % Cl: -1.0 to -0.5)

Weight:
Weighted mean difference: A -.2.0 kg
(95% Cl: -2.8t0 -1.2)

Mean absolute weight reduction
(= A baseline to end of study):

Exercise patients Control patients
-1.7 kg + 0.6 kg

Exe vs Diet

BMI:
Weighted mean difference: A +0.6 kg/m?
(95 % CI: +0.2 to +0.9)

Weight:
Weighted mean difference: A + 3.6 kg
(95 % CI: +2.9 to +4.3)

Mean absolute weight reduction
(= A baseline to end of study):

Exercise patients Control patients
-1.9 kg -8.4 kg
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Appendix 4 3-1 BMI,Weight - Psysical activity

Author, Design of Number | Number of
Year, studies of patients

Country reviews/ | (total in all
studies studies

combined)

Number
of with-
drawals/
droputs

Follow-up

Results Comments
Intervention

Versus n
%] c

Control B o g
[ = B
5 >3 2
O ‘= [&]
= | 2 E o
o n = o

Exe + Diet vs Diet

BMI:
Weighted mean difference: A -0.3 kg/m?
(95 % CI: -0.6 to -0.5)

Weight:
Weighted mean difference: A -0.7 kg
(95 % CI: -1.0 to -0.3)

Mean absolute weight reduction
(= A baseline to end of study):

Exercise patients Control patients
-8.7 kg -6.5 kg

High Exe vs Low Exe (no dietary changes)

Weight:
MD: A -1.4 kg
(95 % Cl: -2.2t0 -0.7)

Mean absolute weight reduction
(= A baseline to end of study):
High Exercise patients Low Exercise patients

- 3.8 kg -2.0kg
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Appendix 4 3-1 BMI,Weight - Psysical activity

Author, Design of Number | Number of | Number | Follow-up Results Comments
Year, studies of patients | of with-
Country reviews/ | (total inall | drawals/ Intervention
studies studies droputs Versus »
combined) Control % S| s
8 | 8| =
£ |2E| 8
(@] n = o
Thorogood
2011 Systematic 6 578 Not |6 — 12 months Weight:
Canada review of RCTs reported MD at 6 months: A -1.6 kg
(95 % CI: -1.64 to—1.56)
Mean absolute weight reduction
(= A baseline to end of study):
Exercise patients Control patients
-1.8 kg -0.1 kg
Weight:
MD at 12 months: A -1.7 kg
(95% Cl: -2.3 to-1.1)
Mean absolute weight reduction
(= A baseline to end of study):
Exercise patients Control patients
-1.2 kg + 0.4 kg
Washburn Systematic 5 542 Not |10 — 12 months Exe Diet
2014 review of RCTs reported
USA Weight : Weight:
A-0.3t0 -84 % A-4.21t0 —10.7%
Median: - 2.4 % Median: - 7.2 %
No statistical synthesis was performed of the results
Belanger-Gravel RCT 101 33 6 months Repeated advice to walk Conventional advice + ? ?
2013
Canada BMI: BMI:
Baseline: 33.8 (sd 3.5) kg/m? | Baseline: 33.3 (sd2.8) ) kg/m?
At6m: 33.2(sd3.8) ) kg/m?| At6 m: 32.5(sd 2.5) ) kg/m?
No statistical comparison between study groups
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Appendix 4 3-1 BMI,Weight - Psysical activity

Author, Design of Number | Number of | Number | Follow-up Results Comments
Year, studies of patients | of with-
Country reviews/ | (total inall | drawals/ Intervention
studies studies droputs Versus »
combined) Control % S| <
c = 2
g |32 %
8 |#=| £
DeLany RCT 118 Not 6 months Exe + Diet Diet only ? ? +
2014 reported
USA Weight: Weight:
At 6 months: A - 11.0 At 6 months: A - 8.1
(sd 7.3) kg (sd 5.9) kg
p = 0.02 between study groups
Donnelly RCT 141 60 10 months | Exe 600 kcal x 5/week Exe 400 kcal x No Exe + - ?
2013 5/week
USA
BMI: BMI: BMI:
Baseline: 30.6 kg/m? | Baseline: 31.2 kg/m?| Baseline: 29.7 kg m?
(sd 3.9) (sd 5.6) (sd 3.8)
At10 m: 28.9 kg/m? | At10 m: 29.8 kg/m3 At 10 m: 29.9 kg m?
(sd4.2) (sd5.5) (sd 14.4)
Both Exe- groups p< 0.001 vs control group
Weight: Weight: Weight:
Baseline: 92.0 kg Baseline: 91.4 kg Baseline: 87.4 kg
(sd 16.1) (sd 20.7) (sd 14.6)
At 10 m: 86.8 kg At10 m: 87.4 kg At 10 m: 88.0 kg
(sd 16.6) (sd 20.2) (sd 15.8)

Both Exe- groups p< 0.001 vs control group
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Appendix 4 3-1 BMI,Weight - Psysical activity

Author, Design of Number | Number of | Number | Follow-up Results Comments
Year, studies of patients | of with-
Country reviews/ | (total in all | drawals/ Intervention
studies studies droputs Versus »
combined) Control g S c
c = 2
1 > 8 Z
(3] © ‘= [&]
= S o
A |8 a
Hunt RCT 748 60 10 months Exe + diet counseling No intervention ? + +
2014
Scotland BMI: BMI:
Baseline: 35.5 kg/m? (sd 5.1) Baseline: 35.1 kg/m? (sd 4.8)
At12 m: A -1.8 kg/m? At12 m: A -0.2 kg/m?
MD at 12 months: A -1.6 kg/m?
(95 % CI: -1.8 to-1.3)
Weight: Weight:
Baseline: 110.3 kg (sd 17.9) Baseline: 108.7 kg (sd 16.6)
Atl2m: A-55kg Atl12m: A -0.6kg
MD at 12 months: A -4.9 kg
(95 % CI: -5.9 to-4.9)
Jakicic RCT 195 18 months Counseling + Counseling + Counseling only + + +
2014 Supervised Exe Supervised Exe month
USA month 7-12 1-6
Weight: Weight: Weight:
Atém: A-97kg |[At6m: A-8.9kg Atém: A-9.3kg
At12m:A-110kg [Atl2m:A-7.6kg At12m: A-7.8kg
At18m: A-9.0kg At18 m: A-5.8kg At18m: A-59kg
p <0.01 at 18 months
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Appendix 4 3-1 BMI,Weight - Psysical activity

Author, Design of Number | Number of | Number | Follow-up Results Comments
Year, studies of patients | of with-
Country reviews/ | (total inall | drawals/ Intervention
studies studies droputs Versus »
combined) Control % S| <
c = 2
g |32 %
8 |#=| £
Kline RCT 437 105 6 months Exe 4 kcal/kg/ | Exe 8 kcal/kg/ | Exe 12 kcal/kg/ No Exe + + +
2012 week week week
USA
Weight: Weight: Weight: Weight:
At 6 months: At 6 months: At 6 months: At 6 months:
A-1.2 kg A-1.6 kg A-1.3 kg A-1.1 kg
(sd 3.4) (sd 3.2) (sd 2.8) (sd 3.7)
NS between study groups
Morey RCT 302 25 12 months Exe counseling No intervention + + +
2012 BMI:
USA BMI:
Baseline: 31.3 kg/m? (sd3.8) Baseline: 31.0 kg/m? (sd3.4)
At 12 m: 30.7 kg/m?(sd 3.8) At12 m: 30.6 kg/m? (sd 3.6)
Weight: Weight
Baseline: 94.1 kg (sd 13.3) Baseline: 94.5 kg (sd 12.8)
At 12 m: 92.6 kg (sd 13.6) At 12 m: 93.7 kg (sd 13.1)
NS between study group
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Appendix 4 3-1 BMI,Weight - Psysical activity

Author, Design of Number | Number of | Number | Follow-up Results Comments
Year, studies of patients | of with-
Country reviews/ | (total inall | drawals/ Intervention
studies studies droputs Versus »
combined) Control % S| <
c = 2
=} > 8 8
£ |2El 8
(@] n = o
Napoli RCT 53 8 12 months Exe No intervention + + ?
2014/
Villareal Weight: Weight:
2011 Baseline: 99.2 kg (sd 17.4) Baseline: 101.0 kg (sd 16.3)
USA At12 m: A -0.5kg (sd 3.6) At12 m: A -0.1 kg (sd 3.6)
NS between study groups
St-Onge RCT 89 30 6 months Exe + Diet Diet only + - ?
2012
Canada Weight: Weight:
Baseline: 82.2 kg (sd 16) Baseline: 83.1 kg (sd 14)
At6 m: 76.6 kg (sd 18) At6 m: 78.1 kg (sd 14)
NS between study groups
Unick RCT 29 ?? 6 months | Monitored Exe + Diet counselling Counseling only ? ? -
2012
USA
Weight: Weight:
At 6 months At 6 months
A-7.9 % (sd 7.6)s A -7.2 % (sd 6.8)
NS between study groups
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Appendix 4 3-2 Waist circumference (cm) — Physical activity

Author, Design of Number of| Number of | Number | Follow-up Results Comments
Year, studies reviews/ patients of with- Intervention Control
Country studies | (total inall | drawals/
studies dropouts . o
combined) 2 = S
S| 5 E )
£12E| &8
a|on= a0
Schwingshackl Systematic review 15 741 Not 2.5 - 6 months Aerobic exercise vs resistance training
2013 of RCTs reported MD: A-1.1cm
Austria & UK (95 % CI: -1.9 to-0.4)
Combined aerobic and resitance training vs aerobic exercise
MD: A-0.1cm
(95 % ClI: -1.0 to +0.8)
Combined aerobic and resitance training vs resistance training
MD: A-1.6cm
(95 % ClI: -2.4 to -0.8)
Thorogood Systematic review 6 578 Not 6 — 12 months MD at 6 months: A -2.1 cm
2011 of RCTs reported (95%Cl:-28 to-14
Canada
MD at 12 months: A -1.9 cm
(95 % ClI: -3.6 to—0.3)
Washburn Systematic review 5 542 Not 10 — 12 months| Exe Diet *only one RCT
2014 of RCTs reported
USA A-19cm* A-3.7cm*
No statistical synthesis was performed of the results
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Appendix 4 3-2 Waist circumference (cm) — Physical activity

Author, Design of Number of| Number of | Number | Follow-up Results Comments
Year, studies reviews/ patients of with- Intervention Control
Country studies | (total inall | drawals/
studies dropouts . o
combined) 2 = S

S| 5 E )

£12E| &8

O|on= o
Balducci RCT 73 3 12 months Supervised Exe + Exe- counseling Only Exe-counseling ? + ?
2012
Italy Baseline: 107.4 cm (sd 13.6) Baseline: 100.5 cm (sd 10.1)

At 12 months: 103.6cm (sd 11.9) At 12 months: 101.9 cm (sd 10.0)
p <0.001 between
study groups
Belanger-Gravel RCT 101 33 6 months Repeated advice to walk Conventional advice + ? ?
2013
Canada Baseline: 111.3cm (sd 9.5) Baseline: 109.7 cm (sd 7.7)
At 6 months: 109.5 cm (sd 10.8) At 6 months: 108.3 cm (sd 7.4)
No statistical comparison between study groups
Hunt RCT 748 60 10 months Exe + diet counseling No intervention ? + +
2014
Scotland Baseline: 118.7 cm (sd 12.3) Baseline: 118.0 cm (sd 11.1)
At 12 months:  -7.3cm At 12 months:  -2.0cm
MD at 12 months: A -5.2cm
(95 % CI: -6.0 to—4.3)

54




Appendix 4 3-2 Waist circumference (cm) — Physical activity

Author, Design of Number of| Number of | Number | Follow-up Results Comments
Year, studies reviews/ patients of with- Intervention Control
Country studies | (total inall | drawals/
studies dropouts . o
combined) 2 = S
S| 5 E )
£12E| &8
O|on= a0
Morey RCT 302 25 12 months Exe counseling No intervention + + +
2012
USA Baseline: 104 cm (sd 9) Baseline: 104 cm (sd 9)
At 12 m: 104cm (sd 10) At12 m: 104cm (sd 12)
NS between study groups
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Appendix 4 3-3 Glucose metabolism — Physical activity

Author, Design of Number | Number of | Follow-up Results Comments
Year, studies included of patients
Country in the reviews/ | (total in all Intervention
systematic studies studies Versus " o
review combined) il 2 IS S
8 > & k7
£ |3E 8
(@] n = o
Katzmarzyk, RCTs 25 NR 6-18 Exercise + Diet versus Diet only* * 15 RCTs
2012, months Fasting glucose: 13 out of 14 RCTs reported “No difference”
Canada Fasting insulin: 15 out of 15 RCTs reported “No difference”
Insulin sensitivity: 2 out 2 RCTs reported “No difference”
Exercise versus no interventionsx *x% 11 RCTs
Fasting glucose: 11 out of 11 RCTs reported “No difference”
Fasting insulin: 7 out of 8 RCTs reported “No difference”
Insulin sensitivity: 2 out 2 RCTs reported “Significant
improvement”
Shaw Systematic 2 3476 3-12 Exe vs no intervention
2006 review of months MD: A -.0.2 mmol/Il
Australia RCTs (95 % CI: -0.3t0 -0.1)
Exe vs Diet
3 MD: A + 0.1 mmol/l
(95 % ClI: +0 to +0.2)
Exe + Diet vs Diet
4 MD: A -0.01 mmol/I
(95 % CI: -0.1 to +0.1)
High Exe vs L ow Exe (no dietary changes)
MD: A 0 mmol/l
1 (95 % CI: -0.4 to +0.4)

56




Appendix 4 3-3 Glucose metabolism — Physical activity

Author, Design of Number | Number of | Follow-up Results Comments
Year, studies included of patients
Country in the reviews/ | (total in all Intervention
systematic studies studies Versus " o
review combined) il g § S
3 > 8 k)
£ |3E o
(@] n = o
Morey RCT 302 12 months Exe counseling No intervention + +
2012
USA HOMA index HOMA index
Baseline: 1.2 (sd 0.8) Baseline: 1.5 (sd 1.2)
At12m: 1.5(sd 0.9) At12m: 1.4(sd0.9)
NS between study groups
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Appendix 4 3-4 Blood pressure - Physical activity

A-2.2/-2.7mmHg* A-6.4/-3.4 mmHg*

No statistical synthesis was performed of the results

Author, Design of | Number of| Number of | Number Follow-up Results Comments
Year, studies reviews/ patients of with- Intervention Control
Country studies | (total inall | drawals
studies / o c -
- [<3] o
combined) | Dropout = =pe= =
(3] S 8 2
S |BE 4]
(@] = o
Shaw Systematic 2RCT 3476 Not 3 - 12 months EXxe vs no intervention
2006 review of reported MD: A -0.6/ - mm Hg
Australia RCTs
4 RCT Exe vs Diet
MD: A +2.2/+0.9 mmHg
6 RCT Exe + Diet vs Diet
MD: A-0.1/-1.1 mm Hg
1RCT High Exe vs Low Exe (no dietary changes)
MD: A +0.9/ -0.1 mm Hg)
Thorogood Systematic 6 RCT 578 Not 6 — 12 months MD at 6 months: A -2.9 mm Hg SBP
2011 review of reported (95 % CI: -4.8 to—1.1)
Canada RCTs
MD at 12 months: A -1.7 mm Hg SBP
(95%Cl:-2.3 to-1.1)
Washburn Systematic | 5RCT 542 Not 10 - 12 months Exe Diet
2014 review of reported *only one RCT
USA RCTs
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Appendix 4 3-4 Blood pressure - Physical activity

At 12 months: 136

At 12 months: 142

ence:
0.9 to +2.5)

Mean differ
4.2 (95%Cl: -1
BP
Baseline: 82

At 12 months: 79

BP

Baseline: 86
At 12 months: 84

Mean difference:
-4.7 (95% CI: -13.2 to +3.8)

Author, Design of | Number of| Number of | Number Follow-up Results Comments
Year, studies reviews/ patients of with- Intervention Control
Country studies | (total inall | drawals
studies / o c -
combined) | Dropout e [ == S
3 | S8 2
2 |BE 4]
(@] = o
Balducci RCT 73 3 12 months Supervised Exe + Exe- counseling Only Exe-counseling +
2012
Italy
SBP SBP
Baseline: 143 Baseline: 145
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Appendix 4 3-4 Blood pressure - Physical activity

At 12 months: A: -8

At 12 months: A: -7

Mean difference:
A:-2.3 (95 % Cl: -4.09

to -0.5)

Baseline: 88
At 12 months: A: -4

O
o

B

BP

Baseline: 90
At 12 months: A: -4

Mean difference:

A-14 (95%Cl: -2.5 t0-0.2)

Author, Design of | Number of| Number of | Number Follow-up Results Comments
Year, studies reviews/ patients of with- Intervention Control
Country studies | (total inall | drawals
studies / o c -
a <] o
combined) | Dropout = =pe= =
g | 2= 2
= w e )
(@] = o
Hunt RCT 748 49 10 months Exe + diet counseling No intervention + +
2014
Scotland . SBP . SBP
Baseline: 139 Baseline: 142
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Appendix 4 3-5 Quality of life — Physical activity

Author, Design of | Number of| Number of | Number of | Follow-up Results Comments
Year, studies reviews/ patients with- Intervention Control
Country studies | (total in all drawals/
studies droputs “ ®
combined) g S| &
28lgE| g
5|18E| &
Morey RCT 302 25 12 months Exe counseling No intervention + + +
2012
USA SF-36 General health SF-36 General health
Baseline: 61 (sd 39) Baseline: 66 (sd 40)
At12 m: 58 (sd 42) At12m: 62 (sd 42)
NS between study groups
Villareal RCT 53 8 12 months Exe No intervention IWQL = Impact of
2011 weight on QoL
Napoli
2014 SF-36 Mental SF-36 Mental + + ?
USA Baseline: 75 (sd 20) Baseline: 77 (sd 12)

At12 m: A +6 (sd 18)

At12m: A-0.5(sd 11)

NS between study groups
IWQOL IWQOL
Baseline: 77 (sd 4) Baseline: 75 (sd 4)

At12 m: A +10(sd 2)

At12 m: A +0.3(sd 2)

p< 0.001 between study groups
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Appendix 2 4-1 - Included systematic reviews of DIET

— Assessment according to the AMSTAR criteria.

Author, A Two At least "Grey List of | Characte-| Assessment | Conclusions | Appropriate | Assessment | Statement of OVERALL
Year, priori | independent two literature”| included | ristics of | of scientific | based on the method to of the conflict of | QUALITY OF THE
Country design data databases| included | studies | included | quality of scientific combine likelihood of interest SYSTEMATIC
extractors studies included quality of findings of publication REVIEW
provided studies included studies bias
studies
Johnston, 2014, Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes High
USA
Naude, 2014, Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes High
South Africa,
United Kingdom
Johansson, 2014 | Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes High

Sweden
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Appendix 2 4-2 Included reviews of DIET — Design and characteristics.

Author, Study design Final date of Study groups Number BMI Time of Outcome variables
Year, literature search Intervention vs | of patients Kg/m? follow-up
Country Control
Johnston, 2014, USA RCT April 2014 Low-carbohydrate 7289 33.7 (4.3) 4 -12 mo. Weight
diets vs. control diets| (48 trails)
Low-fat diets vs.
control diets
Naude, 2014, South RCT 19 March 2014 Low-carbohydrate 3209 >25.0 3-6 mo. and Weight
Africa, United Kingdom diet (I) vs, (19 trails) 12-24 mo. Blood pressure
isoenergetic weight
loss diet (C)
Johansson, 2014 RCT February 2013 After initial weight | 2012 (19 | 27.9-41.6 3—26 mo. Weight
Sweden loss period trails) Weight loss maintenance
(VLED/LED)

randomization to
Meal replacement (1)
vs. control (C) or
high-protein diet (I)
vs. control (C) or
supplements (1) vs.
control (C) or

other diet (1) vs.
control (C)
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Report

Appendix 2 4-3 — Characteristics of included studies
Non-surgical treatment of obesity: Diet

Author, Study Design Study Study Groups; | Patients Mean Age Men (%) | Outcome variables
Year, Duration Intervention vs (n) (years)
Country (years) control BMI (kg/m?)
1. Energy-restricted ketogenic diet versus energy-restricted diet
Moreno 2014 RCT 1.0 Energy-restricted | 79 44.4 (8.6) yrs (1) 11.3 Weight
Spain ketogenic diet (1) 46.3 (9.3) yrs (C)
Vs. energy
restricted diet (C) 35.1 (4.5) kg/m2 (1)
35.1(5.3) kg/m2
©)
2. Low-carbohydrate diet versus high-carbohydrate diet
Makris 2013 RCT 0.5 Energy-restricted | 47 47.4 (8.7) yrs 53.2 Weight
USA low-carbohydrate
diet (1) vs. 35.3 (3.4) kg/m2
energy-restricted
high-
carbohydrate diet
(©)
Tay 2014 RCT 0.5 Energy-restricted | 115 58.7 (7) yrs 57.4 Weight
Awustralia low-carbohydrate BMI
diet (1) vs. 34.4 (4.2) kg/m2 Waist circumference
energy-restricted Blood pressure
high-
carbohydrate diet
©)
Jakubowitcz 2012 RCT 0.61 Energy restricted | 193 47 (7) yrs 40.4 Weight
Israel low-carbohydrate BMI
breakfast (1) vs. 32.2 (1.0) kg/m2 Waist circumference
energy-restricted
high-
carbohydrate,
protein-enriched
breakfast (C)
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Report

Appendix 2 4-3 — Characteristics of included studies

Non-surgical treatment of obesity: Diet

Author, Study Design Study Study Groups; | Patients Mean Age Men (%) | Outcome variables
Year, Duration Intervention vs (n) (years)
Country (years) control BMI (kg/m?)
3. Low-carbohydrate diet versus low-fat diet
Bazzano 2014 RCT 1.0 Low- 148 45.8 (9.9) yrs (1) 115 Weight
USA carbohydrate diet 47.8 (10.4) yrs (C) Waist circumference
(1) vs. Low-fat Blood pressure
diet (C) 35.2 (3.8 kg/m2 (1)
35.6 (4.5) kg/m2
©)
Foraker 2014 RCT 1.0 Low- 79 41.4 (5.3) yrs 0 Weight
USA carbohydrate diet Waist circumference
(1) vs. low-fat 30.1 (2.6) kg/m2 (1) Blood pressure
diet (C) 30.3(2.8) kg/m2
©
Haufe 2012 RCT 0.5 Energy restricted | 170 44 (9) yrs (1) 155 Weight
Germany low-carbohydrate 45 (8) yrs (C) BMI
diet (1) vs. Waist circumference
energy-restricted 33.0 (4.5) kg/m2 (1) Blood pressure
low-fat diet (C) 32.9 (4.0) kg/m2
©
Rock 2014 RCT 1.0 Energy-restricted | 227 55.5(9.2) yrs (I) 48.9 Blood pressure
USA low-fat, high- 57.3(8.6) yrs (I) Quality of life
carbohydrate diet 56.8 (9.3) yrs (C)
() vs. energy-
restricted high- BMI not reported
fat, low-
carbohydrate diet
(1) vs. usual care
©)
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Appendix 2 4-3 — Characteristics of included studies
Non-surgical treatment of obesity: Diet

Author, Study Design Study Study Groups; | Patients Mean Age Men (%) | Outcome variables
Year, Duration Intervention vs (n) (years)
Country (years) control BMI (kg/m?)
4. High-protein diet versus high-carbohydrate diet
Dalle Grave 2013 RCT 1.0 Energy-restricted | 88 46.7 (10.3) yrs (1) 42.0 Weight
Italy high-protein diet 46.6 (12.0) yrs (C) BMI
() vs. energy- Blood pressure
restricted high- 45.8 (6.5) kg/m2 (1)
carbohydrate diet 45.4 (7.0) kg/m2
©) ©)
Lutze 2013 RCT 1.0 Energy-restricted | 118 49.6 (9.2) yrs 100 Weight
Australia high-protein diet Quality of life
(1) vs. energy- 31.2 (4.2) kg/m2
restricted high-
carbohydrate diet
(©)
Wycherley 2012 RCT 1.0 Energy-restricted | 120 50.8 (9.3) yrs 100 Weight
Australia high-protein, Blood pressure
low-fat diet (I) 33.0(3.9) kg/m2
vs. Energy-
restricted high-
carbohydrate,
low-fat diet (C)
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Appendix 2 4-3 — Characteristics of included studies
Non-surgical treatment of obesity: Diet

Author, Study Design Study Study Groups; | Patients Mean Age Men (%) | Outcome variables
Year, Duration Intervention vs (n) (years)
Country (years) control BMI (kg/m?)
5. High-protein diet versus standard-protein diet
Calleja Fernandez 2012 RCT 1.0 Energy restricted | 40 35.8(12.4)-47.2 325 Weight
Spain high-protein diet (11.8) yrs

() vs. energy-

restricted 31.8 (2.71) — 32.99

standard-protein (2.45) kg/m2

diet
Jesudason 2013 RCT 2.0 Energy-restricted | 323 59.5 (0.4) (SE) yrs 0 Weight
Australia high-protein diet ()]

(1) vs. energy- 59.4 (0.4) yrs (C)

restricted normal-

protein diet (C) 34.0 (0.4) kg/m2 (1)

33.4 (0.4) kg/m2
©

Jesudason 2013 RCT 1.0 Energy-restricted | 76 59.4 (2.2) (SE) (1) 59.2 Weight
Australia moderate-protein 62.4 (1.7) yrs (C)

diet (1) vs.

energy-restricted 36.7 kg/m2 (1)

normal-protein 35.4 kg/m2 (C)

diet (C)
Soenen 2013 RCT 0.5 Energy-restricted | 80 44 (4) yrs 333 Weight
The Netherlands high-protein diet BMI

() vs. energy- 32.0 (0.5) kg/m2 (1) Blood pressure

restricted normal- 32.0 (0.5) kg/m2

protein diet (C) (©)
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Appendix 2 4-3 — Characteristics of included studies
Non-surgical treatment of obesity: Diet

Author,
Year,
Country

Study Design

Study
Duration

(years)

Study Groups;
Intervention vs
control

Patients

(n)

Mean Age

(years)
BMI (kg/m?)

Men (%)

Outcome variables

6. Low-fat diet versus high-fat diet

de Jonge 2012
USA

RCT

2.0

Low-fat, average
protein, 65 E%
carbohydrates (1)
vs. High-fat,
average protein,
45 E%
carbohydrates (1)
vs. High-fat,
high-protein, 35
E%
carbohydrates (1)
vs. low-fat, high
protein, 55 E%
carbohydrates (C)

811

50.5(9.5) - 51.7
(9.3) yrs

32.3(8.39-33.17
(4.17) kg/m2

36.5

Weight
BMI
Waist circumference

7. Low-glycemic index diet vers

us high-glycemic index diet

Aller 2014
European countries (multi-
centre)

RCT

1.0

High-protein, low
Glycemic index
(GI) (1) vs. high-
protein, high-Gl
(1) vs. low-
protein, low-Gl
(1 vs., low-
protein, high-Gl
(1) vs. control diet

(©)

256

42 (6) yrs

>27 kg/m2

40.2

Weight loss maintenance

8. Palaeolithic diet versus Nordic Nutrition Recomm

endations diet

Mellberg, 2014
Sweden

RCT

2.0

Palaeolithic diet
(1) vs. Nordic
Nutrition
Recommendation
diet (C)

70

59.5 (5.5) yrs (I)
60.3 (5.9) yrs (C)

32.7 (3.6) kg/m2 (1)
32.6 (3.3) kg/m2
©

Weight
BMI
Waist circumference
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Appendix 2 4-3 — Characteristics of included studies

Non-surgical treatment of obesity: Diet

Author, Study Design Study Study Groups; | Patients Mean Age Men (%) | Outcome variables
Year, Duration Intervention vs (n) (years)
Country (years) control BMI (kg/m?)
9. Intermittent versus continuous energy restriction
Arguin 2012 RCT 1.0 Intermittent (1) 25 60.8 (5.5) yrs (I) 0 Weight
Canada Vvs. continuous 61.0 (7.3) yrs (C) Waist circumference
(C) energy
restriction BMI: not reported
Harvie 2011 RCT 0.5 Intermittent 107 40.1 (4.1) yrs (1) 0 Weight
United Kingdom energy restriction 40.0 (3.9) yrs (C) Waist circumference
() vs. continuous
(C) energy 30.7 (5.0) kg/m2 (1)
restriction 30.5 (5.2) kg/m2
©
Keogh 2014 RCT 1.0 Intermittent 75 59.5 (8.7) yrs (I) 0 Weight
Australia energy restriction 60.8 (12.5) yrs (C) Waist circumference
() vs. continuous
(C) energy 33.1(3.8) kg/m2 (1)
restriction 33.0 (7.5) kg/m2
©
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Appendix 3 4-1 Excluded studies- Diet

Author, year of publication

Reason for exclusion

Secondary analysis of the PREDIMED-study. The main study is included in

Babio 2014 SBU- “Diet and obesity”
Bachman 2012 Wrong intervention
Davis 2012 Wrong population
de Ia Iglesia 2014 Wrong intervention
Del Giglio 2012 Wrong outcome measure, published before 2012-11-15
Wrong population
Foster 2013
Wrong population
Hikmat 2014
Intervention period less than 6 months
Kaiser 2014
Included in SBU-“Diet and obesity”
Krebs 2012
Secondary analysis of the PREDIMED-study. The main study is included in
Lasa 2014 SBU- “Diet and obesity”
Wrong intervention
Leader 2013
The results are not presented by treatment groups.
Lin 2012
Wrong population
Lowe 2014
Wrong population
Poddar 2013

Poulsen 2014

Wrong intervention

Qi 2012

Wrong outcome measure

Raynor 2012

The results are not presented by treatment groups.

Rezaeipour 2014

Wrong intervention

Salinardi 2013

Wrong intervention

Shahnazari 2013

Wrong intervention

Shirai 2013

Wrong population

Soeliman 2014

No systematic review

Secondary analysis

Stomby 2014

Wrong intervention
Tapsell 2014

Wrong population
Tate 2012

Turner-McGrievy 2014

Wrong outcome measure

Whigham 2012

Secondary analysis, wrong outcome measure

Whitham 2014

Wrong intervention

Zulet 2011

Study protocol




Appendix 4 4-1 Outcome variable weight
Abbreviations and symbols: RCT = randomized, controlled trial

. NR = not reported. A= change between intervention and control group. CI = confidence interval.

Mo: months

Author, Design of Number | Number of | Follow-up Results Comments

Year, studies included of patients Range and median of the average difference between intervention

Country in the reviews/ | (total in all and control groups.

systematic studies studies
review combined) Intervention Control

3. Low-carbohydrate diet versus low-fat diet

Johnston, 2014, USA RCT 1(48) 7289 4-12mo |Low-carbohydrate diets vs. control diets, median difference (95% credible |* the Bayesian
interval*) equivalent of 95%
6 mo: -8.73 (-7.27 to -10.20) kg confidence intervals.
12 mo: -7.25 (-5.33 t0 -9.25) kg

Naude, 2014, South RCT 1(19) 3209 3-6 mo. Low-carbohydrate diet vs. Isoenergetic control diet, Non-diabetes

Africa, United 12-24 mo. |Mean difference (95% CI)

Kingdom 3-6 mo (n=854): -0.74 (-1.49 to 0.01) kg
12-24 mo (n=510): -0.48 (-1.44 to 0.49) kg
Low-carbohydrate diet vs. Isoenergetic control diet, Diabetes
Mean difference (95% CI)
3-6 mo (n=301): 0.82 (-1.25 to 2.90) kg
12-24 mo (n=248): 0.91 (-2.08 to 3.89) kg

6. Low-fat diet versus high-fat diet

Johnston, 2014, USA RCT 1(48) 7289 4-12mo |Low-fat diets vs. control diets, median difference (95% credible interval*) |* the Bayesian
6 mo: -7.99 (-6.01 to -9.92) kg equivalent of 95%
12 mo: -7.27 (-5.26 t0 -9.34) kg confidence intervals.
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Project: Non-surgical treatment of obesity: Diet
Appendix 4 4-2
Outcome variable: weight change (kg, kg/m2)

* + No problem
? Some problems
- Major problems

RCT: randomized controlled trail, I: intervention group, C: control group, SD: standard deviation, SEM: standard error of the mean, A: difference between baseline and time point, n.s.:
not significant different, BMI: body mass index, ITT: intention-to-treat, LF/AP: low-fat/ average protein, HF/AP: high-fat/ average protein, HF/HP: high-fat/high-protein, LF/HP: low-

fat/high-protein.

Author, year Country | Study design Number | With Result Comments
of drawls « |
patients | - Intervention Control ] g c
n= dropouts f:_f g 9
n= ] %g 8
= 282
(@] n 3 a
Moreno 2014 Spain RCT 79 26 Mean (SD) weight loss Mean (SD) weight loss [Energy-restricted ketogenic diet (1)| - - -
8 mo: -22.8 (11.4) kg 8 mo: -7.1 (5.3) kg vs. energy restricted diet (C)
12 mo: -19.9 (12.3) kg 12 mo: -7.0 (5.0) kg
Between groups:
8 mo: P<0.0001
12 mo: P<0.0001
2. Low-carbohydrate diet versus high-carbohydrate diet
Makris 2013 USA RCT 47 ? Mean (SD) difference Mean (SD) difference  [Energy-restricted low- - + +
6 mo: -11.4 (5.6) % 6 mo: -9.7 (5.6) % carbohydrate diet (1) vs. energy-
restricted high-carbohydrate diet
Between groups: n.s. (C)
Tay 2014 Australia RCT 115 22 Mean difference (SD) Mean difference (SD)  |[Energy-restricted low- + + +

6 mo: -12.0 (6.3) kg

Time x group

P=0.57

Mean difference (SD)
6 mo: -4.0 (2.0) kg/m2

Time x group
P=0.74

6 mo: -11.5 (5.5) kg

Mean difference (SD)
6 mo: -4.0 (1.8) kg/m2

carbohydrate diet (1) vs. energy-
restricted high-carbohydrate diet

(€)
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Project: Non-surgical treatment of obesity: Diet
Appendix 4 4-2
Outcome variable: weight change (kg, kg/m2)

* + No problem
? Some problems
- Major problems

RCT: randomized controlled trail, I: intervention group, C: control group, SD: standard deviation, SEM: standard error of the mean, A: difference between baseline and time point, n.s.:
not significant different, BMI: body mass index, ITT: intention-to-treat, LF/AP: low-fat/ average protein, HF/AP: high-fat/ average protein, HF/HP: high-fat/high-protein, LF/HP: low-

fat/high-protein.

Author, year Country | Study design Number | With Result Comments
of drawls « |
patients | - Intervention Control 2 d
n= dropouts = S 2
O >d .2
n= D T g O
= |22
(@] n 3 a
Jakubowitcz 2012 Israel RCT 193 49 Mean (SD), weight Mean (SD), weight Energy restricted low-carbohydrate  + - +

0 wks: 90.4 (9.2) kg
16 wks: 75.2 (8.1) kg
32 wks: 86.9 (9.7) kg

Between groups at 16 wks:
P=0.11

Between groups at 32 wks:
P<0.001

Mean (SD), BMI
0 wks: 32.3 (1.9) kg/m2

16 wks: 26.9 (1.7) kg/m2
32 wks: 30.9 (2.0) kg/m2

Between groups at 16 wks:
P=0.08

Between groups at 32 wks:
P<0.001

0 wks: 91.2 (9.8) ko)
16 wks: 77.6 (9.0) kg
32 wks: 70.6 (8.7) kg

Mean (SD), BMI
0 wks: 32.2 (1.9) kg/m2

16 wks: 27.4 (1.8) kg/m2
32 wks: 24.9 (1.9) kg/m2

breakfast (1) vs. energy-restricted
high-carbohydrate, protein-
enriched breakfast (C)
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Project: Non-surgical treatment of obesity: Diet
Appendix 4 4-2
Outcome variable: weight change (kg, kg/m2)

* + No problem
? Some problems
- Major problems

RCT: randomized controlled trail, I: intervention group, C: control group, SD: standard deviation, SEM: standard error of the mean, A: difference between baseline and time point, n.s.:
not significant different, BMI: body mass index, ITT: intention-to-treat, LF/AP: low-fat/ average protein, HF/AP: high-fat/ average protein, HF/HP: high-fat/high-protein, LF/HP: low-

fat/high-protein.

Author, year Country | Study design Number | With Result Comments
of drawls « || =
patients | - Intervention Control 2 d
n= dropouts = S 2
3] >d .2
n= D T g O
= 2§82
(@] n = o
Bazzano 2014 USA RCT 148 28 Mean difference (95% CI) Mean difference (95% |Low-carbohydrate diet (1) vs. + + +
6 mo: -5.6 (-6.5 to -4.6) kg Cl) Low-fat diet (C)
12 mo: -2.3(-3.3t0-1.3) kg p mo: -2.3 (-3.3t0 -1.3)
kg
Between groups: 12 mo: -1.8 (-3.3t0 -0.3)
6 mo: p<0.001 kg
12 mo: p=0.002
Rock 2014 USA RCT 227 23 Low-carbohydrate Mean Low-fat Mean difference [Energy-restricted high-fat, low- + + +

difference (SD)
6 mo:-10.4 (6.9) %

12 mo: -9.0 (8.4) %

Between intervention groups
vs. control group

6 mo: P<0.001

12 mo: P<0.001

Low-carbohydrate Mean (SD)

0 mo: 106.4 (18.3) kg
6 mo: 95.0 (17.9) kg
12 mo: 96.7 (19.7) kg

(SD)
6 mo:-2.3 (4.2) %
12 mo-2.5 (5.5) %

Low-fat Mean (SD)
0 mo: 104.6 (16.9) kg

6 mo: 102.2 (17.3) kg
12 mo: 101.9 (17.4) kg

carbohydrate diet (1) vs. usual care

(€)
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Project: Non-surgical treatment of obesity: Diet
Appendix 4 4-2
Outcome variable: weight change (kg, kg/m2)

* + No problem
? Some problems
- Major problems

RCT: randomized controlled trail, I: intervention group, C: control group, SD: standard deviation, SEM: standard error of the mean, A: difference between baseline and time point, n.s.:
not significant different, BMI: body mass index, ITT: intention-to-treat, LF/AP: low-fat/ average protein, HF/AP: high-fat/ average protein, HF/HP: high-fat/high-protein, LF/HP: low-

fat/high-protein.

Author, year Country | Study design

Number
of
patients
n=

With
drawls

dropouts
n=

Result

Comments

Intervention

Control

*

limitations  *

Directness*
Precision

Study

(Rock,cont’d)

Between intervention groups

Low-fat Mean (SD)

vs. control group
0 mo: P=0.87

6 mo: P<0.001
12 mo: P=0.005

Low-carbohydrate Mean (SD)

0 mo: 36.2 (4.7) kg/m2
6 mo: 32.4 (4.8) kg/m2
12 mo: 33.0 (5.5) kg/m2

Between intervention group
vs. control group

0 mo: P=0.86

6 mo: P<0.001

12 mo: P=0.001

0 mo: 36.3 (4.4) kg/m2
6 mo: 35.5 (4.7) kg/m2
12 mo: 35.4 (4.6) kg/m2

Haufe 2012 Germany RCT

170

55

Mean (SD), weight
0 mo: 91 (15) kg
6 mo: 84 (14) kg

Diet x Time interaction (2-
way)
P=0.19

Mean (SD), BMI

0 mo: 33.0 (4.5) kg/m2

6 mo: 30.4 (4.3) kg/m2
Diet x Time interaction (2-
way)

P=0.26

Mean (SD), weight
0 mo: 91 (17) kg
6 mo: 85 (16) kg

Mean (SD), BMI
0 mo: 32.9 (4.0) kg/m2

6 mo: 30.6 (3.9 kg/m2

Energy restricted low-carbohydrate
diet (I) vs. energy-restricted low-
fat diet (C)
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Project: Non-surgical treatment of obesity: Diet * + No problem
Appendix 4 4-2 ? Some problems
Outcome variable: weight change (kg, kg/m2) - Major problems

RCT: randomized controlled trail, I: intervention group, C: control group, SD: standard deviation, SEM: standard error of the mean, A: difference between baseline and time point, n.s.:
not significant different, BMI: body mass index, ITT: intention-to-treat, LF/AP: low-fat/ average protein, HF/AP: high-fat/ average protein, HF/HP: high-fat/high-protein, LF/HP: low-
fat/high-protein.

Author, year Country | Study design Number | With Result Comments
of drawls « || =
patients | - Intervention Control ] g c
n= dropouts f:_f g 9
n= S | &8 8
= 282
(@] n = o
4. High-protein diet versus high-carbohydrate diet
Dalle Grave 2013 Italy RCT 88 19 Mean difference (SD) Mean difference (SD)  |[Energy-restricted high-protein diet| - - +
6 mo: -19.0 (11.3) kg 6 mo: -17.2 (8.2) kg (1) vs. energy-restricted high-
12 mo: -18.1 (14.3) kg 12 mo: -15.9 (10.1) kg  [carbohydrate diet (C)
No significant differences
between groups at any time-
point.
Mean difference (SD) Mean difference (SD)
6 mo: -6.5 (3.5) kg/m2 6 mo: -6.1 (2.7) kg/m2
12 mo: -6.2 (4.5) kg/m2 12 mo: -5.7 (3.3) kg/m2
No significant differences
between groups at any time-
point.
Lutze 2013 Australia RCT 118 54 Mean (SEM) difference (ITT) | Mean (SEM) difference [Energy-restricted high-protein diet| - - +
12 mo: -12.3 (1.4) kg (TT) () vs. energy-restricted high-
12 mo: -10.9 (1.4) carbohydrate diet (C)
Time: P<0.001
Time x diet: P=0.91
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Project: Non-surgical treatment of obesity: Diet

Appendix 4 4-2

Outcome variable: weight change (kg, kg/m2)

RCT: randomized controlled trail, I: intervention group, C: control group, SD: standard deviation, SEM: standard error of the mean, A: difference between baseline and time point, n.s.:
not significant different, BMI: body mass index, ITT: intention-to-treat, LF/AP: low-fat/ average protein, HF/AP: high-fat/ average protein, HF/HP: high-fat/high-protein, LF/HP: low-

fat/high-protein.

* + No problem
? Some problems
- Major problems

Author, year Country | Study design Number | With Result Comments
of drawls « |
patients | - Intervention Control A g c
n= dropouts = g S
n= 2 | &8 8
= 2482
(@] n 3 a
Wycherley 2012 Australia RCT 120 52 Mean (SD) Mean (SD) Energy-restricted high-protein, low- | - - +
0 mo: 106.0 (12.9) kg 0 mo: 101.6 (14.9) kg  [fat diet (1) vs. Energy-restricted
12 mo: 93.7 (10.7) kg 12 mo: 90.7 (12.4) kg  |high-carbohydrate, low-fat diet (C)
Mean difference (SD) Mean difference (SD)
-12.3 (8.0) kg -10.9 (8.6) kg
Baseline
P=0.20
Time
P<0.001
Time x group
P=0.83
ITT
P=0.92
Calleja Fernandez Spain RCT 40 24 Insulin resistant Mean (SD) | Insulin resistant Mean  |[Energy restricted high-protein diet + - +
2012 6 mo: -10.25 (4.88) % (SD) (1) vs. energy-restricted standard-
12 mo: -6.87 (3.29) % 6 mo: -10.53 (10.67) % |protein diet

Insulin sensitive Mean (SD)
6 mo: -12.14 (3.29) %
12 mo: -10.57 (5.51) %

Between groups:
P: n.s. at both time points.

12 mo: -7.38 (1.96) %

Insulin sensitive Mean
(SD)

6 mo: -9.63 (2.51) %
12 mo: -8.55 (0.83) %
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Appendix 4 4-2
Outcome variable: weight change (kg, kg/m2)

* + No problem
? Some problems
- Major problems

RCT: randomized controlled trail, I: intervention group, C: control group, SD: standard deviation, SEM: standard error of the mean, A: difference between baseline and time point, n.s.:
not significant different, BMI: body mass index, ITT: intention-to-treat, LF/AP: low-fat/ average protein, HF/AP: high-fat/ average protein, HF/HP: high-fat/high-protein, LF/HP: low-

fat/high-protein.

Author, year Country | Study design Number | With Result Comments
of drawls « || =
patients | - Intervention Control A g c
n= dropouts = g S
n= S
= 2§82
(@] n = o
Insulin resistant Mean (SD) | Insulin resistant Mean
0 mo: 31.18 (2.71) kg/m2 (SD)
6 mo: 28.39 (2.19) kg/m2 0 mo: 32.02 (2.01) kg/m2
12 mo: 29.26 (2.63) kg/m2 6 mo: 29.77 (3.93) kg/m2
12 mo: 29.84 (2.18)
Insulin sensitive Mean (SD)  kg/m2
0 mo: 32.99 (2.45) kg/m2
6 mo: 29.55 (0.90) kg/m2 Insulin sensitive Mean
12 mo: 30.52 (2.90) kg/m2 (SD)
0 mo: 31.44 (2.21) kg/m2
Between groups: 6 mo: 28.52 (2.68) kg/m2
P: n.s. at both time points. 12 mo: 29.98 (2.63)
kg/m2
Jesudason 2013 Australia RCT 323 186 Mean (SE) Mean (SD) Energy-restricted high-protein diet - - +
0 mo: 88.6 (1.1) kg 0 mo: 88.6 (1.1) kg () vs. energy-restricted normal-
12 mo: 79.0 (1.3) kg 12 mo: 77.9 (1.5) kg protein diet (C)
24 mo: 79.6 (1.6) kg 24 mo: 78.3 (1.9) kg
Time: P<0.001
Between diets: P=0.49
Mean (SE), weight loss from | Mean (SE), weight loss
baseline from baseline
0 mo: - 0 mo: -
12 mo: 9.7 (0.8) % 12 mo: 11.3 (0.7) %
24 mo: 9.0 (1.0) % 24 mo: 10.1 (1.0) %
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Outcome variable: weight change (kg, kg/m2)

* + No problem
? Some problems
- Major problems

RCT: randomized controlled trail, I: intervention group, C: control group, SD: standard deviation, SEM: standard error of the mean, A: difference between baseline and time point, n.s.:
not significant different, BMI: body mass index, ITT: intention-to-treat, LF/AP: low-fat/ average protein, HF/AP: high-fat/ average protein, HF/HP: high-fat/high-protein, LF/HP: low-

fat/high-protein.

Author, year Country | Study design Number | With Result Comments
of drawls « || =
patients | - Intervention Control 2 d
n= dropouts = g9
3] >0 .2
n= D T 4 o
= |28 ¢
(@] n = o
Jesudason 2013 Australia RCT 76 21 Mean (SD) difference from Mean (SD) difference  [Energy-restricted moderate-protein | + - +
baseline to 12 mo from baseline to 12 mo (diet (I) vs. energy-restricted normal-
-9.7 (13.4) kg 6.6 (7.1)kg protein diet (C)
Between groups: n.s.
Soenen 2013 The Netherlands | RCT 80 8 Mean (SD) Mean (SD) Energy-restricted high-protein diet | + + +

0 mo: 90.0 (14) kg
6 mo: 83.0 (12) kg

Time:

6 mo to 0 mo: P<0.01 (both |
&C)

Treatment X time

6 mo: n.s.

Mean (SD)
0 mo: 32.0 (0.5) kg/m2

6 mo: 29.8 (0.4) kg/m2

Time:

6 mo to 0 mo: P<0.01 (both |
&C)

Treatment X time

6 mo: n.s.

0 mo: 90.0 (14) kg
6 mo: 82.8 (11) kg

Mean (SD)
0 mo: 32.0 (0.5) kg/m2

6 mo: 29.5 (0.4) kg/m2

() vs. energy-restricted normal-
protein diet (C)
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Outcome variable: weight change (kg, kg/m2)

* + No problem
? Some problems
- Major problems

RCT: randomized controlled trail, I: intervention group, C: control group, SD: standard deviation, SEM: standard error of the mean, A: difference between baseline and time point, n.s.:
not significant different, BMI: body mass index, ITT: intention-to-treat, LF/AP: low-fat/ average protein, HF/AP: high-fat/ average protein, HF/HP: high-fat/high-protein, LF/HP: low-

fat/high-protein.

Author, year Country | Study design Number | With Result Comments
of drawls « |
patients | - Intervention Control 3 d
n= dropouts = g .2
= 3 -
n £ |28¢8
(@] n 3 a
6. Low-fat diet versus high-fat diet
de Jonge 2012 USA RCT 811 166 LF/AP (65% carb) Mean (SE) | LE/HP (55% carb) Mean [Low-fat, average protein, 65 E% |+ + +

6 mo: -6.54 (0.42) kg
24 mo: -3.26 (0.56) kg

HF/AP (45% carb) Mean (SE)

6 mo: -6.37 (0.42) kg
24 mo: -3.87 (0.59) kg

HF/HP (35% carb) Mean (SE)

6 mo: -6.42 (0.42) kg
24 mo: -3.98 (0.42) kg

Time: P=0.0002
Between groups: n.s.

LF/AP (65% carb) Mean (SE)
BMI

6 mo: -2.27 (0.15) kg/m2

24 mo: -3.26 (0.56) kg/m2

HF/AP (45% carb) Mean (SE)

(SE)
6 mo: -6.80 (0.42) kg
24 mo: -5.03 (0.58) kg

LF/HP (55% carb) Mean

BMI
6 mo: -2.27 (0.25) kg/m2
24 mo: -1.40 (0.21) kg/m2

(SE) BMI
6 mo: -2.37 (0.14) kg/m2

24 mo: -1-73 (0.20)
kg/m2

carbohydrates (1) vs. High-fat,
average protein, 45 E%

low-fat, high protein, 55 E%
carbohydrates (C)

carbohydrates (1) vs. High-fat, high-
protein, 35 E% carbohydrates (1) vs.
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Outcome variable: weight change (kg, kg/m2)

* + No problem
? Some problems
- Major problems

RCT: randomized controlled trail, I: intervention group, C: control group, SD: standard deviation, SEM: standard error of the mean, A: difference between baseline and time point, n.s.:
not significant different, BMI: body mass index, ITT: intention-to-treat, LF/AP: low-fat/ average protein, HF/AP: high-fat/ average protein, HF/HP: high-fat/high-protein, LF/HP: low-

fat/high-protein.

Author, year Country | Study design Number | With Result Comments
of drawls « || =
patients | - Intervention Control 3 d
n= dropouts = S 2
o >0 .2
n= 9] S 4H o
= 282
(@] n = o
(de Jonge cont’d) HF/HP (35% carb) Mean (SE)
BMI
6 mo: -2.26 (0.16) kg/m2
24 mo:-1.41 (0.20) kg/m2
8. Palaeolithic diet versus Nordic Nutrition Recommendations diet
Mellberg, 2014 Sweden RCT 70 21 Mean difference Mean difference Palaeolithic diet (1) vs. Nordic + - +

0-12 mo: -8.7 kg

Between groups:
12 mo: P<0.01

Mean (SEM) difference, BMI

0-12 mo: -4.4 kg

Mean (SEM) difference,

6 mo: -3.0 (0.30) kg/m2
12 mo: -3.3 (0.36) kg/m2
24 mo: -2.4 (0.41) kg/m2

Between groups:
6 mo: P<0.001

12 mo: P=0.002
24 mo: P=0.059

BMI

6 mo: -1.2 (0.27) kg/m2
12 mo: -1.7 (0.38) kg/m2
24 mo: -1.4 (0.34) kg/m2

Nutrition Recommendation diet (C)
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Outcome variable: weight change (kg, kg/m2)

* + No problem
? Some problems
- Major problems

RCT: randomized controlled trail, I: intervention group, C: control group, SD: standard deviation, SEM: standard error of the mean, A: difference between baseline and time point, n.s.:
not significant different, BMI: body mass index, ITT: intention-to-treat, LF/AP: low-fat/ average protein, HF/AP: high-fat/ average protein, HF/HP: high-fat/high-protein, LF/HP: low-

fat/high-protein.

Author, year Country | Study design Number | With Result Comments
of drawls « |
patients | - Intervention Control ] g c
n= dropouts f:_f g 9
n= S | &8 8
= | 292
(@] n 3 a
9. Intermittent versus continuous energy restriction
Arguin 2012 Canada RCT 25 3 Mean difference (SD) Mean difference (SD) Intermittent (1) vs. continuous (C) + - +
12 mo: -8.5 (4.2) kg 12 mo: -7.1 (4.7) kg energy restriction
Time: p<0.001
Between groups: p=0.73
Harvie 2011 United Kingdom| RCT 107 18 Mean (range) Mean (range) Intermittent energy restriction (I) vs.| + - +
0 mo: 81.5 (77.5-85.4) kg 0 mo: 84.4 (79.7-89.1)  [continuous (C) energy
6 mo: 75.8 (71.4-80.2) kg kg
6 mo: 79.9 (74.6-85.2)
Time: P<0.05, both groups kg
Between groups at 6 mo:
P=0.26
Keogh 2014 Australia RCT 75 39 Mean (SD) difference Mean (SD) difference  |Intermittent energy restriction (I) vs.| + - -

12 mo: -2.1 (3.8) kg
Between groups: P=0.19
Mean (SD) difference

12 mo: -2.3 (4.1) % ( range -
12.1, +6.3%)

Between groups: P=0.19

12 mo: -4.2 (5.6) kg

Mean (SD) difference
12 mo: -4.2 (4.9) %
(range -16.7, +1.3%)

continuous (C) energy restriction
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Appendix 4 4-3

Outcome variable: weight loss maintenance (kg, %)
RCT: randomized controlled trail, I: intervention group, C: control group, SEM: standard error of the mean, A: difference between baseline and time point, n.s.: not significant different,

ITT-LOCF: intention-to-treat-last observation carried forward, LED: low energy diet (liquid), GI: glycemic index.

* + No problem
? Some problems
- Major problems

Author, year Country | Study design Number | With Result Comments
of drawls . | =
patients | - Intervention Control 2 g <
n= dropouts = =
3] > o .2
n= ] h=Ih= T
= | 2882
(@) n =
7. Low-glycemic index diet versus high-glycemic index diet
Aller 2014 European RCT 256 117 From post-LED to the end of 12 High-protein, low Glycemic index + -
countries mo (ITT-LOCF) (GI) (I) vs. high-protein, high-GI (1)
(multi- Low-protein/low-Gl vs. low-protein, low-GlI (1) vs., low-
centre) +6.7 (5.7t0 7.7) kg protein, high-GlI (1) vs. control diet

High-protein/low-GI

+3.9 (3.9 t0 4.9) kg,
Difference low protein — high
protein

2.8 (1.4 t0 4.1) kg P<0.001
High-Gl/ low-protein

+4.9 (3.9t0 5.9) kg

High-Gl/ high-protein

+5.7 (4.810 6.7) kg
Difference highGl — low-GI
-0.8 (-2.2 to +0.5) kg, P=0.214

(©)
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Appendix 4 4-4  Outcome variable weight loss maintenance
Abbreviations and symbols: RCT = randomized, controlled trial. NR = not reported. A= change between intervention and control group. CI = confidence interval.
Mo: months

Author, Design of Number | Number of | Follow-up Results Comments
Year, studies included of patients Range and median of the average difference between intervention
Country in the reviews/ | (total in all and control groups.
systematic studies studies
review combined) Intervention Control

10. Weight loss maintenance after low-energy liquid diet

Johansson, 2014 RCT 1(19) 2012 3-36 mo. |Diet: meal replacement vs. control, WMD (95% CI)
Sweden -3.9 (-5.0to -2.8) kg

Diet: high-protein diet vs. control, WMD (95% CI)
-1.5(-2.1t0 -0.8) kg

Diet: supplements vs. control, WMD (95% CI)
0.0 (-1.4 to +1.4) kg

Diet: other diet vs. control, WMD (95% CI)
-1.2 (-2.0 to -0.4) kg
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Appendix 4-4-5
Outcome variable: waist circumference change (cm)

* + No problem

? Some problems
- Major problems

RCT: randomized controlled trail, I: intervention group, C: control group, SD: standard deviation, SEM: standard error of the mean, A: difference between baseline and time point, n.s.:
not significant different, Cl: confidence interval, BMI: body mass index, ITT: intention-to-treat, LF/AP: low-fat/ average protein, HF/AP: high-fat/ average protein, HF/HP: high-fat/high-
protein, LF/HP: low-fat/high-protein, carb: carbohydrates.

Author, year Country | Study design Number | With Result Comments
of drawls . | =
patients | - Intervention Control 2 g <
n= dropouts = =
3] > o .2
n= ] oS g 0
= | 2882
(@) n =
2. Low-carbohydrate diet versus high-carbohydrate diet
Tay 2014 Australia | RCT 115 22 Mean difference (SD) Mean difference (SD) [Energy-restricted low-carbohydrate diet | + | + +
6 mo: -10.6 (7.1) cm 6 mo:-9.1 (6.4) cm (1) vs. energy-restricted high-carbohydrate
diet (C)
Time x group
P=0.25
Jakubowitcz 2012 | Israel RCT 193 49 Mean (SD) Mean (SD) Energy restricted low-carbohydrate + | - +

0 wks: 110.4 (3.2) cm
16 wks: 102.5 (4.3) cm
32 wks: 108.7 (3.6) cm

Between groups at 16
wks: P=0.28
Between groups at 32
wks: P<0.001

0 wks: 110.7 (3.1) cm
16 wks: 103.3 (4.3) cm
32 wks: 96.4 (5.3) cm

breakfast (1) vs. energy-restricted high-
carbohydrate, protein-enriched breakfast

(C)
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Project: Non-surgical treatment of obesity: Diet * + No problem
Appendix 4-4-5 ? Some problems
Outcome variable: waist circumference change (cm) - Major problems
RCT: randomized controlled trail, I: intervention group, C: control group, SD: standard deviation, SEM: standard error of the mean, A: difference between baseline and time point, n.s.:
not significant different, Cl: confidence interval, BMI: body mass index, ITT: intention-to-treat, LF/AP: low-fat/ average protein, HF/AP: high-fat/ average protein, HF/HP: high-fat/high-
protein, LF/HP: low-fat/high-protein, carb: carbohydrates.

Author, year Country | Study design Number | With Result Comments
of drawls . #
patients | - Intervention Control ] 4 <
n= dropouts fc_" g 9
n= o %‘c:t 8
= | 292
(@] n o a
3. Low-carbohydrate diet versus low-fat diet
Bazzano 2014 USA RCT 148 28 Mean difference (95% |[Mean difference (95% |Low-carbohydrate diet (I) vs. Low-fat dietf + | + +
ch Cl) (©)
6 mo: -5.9 (-7.1to -4.7) |6 mo:-4.0 (-5.2 to -2.8)
cm cm
12 mo: -6.7 (-8.5t0 -4.9) [12 mo: -5.0 (-6.8 to -
cm 3.2) cm
Between groups:
6 mo: p=0.024
12 mo: p=0.197
Rock 2014 USA RCT 227 23 Low-carbohydrate Mean | Mean (SD) Energy-restricted high-fat, low- + |+ +
(SD) 0 mo: 119.9 (11.9) cm (carbohydrate diet (1) vs. usual care (C)
0mo:121.3(12.3)cm |6 mo: 117.7 (13.1) cm
6 mo: 111.8 (13.3) cm |12 mo: 117.1 (13.0) cm
12 mo: 112.3 (14.6) cm
Between intervention
groups vs. control group
0 mo: P=0.93
6 mo: P<0.001
12 mo: P=0.007
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Appendix 4-4-5 ? Some problems
Outcome variable: waist circumference change (cm) - Major problems
RCT: randomized controlled trail, I: intervention group, C: control group, SD: standard deviation, SEM: standard error of the mean, A: difference between baseline and time point, n.s.:

not significant different, Cl: confidence interval, BMI: body mass index, ITT: intention-to-treat, LF/AP: low-fat/ average protein, HF/AP: high-fat/ average protein, HF/HP: high-fat/high-
protein, LF/HP: low-fat/high-protein, carb: carbohydrates.

* + No problem

Author, year Country | Study design Number | With Result Comments
of drawls . #
patients | - Intervention Control 2 g <
n= dropouts = =
O >dq .2
n= ] o g O
= | 2882
(@] n o a
Haufe 2012 Germany RCT 170 55 Mean (SD) Mean (SD) Energy restricted low-carbohydrate diet + | - +
0 mo: 101 (13) cm 0 mo: 102 (12) cm () vs. energy-restricted low-fat diet (C)
6 mo: 95 (11) cm 6 mo: 96 (11) cm
Diet x Time interaction
(2-way)
P=0.69
Wycherley 2012 Australia RCT 120 52 Mean (SD) Mean (SD) Energy-restricted high-protein, low-fat + | - +

0 mo: 111.4 (7.8) cm
12 mo: 98.8 (7.4) cm

Mean difference (SD)

0 mo: 108.9 (10.9) cm
12 mo: 97.6 (9.5) cm

Mean difference (SD)

-12.6 (6.4) cm

Baseline
P=0.30

Time

P<0.01

Time x group
P=0.62

ITT

P=0.24

-11.3 (7.0) cm

diet (1) vs. Energy-restricted high-
carbohydrate, low-fat diet (C)
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Project: Non-surgical treatment of obesity: Diet * + No problem
Appendix 4-4-5 ? Some problems
Outcome variable: waist circumference change (cm) - Major problems
RCT: randomized controlled trail, I: intervention group, C: control group, SD: standard deviation, SEM: standard error of the mean, A: difference between baseline and time point, n.s.:
not significant different, Cl: confidence interval, BMI: body mass index, ITT: intention-to-treat, LF/AP: low-fat/ average protein, HF/AP: high-fat/ average protein, HF/HP: high-fat/high-
protein, LF/HP: low-fat/high-protein, carb: carbohydrates.

Author, year Country | Study design Number | With Result Comments
of drawls
patients |- Intervention Control
n= dropouts
n=

*

limitations _*

Directness*
Precision

Study

6. Low-fat diet versus high-fat diet

de Jonge 2012 USA RCT 811 166 LF/AP (65% carb) Mean | LF/HP (55% carb) Low-fat, average protein, 65 E% + |+ +
(SE) Mean (SE) carbohydrates (1) vs. High-fat, average

6 mo: -6.52 (0.46) cm 6 mo: -6.93 (0.46) cm |protein, 45 E% carbohydrates (1) vs.

24 mo: -4.92 (0.61) cm | 24 mo: -6.84 (0.63) cm High-fat, high-protein, 35 E%
carbohydrates (1) vs. low-fat, high protein,
HF/AP (45% carb) Mean 55 E% carbohydrates (C)

(SE)

6 mo: -6.87 (0.46) cm
24 mo: -5.81 (0.65) cm

HF/HP (35% carb) Mean
(SE)

6 mo: -7.03 (0.46) cm
24 mo: -5.95 (0.62) cm

Time: P<0.001
Between groups: P=0.22-
P=0.99

8. Palaeolithic diet versus Nordic Nutrition Recommendations diet

Mellberg, 2014 Sweden RCT 70 21 Mean difference Mean difference Palaeolithic diet (1) vs. Nordic Nutrition | + | - +
0-6 mo: -11.1 cm 0-6 mo: -5.8 cm Recommendation diet (C)
Between groups:
6 mo: P=0.001
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Project: Non-surgical treatment of obesity: Diet * + No problem
Appendix 4-4-5 ? Some problems
Outcome variable: waist circumference change (cm) - Major problems
RCT: randomized controlled trail, I: intervention group, C: control group, SD: standard deviation, SEM: standard error of the mean, A: difference between baseline and time point, n.s.:
not significant different, Cl: confidence interval, BMI: body mass index, ITT: intention-to-treat, LF/AP: low-fat/ average protein, HF/AP: high-fat/ average protein, HF/HP: high-fat/high-
protein, LF/HP: low-fat/high-protein, carb: carbohydrates.

Author, year Country | Study design Number | With Result Comments
of drawls . #
patients | - Intervention Control ] 4 <
n= dropouts £ g 8
n= S | &8 8
= 282
(@] n o a
9. Intermittent versus continuous energy restriction
Arguin 2012 Canada RCT 25 3 Mean difference (SD) Mean difference (SD) |Intermittent (1) vs. continuous (C) energy | + | + +
12 mo: -6.9 (9.3) cm 12 mo: -2.7 (9.1) cm  [restriction
Time p<0.05
Between groups: p=0.48
Harvie 2011 United Kingdom| RCT 107 18 Mean (range) Mean (range) Intermittent energy restriction (I) vs. + |+ +
0 mo: 101.5 (97.8-105.2) | 0 mo: 102.5 (98.7- continuous (C) energy restriction
cm 106.3) cm
6 mo: 95.4 (91.3-99.5) | 6 mo: 98.6 (94.2-102.9)
cm cm
Time: P<0.05, both
groups
Between groups at 6 mo:
P=0.13
Keogh 2014 Australia RCT 75 39 Mean (SD) difference Mean (SD) difference [Intermittent energy restriction (I) vs. -+ +
12 mo: -2.9 (4.1) cm 12 mo: -1.7 (5.6) cm  continuous (C) energy restriction
Time: P=0.024
Between groups: n.s.
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Appendix 4-4-6
Outcome variable: blood pressure change (mmHg)

* + No problem
? Some problems
- Major problems

Mo: months; SBP: systolic blood pressure; DBP: diastolic blood pressure, RCT: randomized controlled trail, mo: months, Cl: confidence interval, I: intervention group, C: control group,
A: difference between baseline and time point, SD: standard deviation, SE: standard error of the mean, ITT: intention-to-treat.

Author, year Country | Study design Number | With Result Comments
of drawls . | =
patients | - Intervention Control ] 4 <
n= dropouts fc_" g 9
3] >dq .2
£ 558
(@) n =
Tay 2014 Australia | RCT 115 22 Mean difference (SD) SBP | Mean difference (SD) SBP |[Energy-restricted low- + + +
6 mo: -11.0 (10.6) mmHg |6 mo: -8.7 (12.5) mmHg carbohydrate diet (1) vs. energy-
restricted high-carbohydrate diet
Time x group (C)
P=0.26
Mean difference (SD) DBP | Mean difference (SD) DBP
6 mo: -8.2 (5.6) mmHg 6 mo: -6.4 (7.8) mmHg
Time x group
P=0.10
Bazzano 2014 USA RCT 148 28 Mean difference (95% Cl) | Mean difference (95% CI) [Low-carbohydrate diet (1) vs. + + +

SBP

6 mo: -2.9 (-4.5t0 -1.3)
mmHg

12 mo: -0.2 (-2.6 to 2.1)
mmHg

Between groups SBP
6 mo: p=0.54
12 mo: p=052

Mean difference (95% CI)

SBP

6 mo: -2.2 (-3.8 t0 -0.6)
mmHg

12 mo: -1.3 (-3.6 to 1.0)
mmHg

Mean difference (95% CI)

DBP

6 mo: -1.7 (-2.8 to -0.5)
mmHg

12 mo: -0.5 (-2.2 to 1.3)
mmHg

Between groups DBP
6 mo: p=0.177
12 mo: p=0.61

DBP

6 mo: -0.5 (-1.7 to 0.6)
mmHg

12 mo: 0.2 (-1.5t0 1.9)
mmHg

Low-fat diet (C)
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Project: Non-surgical treatment of obesity: Diet

Appendix 4-4-6

Outcome variable: blood pressure change (mmHg)
Mo: months; SBP: systolic blood pressure; DBP: diastolic blood pressure, RCT: randomized controlled trail, mo: months, Cl: confidence interval, I: intervention group, C: control group,
A: difference between baseline and time point, SD: standard deviation, SE: standard error of the mean, ITT: intention-to-treat.

* + No problem
? Some problems
- Major problems

Author, year Country | Study design Number | With Result Comments
of drawls . | =
patients | - Intervention Control ] 4 <
n= dropouts fc_" g 9
3] > o .2
£lgEs
(@) n =
Foraker 2014 USA RCT 79 ? Mean (SE) SBP Mean (SE) SBP L ow-carbohydrate diet (I) vs. + - +
0mo:120.8 (1.9) mmHg 0 mo: 124.7 (1.8) mmHg low-fat diet (C)
12 mo: 118.8 (1.8) mmHg (12 mo: 120.5 (1.7) mmHg
Time: P<0.01
No significant difference
between groups. Mean (SE) DBP
0 mo: 74.8 (1.2) mmHg
Mean (SE) DBP 12 mo: 73.7 (1.7) mmHg
0 mo: 72.7 (1.3) mmHg
12 mo: 73.2 (1.4) mmHg
No significant difference
between groups at any time-
point.
Rock 2014 USA RCT 227 23 Low-carbohydrate Mean Mean (SD) SBP Energy-restricted low-fat, high- + + +

(SD) SBP
0 mo: 131 (19) mmHg

6 mo: 125 (77) mmHg
12 mo: 127 (15) mmHg

Between intervention groups
vs. control group SBP

0 mo: P=0.66

6 mo: P=0.024

12 mo: P=0.72

0 mo: 133 (15) mmHg
6 mo: 129 (16) mmHg
12 mo: 126 (14) mmHg

carbohydrate diet (1) vs. energy-
restricted high-fat, low-
carbohydrate diet (1) vs. usual
care (C)
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Project: Non-surgical treatment of obesity: Diet
Appendix 4-4-6
Outcome variable: blood pressure change (mmHg)

* + No problem
? Some problems
- Major problems

Mo: months; SBP: systolic blood pressure; DBP: diastolic blood pressure, RCT: randomized controlled trail, mo: months, Cl: confidence interval, I: intervention group, C: control group,
A: difference between baseline and time point, SD: standard deviation, SE: standard error of the mean, ITT: intention-to-treat.

Author, year Country | Study design Number | With Result Comments
of drawls . | =
patients | - Intervention Control ] 4 <
n= dropouts fc_" g 9
3] > o .2
£ 558
(@) n =
Low-carbohydrate Mean
(SD) DBP Mean (SD) DBP
0 mo: 82 (12) mmHg 0 mo: 83 (11) mmHg
6 mo: 76 (11) mmHg 6 mo: 82 (12) mmHg
12 mo: 78 (11) mmHg 12 mo: 78 (12) mmHg
Between intervention groups
vs. control group DBP
0 mo: P=0.97
6 mo: P=0.006
12 mo: P=0.99
Soenen 2013 The RCT 80 8 Mean (SD) SBP Mean (SD) SBP Energy-restricted high-protein + + -
Netherlan 0 mo: 128 (15) mmHg 0 mo: 129 (14) mmHg diet (I) vs. energy-restricted
ds 6 mo: 116 (14) mmHg 6 mo: 117 (13) mmHg normal-protein diet (C)

Time

6 mo to 0 mo: P<0.01 (both I
&C)

Treatment X time

6 mo: P<0.01

Mean (SD) DBP
0 mo: 81 (9) mmHg
6 mo: 72 (9) mmHg

Time

6 mo to 0 mo: P<0.01 (both I
&C)

Treatment X time

6 mo: n.s.

Mean (SD) DBP
0 mo: 81 (9) mmHg
6 mo: 74 (9) mmHg
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Project: Non-surgical treatment of obesity: Diet

Appendix 4-4-6

Outcome variable: blood pressure change (mmHg)
Mo: months; SBP: systolic blood pressure; DBP: diastolic blood pressure, RCT: randomized controlled trail, mo: months, Cl: confidence interval, I: intervention group, C: control group,
A: difference between baseline and time point, SD: standard deviation, SE: standard error of the mean, ITT: intention-to-treat.

* + No problem
? Some problems
- Major problems

Author, year Country | Study design Number | With Result Comments
of drawls . | =
patients | - Intervention Control ] 4 <
n= dropouts f‘é g 9
8 | &S 3
= 282
(@) n =
Dalle Grave 2013 Italy RCT 88 19 Mean difference (SD) SBP |Mean difference (SD) SBP  [Energy-restricted high-protein + - +
6 mo: -7.5 (17.1) mmHg 6 mo: -10.1 (18.9) mmHg  (diet (I) vs. energy-restricted
12 mo: -10.3 (21.5) mmHg (12 mo: -10.1 (19.1) mmHg |high-carbohydrate diet (C)
Mean difference (SD) DBP | Mean difference (SD) DBP
6 mo: -4.2 (10.3) mmHg 6 mo: -3.1 (9.2) mmHg
12 mo: -6.4 (11.0) mmHg  [12 mo: -1.4 (9.9) mmHg
SBP and DBP: No
significant differences
between groups at any time-
point.
Wycherley 2012 Australia | RCT 120 52 Mean (SD) SBP Mean (SD) SBP Energy-restricted high-protein, + - +

0 mo: 133 (12) mmHg 0 mo: 137 (13) mmHg
12 mo:122 (12) mmHg 12 mo: 127 (15) mmHg

Mean difference (SD) SBP - | Mean difference (SD) SBP

10 (10) mmHg

Baseline
P=0.24

Time
P<0.001
Time x group
P=0.73

ITT

P=0.78

-10 (15) mmHg

low-fat diet (1) vs. Energy-
restricted high-carbohydrate,
low-fat diet (C)
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Project: Non-surgical treatment of obesity: Diet * + No problem

Appendix 4-4-6 ? Some problems
Outcome variable: blood pressure change (mmHg) - Major problems

Mo: months; SBP: systolic blood pressure; DBP: diastolic blood pressure, RCT: randomized controlled trail, mo: months, Cl: confidence interval, I: intervention group, C: control group,
A: difference between baseline and time point, SD: standard deviation, SE: standard error of the mean, ITT: intention-to-treat.

Author, year Country | Study design Number | With Result Comments
of drawls . | =
patients | - Intervention Control 2 g <
n= dropouts = =
3] > o .2
(3] T H o
= | 2882
(@) n =
(Wycherley cont’d) Mean (SD) DBP
0 mo: 83 (9) mmHg Mean (SD) DBP
12 mo:74 (8) mmHg 0 mo: 85 (12) mmHg

12 mo: 74 (8) mmHg
Mean difference (SD) DBP
A -9 (7) mmHg Mean difference (SD) DBP
A -11 (11) mmHg

Baseline
P=0.55

Time
P<0.001
Time x group
P=0.18

ITT

P=0.79
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Appendix 4-4-7 Outcome variable blood pressure — Low-carbohydrate diet versus isoenergetic weight loss diet

Abbreviations and symbols: RCT = randomized, controlled trial. NR = not reported. A= change between intervention and control group. Cl = confidence interval.

Mo: months, SBP: Systolic blood pressure, DBP: diastolic blood pressure
Author, Design of Number | Number of | Follow-up Results Comments
Year, studies included of patients Range and median of the average difference between
Country in the reviews/ | (total in all intervention and control groups.

systematic studies studies

review combined) Intervention Control

3. Low-carbohydrate diet versus low-fat diet
Naude, 2014, South RCT 1(19) 3209 3-6 mo. |SBP 3-6 mo. SBP 3-6 mo.
Africa, United 12-24 mo. |Range: -9 to -1 mmHg Range: -8 to -0.06 mmHg

Kingdom

DBP 12-24 mo.

(95% CI: -3.14 to 4.36) mmHg
(4 trails)

SBP 12-24 mo.

Range: -9 to 2.2 mmHg

(95% CI: -3.10 to 3.37) mmHg
(4 trails)

SBP 12-24 mo.
Range: -11 to 3.7 mmHg

DBP 3-6 mo. DBP 3-6 mo.
Range: -4 to 2.24 mmHg Range: -3 to 1.63 mmHg

(95% CI: -1.77 to 3.30) mmHg
(4 trails)

DBP 12-24 mo.

Range: -5 to 0.21 mmHg Range: -6 to 2.5 mmHg

(95% CI: -1.95 to 2.13) mmHg

(4 trails)
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Project: Non-surgical treatment of obesity: Diet * + No problem
Appendix 4-4-8 ? Some problems
Outcome variable: quality of life measures - Major problems
Mo: months, RCT: randomized controlled trail, SD: standard deviation, SF-36: short-form-36, BDI: Beck’s depression inventory.
Author, year Country | Study design Number | With Result Comments
of drawls . | =
patients | - Intervention Control 2 g <
n= dropouts = =
O >dq .2
(3] T H o
= |22
(@] n o a

3. Low-carbohydrate versus low-fat diet

Rock 2014 USA RCT 227 23 Mean (SD) BDI Mean (SD) BDI Energy-restricted low-fat, high-| - + |+
0 mo: 6 (5) 0 mo: 7 (6) carbohydrate diet (1) vs.
6 mo: 5 (7) 6 mo: 7 (8) energy-restricted high-fat, low-
12 mo: 5 (7) 12 mo: 6 (7) carbohydrate diet (1) vs. usual
care (C)

Between intervention groups vs.
control group BDI

0 mo: P=0.95

6 mo: P=0.009

12 mo: P=0.28

Mean (SD) SF-36 Physical
0 mo: 80 (15)

6 mo: 80 (19)

12 mo: 74 (20)

Mean (SD) SF-36 Physical
0 mo: 80 (15)

6 mo: 72 (22)

12 mo: 80 (16)

Between intervention groups vs.
control group SF-36 Physical

0 mo: P=0.70

6 mo: P=0.005

12 mo: P=0.52

Mean (SD) SF-36 Mental
0 mo: 79 (17) Mean (SD) SF-36 Mental
6 mo: 79 (18) 0 mo: 82 (16)

12 mo: 74 (20) 6 mo: 80 (17)

12 mo: 80 (18)

Between intervention groups vs.
control group SF-36 Mental

0 mo: P=0.44

6 mo: P=0.049

12 mo: P=0.72
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Project: Non-surgical treatment of obesity: Diet
Appendix 4-4-8

Outcome variable: quality of life measures

Mo: months, RCT: randomized controlled trail, SD:

standard deviation, SF-36: short-form-36, BDI: Beck’s depression inventory.

* + No problem
? Some problems
- Major problems

Author, year Country | Study design Number | With Result Comments
of drawls . | =
patients | - Intervention Control 2 g <
n= dropouts = =
3] >dq .2
(3] T H o
= | 2882
(@) n =
Lutze 2013 Australia RCT 118 54 SF-36 Mental Health Summary | SF-36 Mental Health Energy-restricted high-protein | + - |+

Mean (SEM)
Vitality

0 mo: 59.65 (2.66)
12 mo: 70.70 (2.64)
Social functioning
0 mo: 88.18 (2.60)
12 mo: 91.91 (2.39)
Role emotional

0 mo: 86.58 (3.63)
12 mo: 93.81 (3.97)
Mental Health

0 mo: 75.18 (2.06)
12 mo: 80.09 (2.07)

Time: All variables in both | and
C: P<0.01 except social
functioning (P=0.073) and role
emotional (P=0.090)

Between groups: in all
comparisons at all time-points,
n:s.

Summary Mean (SEM)

diet (1) vs. energy-restricted

Vitality

0 mo: 61.34 (2.58)
12 mo: 73.81 (2.48)
Social functioning
0 mo: 88.06 (2.51)
12 mo: 92.23 (2.24)
Role emotional

0 mo: 91.41 (3.53)
12 mo: 94.12 (3.70)

Mental Health

0 mo: 77.51 (2.00)
12 mo: 80.52 (2.68)

high-carbohydrate diet (C)
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Project: Non-surgical treatment of obesity: Diet
Appendix 4-4-8

Outcome variable: quality of life measures

Mo: months, RCT: randomized controlled trail, SD:

standard deviation, SF-36: short-form-36, BDI: Beck’s depression inventory.

* + No problem
? Some problems
- Major problems

Author, year Country | Study design Number | With Result Comments
of drawls . #
patients | - Intervention Control 2 g <
n= dropouts = =
O >dq .2
(3] T H o
= |22
(@] n o a

(Lutze cont’d)

SF-36 Physical Health
Summary Mean (SEM)
Physical function

0 mo: 77.99 (2.44)

12 mo: 92.85 (1.90)
Role physical

0 mo: 85.51 (3.86)

12 mo: 89.94 (4.02)
Bodily pain

0 mo: 76.13 (2.97)

12 mo: 81.88 (3.80)
General health

0 mo: 64.54 (1.63)

12 mo: 70.08 (1.57)

Time: All variables in both I and
C: P<0.01

Between groups: in all
comparisons at all time-points,
n:s.

SF-36 Physical Health
Summary Mean (SEM)
Physical function

0 mo: 80.14 (2.37)

12 mo: 91.03 (1.79)
Role physical

0 mo: 82.37 (3.75)

12 mo: 93.48 (3.78)
Bodily pain

0 mo: 79.24 (2.72)

12 mo: 81.63 (3.58)
General health

0 mo: 65.72 (1.58)

12 mo: 69.68 (1.48)
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Appendix 2 5-1 Included studies Mobile webb - AMSTAR

Author, Year, A Two At least "Grey Listof | Characte-| Assessment | Conclusions | Appropriate | Assessment | Statement of OVERALL
Country priori | independent two literature”| included | ristics of | of scientific | based on the method to of the conflict of | QUALITY OF THE
design data databases| included | studies | included quality of scientific combine likelihood of interest SYSTEMATIC
extractors studies included quality of findings of publication REVIEW
provided studies included studies bias
studies
Baciagalupo, 2013
England Yes Yes Yes Yes Yes Yes Yes Yes No No Yes Average
Coons, 2012
USA Yes Yes Yes Yes Yes Yes Yes No No No No Average/low
Kodama, 2012
Japan Yes Yes Yes Yes Yes Yes Yes No Yes Yes Yes Average/High
Levine, 2014 Yes Yes Yes Yes Yes Yes Yes Yes No No Yes Average
USA
Lyswinski, 2014 Yes No Yes Yes Yes Yes Yes Yes Yes Yes Yes Average/High
UK
Neve 2010
Australia Yes Yes Yes Yes Yes Yes Yes No Yes No Yes Average
Reed, 2012
USA Yes Yes Yes Yes Yes Yes Yes No Yes No Yes Average /High
Siopis, 2014
Australia Yes Yes Yes Yes Yes Yes Yes No Yes Yes Yes Average
Weinstein, 2006 Yes No Yes Yes Yes Yes No No No No No Low
USA
Wieland 2012

USA Yes Yes Yes Yes Yes Yes Yes Yes Yes No Yes High
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Appendix 2 5-2 - Included studies Mobile Webb -SR, RCT

Author, Study design Final date of Study groups Number of BMI Time of | Outcome variables
Year, literature Intervention vs patients Kg/m? follow-
Country search Control up
Baciagalupo, Mobile technologies | 584 (7 >25 9to 52 | Narrative synthesis of
2013, Systematic October 2011 (1) vs. usual care (C) | studies) Weeks | weight loss due to
UK review severe qualitative
biases
Coons, Weight loss program | 3278 (13 Approx. 23-45 |3to 12 Weight loss,
2012, Systematic September 2011 | + internet-based studies) months | Weight maintenance:
USA review behavioural/ self- insufficient data.
monitoring/ face-to-
face groups (1) vs.
usual care or other
non-interactive
intervention (C)
Kodama, Systematic Web-user for weight | 8697 (23 25.6-35.7 3t0 30 | Weight loss: 18 studies
2012, review April 2, 2011 loss or weight studies) 3243 kg/m? months | Weight maintenance: 5
Japan maintenance and/or across studies studies
counselling via
internet (1) vs. usual
care or other non-
interactive
intervention (C)
Levine, Systematic March 2014 Internet, computer or | 6786 (16 Mean BMI:29- | 3-36 Weight loss
2014, review mobile vs usual care | studies) 37 months
USA
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Appendix 2 5-2 - Included studies Mobile Webb —-SR, RCT

Author, Study design Final date of Study groups Number of BMI Time of | Outcome variables
Year, literature search Intervention vs patients Kg/m? follow-up
Country Control
Lyswinski, Systematic May 2013 Mobile devices vs 1909 (17 BMI>25 (mean | 4-24 Weight loss
2014, review standard care or non- | studies) 25-50) weeks
UK mobile devices
Neve, Systematic Web-based 5700 (17 >25 6 weeks | Weight loss (12
2010 review April 2008 intervention for studies) to 24 studies)
Australia weight loss (1) vs. months | Weight maintenance (5
control (C) studies)
Reed, Systematic Computer-based 1831 (11 29.1+5.0- 2t012 | Weight loss
2012, review June 2010 education or support | studier) 36.0+6.5 months
USA to reduce weight or
BMI (I) vs. non-
computer-based
intervention to reduce
weight or BMI (C)
Siopis, Systematic Short message service | 1574 (9 in Adults: 25-35 | 8 weeks | Changes in: weight,
2014, review October 2013 (SMS) aiming for adults) Children: BMI- | to 24 BMI, waist
Australia weight loss or 689 (4 in SDS: 2.59 (1 months | circumference, % body
prevention of weight | children) study), 2.62 (1 fat
gain (1) vs. usual care study)
or other non- BMI: 22.6+4.6 Before and after
interactive (1 study) studies in weight
intervention (C) BMI: 30.8+4.2 management (treatment
(1 study) and prevention)
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Appendix 2 5-2 - Included studies Mobile Webb —-SR, RCT

Author, Study design Final date of Study groups Number of BMI Time of | Outcome variables
Year, literature search Intervention vs patients Kg/m? follow-up
Country Control
Weinstein, Systematic June 2005 Internet, Internet with | 373 (5 BMI>25 6-12 Weight change, weight
2006, review e-counseling vs usual | studies) months | maintenance
USA care
Wieland, Systematic Interactive computer- | 4140 (18 >25 10 weeks | Changes in weight,
2012, review May 2011 based weight loss or | studies): to 12 BMI
USA weight maintenance | participants. months | Weight maintenance
program (success-
factors from NWCR) | 2537 (14
(1) vs. usual care or studies)
other non-interactive | effectiveness
intervention (C) of I on weight
loss
1603 (4
studies) on
weight
maintenance
Appel, RCT I-1: phone, website 415 Mean BMI:36.6| 6 and 24 | Weight reduction, BMI
2011, and mail months | change
USA I-2:in-person support
C. broschures,
recommended
websites
Archer 2012, USA RCT I-1:group weight loss | 197 Mean BMI:33.3| 9 months | Weight reduction
eduction
[-2:multicensor
armband
I-3: combination
Dekkers, RCT I-1:phone 276 BMI>30 6 and 24 | Weight reduction
2011, [-2:email months
Netherlands C:usual care
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Appendix 2 5-2 - Included studies Mobile Webb —-SR, RCT

Author, Study design Final date of Study groups Number of BMI Time of | Outcome variables

Year, literature search Intervention vs patients Kg/m? follow-up

Country Control

Krukowski, RCT Internet vs In-person | 323 Mean BMI 35.8| 6 months| Weight reduction, BMI

2011,

USA

Luley, RCT Telemonitoring vs 68 BMI>25 and 6 months | Weight reduction, BMI

2011, standard care Type 2 diabetes

Germany

Morgan, RCT Internet vs control 65 BMI:30.6 12 Weight reduction, BMI

2011, (information only) months

Australia

Morgan, RCT Resources (selfhelp, | 159 BMI>25 6 months | Weight reduction,

2013, exercise and diet), Quality of life

Australia resources+web vs

waiting list

Pellegrini, RCT Standard 51 BMI:33.7 6 months | Weight reduction

2012, care+technology,

USA technology vs

standard care

Radcliff, RCT Telephone 234 BMI>30 19 Weight reduction,

2012, counselling, face-to- months | weight maintenance (6

USA face vs control (mail) months diet program,
then rct for 12 months)

Sherwood, RCT Guided vs selfdirected| 419 BMI>28 6 and 24 | Weight maintenance,

2013, months | patients with >=10%

USA weight loss were
randomized

Shuger, RCT Groupbased, 197 BMI:25-45 9 months | Weight reduction

2011, Armband,

USA groupbased+armband
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Appendix 2 5-2 - Included studies Mobile Webb —-SR, RCT

Author, Study design Final date of Study groups Number of BMI Time of | Outcome variables

Year, literature search Intervention vs patients Kg/m? follow-up

Country Control

Steinberg, RCT Smart scales+email vs| 91 BMI:25-40 6 months | Weight reduction

2013, control

USA

Sullivan, RCT Web-based virtual 20 BMI>25 6 months | Weight reduction

2013, reality vs face-to-face

USA

Thomas, RCT Email vs Non-contact | 55 BMI>30 6 months | Weight maintenance,

2011, patients who had lost

UK >=5% were
randomized

Wachsberg, RCT Telephone vs control | 176 BMI:30-50 6 months | Weight reduction

2014,

USA

Van Vier, RCT Phone, internet vs 1388 BMI>25 6 and 24 | Weight reduction

2011, control months

Netherlands
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Appendix 3 5-1 Excluded articles - RCT -Mobil webb

Study
(author, publication year)

Reason for exclusion

Small, pilot trial

Allen, 2013
Batch, 2014 Only protocol, no results
Included in SR (Lyswinski 2014)
Burke, 2011
Included in SR (Lyswinski 2014)
Burke, 2012
Carnie, 2013 Afroamerican 57%

Carter, 2013

Included in SR (Lyswinski 2014)

Castelnuovo, 2011

Interimanalysis

Chung, 2014

Only 12 weeks

Conroy, 2011

Included in SR (Lyswinski 2014)

Gray, 2013

Wrong intervention (football clubs)

Harvey-Berino, 2011

Wrong outcome

Jerome, 2014

Wrong outcome, not original publication, original publication Appel 2011 included (from reflist)

Kraschnewski, 2011

12 weeks only

Krukowski, 2013

Wrong outcome

Napolitano, 2013

Only 8 weeks

O'Brien, 2014

12 weeks only

Shapiro, 2012

Included in SR (Lyswinski 2014)

Strobl, 2013

Outcome: SES=standardized effective size. No absolute weights

Turner-McGrievy, 2013a

Included in Lyswinski (SR)

Turner-McGrievy, 2013b

Subanalysis, wrong outcome

Winett, 2011

No comparison between groups for obese persons
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Appendix 3-5-2. Excluded articles — SR - Mobil webb

Study
(author, publication year)

Reason for exclusion

Fjeldsoe, 2009

Wrong outcome, only six out of 14 is RCT, the rest is before/after. No meta-analysis
outcomes were stop smoking and physical activity

Manzoni, 2011

Outcome weight change strange presentation ,Hedges g, no meta-analysis and several articles found in Neve, 2010

Stephens, 2013

Wrong outcome, feasibility
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Appendix 4 5-1 Weight change —Mobile Webb - SR

Author, Design of Number | Number of | Follow-up Results Comments
Year, studies included of patients Range and median of the average difference between
Country in the reviews/ | (total in all intervention and control groups.
systematic studies studies
review combined) Intervention Control
Bacigalupo, RCT 7 584 9 to 52 weeks Absolute weight change (reduction): No meta-analysis, BMI cut off >25
2013, -3.9t0-6.3kgvs -0.5t0-1.7 (2/7>30) BMI- mean:6/7>30
UK Difference (range):-2.0 to -4.5
Coons, RCT 13 3278 12-52 weeks Weight:6 trials pos effect, 5 no effect. No meta-.analysis, BMI cut
2012, Absolute weight change ( reduction) (6 trials):-4.0 to-1.6 kg off:>25, 10/13 mean BMI>30
USA vs +0.28 t0-0.7 kg.
Difference (range): -4.3 t0-0.9 kg
BMI change:- 1.7 to -0.74 reduction vs -0.9 t0 0.13
Kodama, RCT 23 8697 3-30 months Web-based program vs obesity treatment program or in- Meta-analysis
2012, person: difference: BMI (20/23) cut off>25, mean
Japan Mean difference in weight change (95%Cl) BMI:32
-0.68 (-1.29 to -0.08) kg Reduction intervention vs control
3 trials >BM1 30
-0.18 (-2.25 to 1.88) kg
Levine, RCT 16 6786 3-36 months Absolute weight change (reduction): No meta-analysis, mean BMI: 29-37
2014, -0.08 to-5.4 kg vs 1.2 to -3.7 kg
us
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Appendix 4 5-1 Weight change —Mobile Webb - SR

Author, Design of Number | Number of | Follow-up Results Comments
Year, studies included of patients Range and median of the average difference between
Country in the reviews/ | (total in all intervention and control groups.
systematic studies studies
review combined) Intervention Control
Lyswinski, RCT 17 1909 4-24 weeks Web-based vs control Meat-analysis,
2014, Mean difference in weight change (95%CI) BMI>25 (mean 25-50)
UK -0.43 (-0.25 to -0.61) kg
Neve, RCT 17 5700 6-104 weeks Web-based vs control/min intervention: No effect Meta-analysis, BMI cut off>25
2010, Enhanced web-based programmes vs web-based with
Australia education :
Weighted mean difference (95%Cl)

-2.24 (-1.27 to -3.21) kg
Reed, RCT 11 1831 10-52 weeks Addition of computer to standard care: Meta-analysis, BMI>25, 8/11 mean
2012, Weight. Weighted mean difference (95%CI) BMI>30
USA -1.48 (-2.52 10 -0.43)

Long-term (>6 months). -1.08 (-2.5 to 0.34) NS
Substitution of computer: No effect

BMI: Weighted mean difference (95%ClI)
-0.43 (-0.83 to -0.03) kg
Substitution of computer:0.44 (1.15 to 2.03) NS
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Appendix 4 5-1 Weight change —Mobile Webb - SR

Author, Design of Number | Number of | Follow-up Results Comments
Year, studies included of patients Range and median of the average difference between
Country in the reviews/ | (total in all intervention and control groups.
systematic studies studies
review combined) Intervention Control
Siopsis, Total RCT 6 (5/6 rct) 1574 2-24 months Text messages vs no intervention/ standard health Meta-analysis, Mean BMI>25
2014, (+ps- Mean weight change (95%CIl) (intervention):
Austarlia rct+before- -2.56 (-3.46 to -1.65) reduction
after) Mean weight change (95%CIl) (control)
-0.37 (-1.22 to 0.48) kg change
Weighted mean difference (95%ClI)
-1.53 (-2.42 to -0.65) kg
Weinstein, RCT 5 373 6-12 months Weight change (mean, SD): No meta-analysis
2006, Internet; -1.7 +-2.7 kg to -2.2+-2.6 kg BMI>25
USA Internet with e-counselling: -3.3+-4.1 kg to -4.4 +- 6.2 kg
Usual care:0.21 to 1.0 +-3.3 kg
Wieland, RCT 14 2537 10 -52 Computer-based vs minimal/no intervention: Meta-analysis, BMI cut off:25
2012, USA weeks Weight: Mean difference (95% CI):
(Cochrane) 3 months:- 2.52 (-3.44 to - 1.60)

6 months:-1.52 (-2.13 to -0.90)
12 months:-1.13 (-2.5 t0 0.31)
Computer-based vs in-person treatment::NS

BMI: Mean difference (95% CI)
3-4 months:-0.99 (-1.36 to - 0.61)
6- 7 months:-0.68 (-0.92 to - 0.45)

12 months: -0.40 (-0.93 to 0.13)

Computer vs in-person intervention;
Weight: Mean difference (95% CI)
6 months:-0.20 (-1.01 to 1.41) kg
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Appendix 4 5-1 Weight change —Mobile Webb - SR

Author, Design of Number | Number of | Follow-up Results Comments
Year, studies included of patients Range and median of the average difference between
Country in the reviews/ | (total in all intervention and control groups.
systematic studies studies
review combined) Intervention Control
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Appendix 4 5-2  Weight maintenance — Mobile Webb - RCT.

Sustained weight loss at 18 months follow up (from baseline)
p=0.05 (1 study)
NS-one study between groups (no control)

Author, Design of Number | Number of | Follow-up Results Comments
Year, studies included of patients Range and median of the average difference between
Country in the reviews/ | (total in all intervention and control groups.
systematic studies studies
review combined) Intervention Control
Coons, RCT 1 55 6 months Weight loss maintenance , mean, (sd) No meta-.analysis, BMI cut
2012, I:- 9.6 (10.9) kg vs C:-7.8 (5.9 kg), NS off:>25,
USA
Kodama, RCT 5 12-30 months | Web-based program vs selfmonitoring, personal instructions| Meta-analysis, BMI cut off>25,
2012, or material: mean BMI:32
Japan Mean difference (95% CI) Favors web (ns)
-0.68 (0.50, -0.85)
Neve, 2010, Australia RCT 2 409 22 weeks -24 Web-based vs control/min intervention: Meta-analysis, BMI cut off>25
months Weighted mean difference (95% ClI): 1. Web vs min intervention. Favors
Neve, 2010, Australia RCT 3 1603 -0.30 (-0.34, -0,26), p<0.0001 web
2. Web vs face-to-face. NS.
Web-based vs face-to-face:
Weighted mean difference (95% CI):
1.80(-1.18, 4.79), p=0.24
Weinstein RCT 3 421 22 weeks-12 Internet: -5.7 to -7.6 kg Mean BMI>30
2006, months Frequent in-person: -5.1 to -10.4 kg No meta-analysis rct after 6 months
USA Minimal in-person:-5.5 to -10.4 kg weight loss
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Appendix 4 5-2  Weight maintenance — Mobile Webb - RCT.

12 months:-0.78 (-1.38, -0.17)
24 months:-0.90 (-1.78, -0.02)

Computer vs infrequent in-person support
Mean difference (95% CI)
6 months:0.54 (-0.53, 1.62)
12 months: 1.56 (-0.12, 3.23)
24 months: 1.10 (0.27, 1.93)

Author, Design of Number | Number of | Follow-up Results Comments
Year, studies included of patients Range and median of the average difference between
Country in the reviews/ | (total in all intervention and control groups.

systematic studies studies

review combined) Intervention Control

Wieland, RCT 4 1603 6-24 months Computer-based vs minimal/no intervention: Meta-analysis, BMI cut off:25
2012, Mean difference (95% CI):
USA (Cochrane) 6 months:- 0.7 (-1.17,- 0.23) Favors web

Favors in person
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Appendix 4-5-3 Weight change, weight maintenance —Mobile Webb

* + No problem
? Some problems
- Major problems

Author, year Country Study Number | With Result Comments
design of drawals . ] =
patients | - Intervention Control 2 g4 <
n= dropouts = =
5] >0 .2
(3] T g o
= 2§28
(@) (0= =N
Appel, 2011 USA RCT 415 23 Weight reduction (mean | Weight reduction (mean |I-1: phone, website and email + | + +

SE) at 6 months:
I-1: -6.1 (0.5) kg
1-2: -5.8 (0.6) kg

Weight reduction mean SE)

at 24 months:
I-1: -4.6 (0.7) kg
1-2: -5.1 (0.8) kg

p<0.001 both interventions
vs control.

BMI reduction (mean, SE)
at 6 months
I-1:-2.1 (0.2)

1-2: -2.0 (0.2)

BMI reduction
at 24 months:
1-1:-1.7(0.3)
1.-2:-1.7 (0.3)

SE)
at 6 months:
-1.4 (0.4) kg

I-2:in-person support

Mean BMI: 36.6
Obese adult with at least one

Weight reduction mean SE)|cardiovascular risk factor

at 24 months:
C:-0.8(0.6) kg

Net weight change (95%
Cch
at 24 months:
I-1vs C: -3.8 kg (-5.7 to -
1.9) p<0.001
I-2 vs C:-4.3 kg (-6.3 to -
2.3) p<0.001

BMI reduction (mean, SE)

at 6 months
C:-0.5(0.1)

BMI reduction
at 24 months:
C:-0.4(0.2)

Absolute BMI-change:
I-1vs C:-1.6 (-2.0to -1.1),
p<0.001

I-2vs C: -2.6 (-4.0to -1.2),
p<0.001

C:broschures, recommended website|
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Appendix 4-5-3 Weight change, weight maintenance —Mobile Webb

* + No problem
? Some problems
- Major problems

Author, year Country Study Number | With Result Comments
design of drawals . ] =
patients | - Intervention Control 2 g <
n= dropouts = g S
3] >d .2
£lgEs
(@) (0= =N
Archer, 2012 USA RCT 197 Weight reduction at 9 Weight reductionat 9  |[Mean BMI: 33.3 + | + | +
months: months: I-1: group weight loss education
I-1:-1.86 kg Control:No change I-2: multicensor armband
1-2: -3.55 kg All p<0.05 vs control  [I-3:combination
1-3: -6.59 kg Not original publication
Dekkers, 2011 The RCT 276 6 months: | Weight change vs control |NS. BMI>30 + - +
Nether-lands 63 (95% CI) at 6 months: I-1: phone
24 months:| 1-1vs C: -0.7 (-2.7 t0 1.2) I-2: email
135 kg C: usual care
I-2vs C:-1.0(-2.91t0 0.9)
kg
24 months:
I-1 vs C:-0-3 (-2.6 to 2.0) kg
I-2vs C:-2.1(-4.4100.2)
kg
Krukowski, 2011 USA RCT 323 20 Internet, 6 months

Weight reduction (mean,

In person, 6 months
Weight reduction (mean,

SD):-5.5 +-.5.6 kg

SD):
-8.0+-6.1,

In person vs internet p<0.01

BMI change (mean, 95%

Cl):
-1.98 (-2.28 t0 -1.68)

BMI change (mean, 95%

Cl):

-2.8 (-3.15t0 -2.45)
Difference in person vs
internet:

-0.81 (-0.37 to -1.24)

BMI:35.8 (mean)
Not original publication
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* + No problem
? Some problems

Appendix 4-5-3 Weight change, weight maintenance —Mobile Webb - Major problems
Author, year Country Study Number | With Result Comments
design of drawals . ] =
patients | - Intervention Control 2 g4 <
n= dropouts = g 8
3] >d .2
£ 588
(@) (0= =N
Luley, 2011 Germany RCT 68 2 6 months, Weight reduction (mean, [Telemonitoring diet vs standard care] + | + ?
Weight reduction (mean, SD): BMI:>25 and Type 2 Diabetes
SD):-11.8+-7.6 kg --0.3+-2.9 kg
P<0.0001
BMI reduction (mean, SD):-
41+-2.6 BMI reduction (mean, SD):-
0.1 +-1.0, p<0.0001
Morgan , 2011 Australia RCT 65 12 months, mean weight | 12 months, mean weight [Mean BMI:30.6 + | + | +
change (95%Cl) change (95% CI) I: Internet
Internet: -5.3 (-7.5 to -0.7) | Control:-3.1 (-5.4 to -0.7) |Control: Information only
kg kg

Mean difference between
groups: -2-2(-5.5 to 1.05),
ns

12 months mean BMI
change (95%Cl): 12 months mean BMI
Internet:-1.7 (-2.4 to -1.0) change (95%Cl):
Control:-0.9 (-1.7 to -0.2)
Mean difference between

groups:
-0.7 (-1.71t0 0.3) ns
Morgan 2013 Australia RCT 159 19% 6 months, , mean weight | 6 months, , mean weight [Resources(selfhelp, exercise and + | + | +
change (95%Cl) change (95%Cl) diet)
Resources:-3.7 (--4.9 to - | Waiting-list::-0.5 (-1.4 to BMI>25
2.5) kg 0.4)
Resources+web (online): | P<0.001 control vs both
-4.7 (-6.1t0 -3.2) kg interventions

Mean differences:
Resources: vs control: 3.2
(1.5t04.9)

Online vs control: 4.2 (2.5
t0 5.9)
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* + No problem
? Some problems

Appendix 4-5-3 Weight change, weight maintenance —Mobile Webb - Major problems

Author, year Country Study Number | With Result Comments
design of drawals . ] =
patients | - Intervention Control 2 g4 <
n= dropouts = g 8
3] >d .2
£ 588
(@) (0= =N
(Morgan, cont’d) BMI BMI
Resources: -1.2 (-1.6 to - | Control: -0.1 (-0.4 to 0.1)
0.8) P<0.0001)
Online: -1.5 (-1.9to -1.0) Mean difference.
Resources vs control:
1.0 (0.5t0 1.6)
Online vs control: 1.3 (0.8
to 1.9)
P<0.001
Pellegrini, 2012 USA RCT 51 23.5% 6 months, Weight reduction |6 months, Weight reductionBMI: 33.7 (mean) + - -
(mean, sd) (mean, sd)
Standard care+technology: | Standard care:-3.7+-5.7 kg
-8.8 +-5.0kg
Technology:-5.8+-6.6kg |NS intervention vs standard
care
Radcliff, 2012 USA RCT 234 19 12 months, Weight 12 months, Weight BMI>30 + |+ |+
reduction (mean, sd) since reduction (mean, sd)  |I-1: telephone counseling
baseline (0-18 months) Control: -6.9+-7.8 kg |I-2:face-to-face
1-1:-8.2+-8.4 kg NS Control:mail
1-2: -9.0+-8.8 kg 6 months diet program, then rct for
Weight maintenance (regain12 months
Weight maintenance (regain| 12 months): mean, SE
12 months, months 6-18)): C:3.4(6.0) kg
mean, SD p<0.03, p<0.02
1-1:1.3 (5.5) kg
1-2:1.1 (06.0) kg
Sherwood, 2013 USA RCT 419 7% at 6 Weight maintenance Self-directed. >=10% body weight reduction were | + | + | +
months mean weight regain (sd): 6 months: 1.1 (10.2) Ib  [randomized, measured in Ib
13% at 24 Guided: 24 months (10.5 (16.8) Ib
months 6 months:0.0 (10.4) Ib P<0.05
24 months: 6.8 (17.4) Ib
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Appendix 4-5-3 Weight change, weight maintenance —Mobile Webb

* + No problem
? Some problems
- Major problems

Author, year

Country

Study
design

Number
of
patients
n=

With
drawals

dropouts

Result

Comments

Intervention

Control

*

limitations _*

Directness*
Precision

Study

Shuger, 2011

USA

RCT

197

38%

9 months Weight reduction
(mean, sd)
Group-based:- 1.86 kg
Armband:-3.55 kg
Groupbased+armband:
-6.59 kg

Standard care:-0.89 kg

GWB+armband vs sc:

p<0.04

BMI: 25-45

Steinberg, 2013

USA

RCT

91

6 months, , mean weight
change (95%Cl)

Smart scales+email:
-6.55% (-7.7 to -5.4)

Control: -0.35%( -1.5 to

0.79)
P<0.001

BMI 25-40

Sullivan, 2013

USA

RCT

20

6 months:
Web-based virtual reality:
Weight reduction:
-14%

Face-to-face: -9%

BMI>25

Thomas, 2011

UK

RCT

55

Weight loss before enter the
study:-11.6 (7.9) kg

Weight maintenance, 6

months, median weight
reduction (IQR):
E-mail:

-9.6 kg (10.9)

Weight loss before enter theBMI1>30
study:-10.1 (8.1) kg

Non-contact group:
-7.8 kg (5.9), p<0.05

Patients who had lost >=5% weight
were randomized to weekly
email/personal email or non contact

group
IQR=interquartile range

Wachsberg, 2014

USA

RCT

176

37

6 months, Weight reduction

(mean, sd)
Telephone: -1.08 (4.33) kg

Control: -1.35 (3.65) kg

NS

Postdischarge telephone vs Control
(no telephone)
BMI. 30-50
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Appendix 4-5-3 Weight change, weight maintenance —Mobile Webb

* + No problem
? Some problems
- Major problems

Author, year Country Study Number | With Result Comments
design of drawals . ] =
patients | - Intervention Control 2 g4 <
n= dropouts = =
3] >d .2
(3] T g o
= 2§28
(@) (0= =N
Van Vier, 2011 The RCT 1388 630 Weight reduction (mean, sd)| Weight reduction (mean, BMI>25 + - +

Netherlands 6 months sd)
Phone:-2.7 (13.0) 6 months

Internet; -1.75 (13.7)
24 months:
Phone:-1.4 (13.3)
Internet:-1.5 (13.9)

Control:-1.2 (12.4)
24 months:-1.1 (12.9)

p<0.05 at 6 months, NS at
24 months
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Appendix 4 5-4

Blood pressure —Mobile Webb - RCT

Author, Design of Number | Number of | Follow-up Results Comments
Year, studies included of patients Range and median of the average difference between
Country in the reviews/ | (total in all intervention and control groups.

systematic studies studies

review combined) Intervention Control

Coons, RCT 3 286 52 weeks [SBT: I:-11 to -4 mm vs C: -6 to -1 mm. Significant diff in 2/3 No meta-analysis, BMI cut off:>25
2012, studies
USA DBT:NS in three studies
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Appendix 4 5-5 Quality of Life —-Mobile Webb

* + No problem
? Some problems
- Major problems

Author, year Country Study design Number | With Result Comments
of drawals « |
patients | - Intervention Control 3 g =
n= dropouts = S 2
o >0 .2
[(<5) T g o
= |28 ¢
(@] n = o
Morgan, 2013 Australia RCT 159 19% 6 months, mean change Control BMI>25 + +

(95% Cl):

SF-12, mental score
Resources:1.1 (-0.9 to
3.1)
Online:2.0(-0.2 to 4.3)
SF-12 physical score
Resources: 2.5 (0.5 to
4.6)

SF-12, mental score
1.6 (-0.1t0 3.3) NS
SF-12 physical score
-2.1(-4.71t0 0.4)
Both interventions vs control
p<0.01

Online:1.9 (0.2 to 3.6)
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Appendix 2 6-1 Included studies Combination - AMSTAR

Author, Year, 1. 2. 3. 4, 5. 6. 7. 8. 9. 10. 11. OVERALL
Country A Two At least "Grey List of | Charact [ Assessment | Conclusions | Appropriate | Assessment | Statement | QUALITY OF
priori | independent two literature”| included of of scientific | based on the method to of the of conflict THE
design data databases| included | studies | included| quality of scientific combine likelihood of | of interest | SYSTEMATIC
extractors studies included quality of findings of publication REVIEW
provided studies included studies bias
studies
Avenell, 2004a, Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes High
United Kingdom
Avenell, 2004b, | Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes High
United Kingdom
Dombrowski Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes High
2014
Galani, 2007, Yes Can't Yes Yes Yes Yes Yes Yes Yes Yes No Moderate
Switzerland answer
Loveman 2011 YES YES YES YES YES YES YES YES YES YES YES HIGH
Kouvelioti 2014 | YES Can’t YES No YES YES YES YES No No YES Low
answer
Miller 2013 YES YES YES YES YES YES YES YES NO YES YES MODERATE
Norris 2004 YES YES YES YES YES YES YES YES YES NO NO HIGH
Norris 2005b YES YES YES YES YES YES YES YES YES NO NO HIGH
Witham 2010 YES YES YES YES YES YES YES YES YES YES YES HIGH
Wu 2009 YES YES YES YES YES YES NO NO YES YES YES MODERATE
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Appendix 2 6-2 Included studies —Combination - SR

Author, Year, Study design Final date Study groups Number of BMI Kg/m? Time of Outcome variables
Country of Intervention vs Control patients follow-up
literature
search
Avenell 2004a, | A. Systematic review. | June 2001 A Reported Mean or A.>52 weeks A. Weight change, fP-
UK 84 RCT. 1. Orlistat + diet vs placebo +| separately for the| medium BMI > | (calculated as Glucose, HbAlc, blood
Parts also B. Systematic diet. different 28 kg/m? mean or pressure
presented in epidemiological 2. Diet + exercise vs control. | interventions and medium B. Risk of developing
Avenell 2004b review. 37 studies 3. Diet + behaviour therapy variables. follow up diabetes mellitus. (Several
UK (prospective cohort vs control. Total number not time) other variables studied, data
studies, RCT’s and 4. Diet + behaviour therapy + reported. B.>2 years | however difficult to extract
non-RCT’s). exercise vs control due to mixes between
5. Diet + exercise vs diet. surgical and non-surgical
(Health Technology 6. Diet + behaviour therapy intervention, and studies
Assessment report) vs diet. without any intervention.)
7. Diet + behaviour therapy +
exercise vs diet + behaviour
therapy.
B. Systematic
epidemiological review. Diet
and exercise.
Dombrowski Systematic review Jan 2014 Behavioural interventions 7788 Mean BMI>30| 12 months Weight maintenance at 12
2014 45 RCT focusing on both food intake kg/m? months
UK and physical activity or and lost >5% of
Orlistat combined with body weight
behavioural intervention before
compared with controls (no maintenance
intervention, placebo, treatment
standard care)
Galani, Systematic review 2005 Lifestyle intervention (dietary 8013 BMI >30 kg/m? 1-3 years Body weight, BMI, waist
2007, 17 RCT counceling and physical circumference, blood
Switzerland exercise, sometimes pressure, fP-Glucose, 2 hour
combined with behavioural P-Glucose, HbAlc
modification techniques) vs.
standard care.
Loveman, E RCT December | Diet, behavioral therapy and 4169 Mixed BMI 18-54 months Weight loss
2011 2009 exercise (Some studies
BMI>30 and
some<30)
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Appendix 2 6-2 Included studies —Combination - SR

Author, Year, Study design Final date of Study groups Number of patients| BMI Kg/m? Time of Outcome variables
Country literature Intervention vs Control follow-up
search
Kouvelioti RCT July 2012 Diet and exercise 1421 BMI >250r | 12-37 months|  Weight loss and weight loss
2014 >30 maintenance
Miller, C. T. RCT May 2013 Diet and exercise 812 Included if | 3-12 months Weight loss
2013 mean
BMI>30 is
enough
Norris, S. L RCT August 2003 | Diet, physical activity or 4659 Included if 1-5 years Weight loss, HbAlc
2004, Norris behavioral intervention mean BMI is
S.L. 2005a enough
Witham 2010 RCT December Diet, physical activity or 1957 BMI =230 1-3.2 years Weight, BMI, blood lipids,
2008 behavioral intervention kg/m2, age fasting glucose, HbAlc and
> 60 years blood pressure; deaths,
hospitalizations, morbidity,
quality of life, measures of
physical function and exercise
capacity, and dropouts
Wu 2009 RCT June 2007 Diet and exercise vs diet 1580 Age>18 | 3 months-6 Weight change
only years,; years
exercise etc
in
combination
with weight,
BMI,
weight loss
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Appendix 2 6-3 — Included studies- Combination - RCT

Author, Study Design | Study Study Groups; Patients| Mean Age Men (%) | Outcome variables
Year, Duration | Intervention vs (n) (years)
Country (years) control
Abed RCT 1.25 Physician led weight 150 60 68 Weight, waist circumference,
2013 (median) loss program (diet + BMI, glucose, s-insulin,
Australia excercise) vs self- blood pressure (main
directed general lifestyl outcome variable atrial
advice (diet + exercise) fibrillation)
Anderson RCT 1 Lifestyle counseling 329 64 74 Weight change, waist
2014 (diet + exercise; circumference, blood
UK motivational pressure, glucose metabolism
interviewing) vs variables
weight loss booklet
Beavers RCT 15 Physical activity + 288 67 33 Weight change
2014a dietary weight loss vs
USA Physical activity only
vs Successful aging
education (active
control arm with
group education on
health topics)
Bouchonville RCT 1 Diet vs Exercise vs 107 70 37 Insulin Sensitivity Index,
2014 Diet + Exercise vs HOMA, blood pressure
USA Control
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Appendix 2 6-3 — Included studies- Combination - RCT

Author,
Year,
Country

Study Design

Study
Duration

(years)

Study Groups;
Intervention vs
control

Patients

(n)

Mean Age
(years)

Men (%)

Outcome variables

Damschroder
2014
USA

RCT

1

1. Aspiring to lifelong
health weight loss
program delivered
individually over the
phone (ASPIRE-
phone).

2. Aspiring to lifelong
health weight loss
program delivered in
person in group
sessions (ASPIRE-
group).

3. Standard weight
loss program for
veterans (MOVE!).
(Diet and exercise in
all three arms.)

481

55

85

Weight, waist circumference,
BMI, HbAlc, blood pressure

de Vos
2014
Netherlands

RCT

25

Intervention group:
Individual tailor-made
intervention,
combining diet and
exercise (group
meetings).

Control group: No
active intervention.

407

56

Weight, BMI, quality of life

Espeland
2014
USA

RCT

10

Look AHEAD study:
Diabetes patients
randomized to intensive
care (ILI) or normal
diabetes care (DSE)

5121

59

40

Medical cost and medical use

Faulconbridge
2012
USA

RCT

Look AHEAD study:
Diabetes patients
randomized to intensive
care (ILI) or normal
diabetes care (DSE)

5129

59

40

Resolution of depression
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Appendix 2 6-3 — Included studies- Combination - RCT

Author, Study Design | Study Study Groups; Patients| Mean Age Men (%) | Outcome variables
Year, Duration | Intervention vs (n) (years)
Country (years) control
Holzapfel RCT 2 Comparing 203 52 16 Weight loss
2014 commercial programs
Australia, Germany and UK (CP) and standard
care (SC).
Kuna RCT 4 Subsample from The | 264 61 41 Change in apnea-hypopnea
2013 Look AHEAD Trial, index on polysomnogram.
type 2 diabetes with
obstructive sleep
apnea, mean BMI 36
kg/min?: Intensive
lifestyle intervention
vs diabetes support
and education
Lindstrom RCT 13 Diabetes Prevention 522 55 33 Primary outcome: diagnosis
2013 Study, impaired of diabetes (OGTT).
glucose tolerance, Secondary outcomes: changes
mean BMI 31.2 in body weight, glycaemia,
kg/m?, mean physical activity and diet.
intervention median 4
years until 2001,
follow-up until 2009
Ma RCT 1.25 Two adapted Diabetes | 241 53 54 Change in BMI
2013 Prevention Project-

based lifestyle inter-
ventions, BMI >25
kg/m?, pre-diabetes
and/or metabolic
syndrome from1
primary care clinic.
Usual care, coach-led
intervention, self-
directed group
intervention. 3 months
intervention, 12
months maintenance.

129




Appendix 2 6-3 — Included studies- Combination - RCT

Author, Study Design | Study Study Groups; Patients| Mean Age Men (%) | Outcome variables
Year, Duration | Intervention vs (n) (years)
Country (years) control
Rubin RCT 9.6 Look AHEAD study: | 5145 59 40 Long-term changes in
2014 Diabetes patients depression symptoms,

randomized to antidepressant medication

intensive care (ILI) (ADM) use, and health-

or normal diabetes related quality of life

care (DSE) (HRQol).
Tur RCT 1 Intensive life style 106 47 32 Weight, BMI, fP-glucose,
2013 intervention HbAlc, blood pressure
Spain (behavioral therapy

and

nutritional/physical

activity counseling)

vs Conventional

obesity therapy
Wadden RCT 8 Look AHEAD study: | 5145 59 40 Weight loss
2014 Diabetes patients
USA randomized to

intensive care (ILI) or

normal diabetes care

(DSE)
Wing RCT 9.6 Look AHEAD study: | 5145 59 40 Weight, waist
2013 Diabetes patients circumference, physical
USA randomized to fitness; risk factors for

intensive care (ILI)
or normal diabetes
care (DSE)

cardiovascular disease.
Primary outcome: a
composite of death from
cardiovascular causes,
nonfatal myocardial
infarction, nonfatal stroke,
or hospitalization for angina.
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Appendix 3 6-1 Excluded articles - Combination therapy -SR

Study
(author, publication year)

Reason for exclusion

Editorial staff, 2007

The Amstar criteria that have been considered as mandatory for inclusion are not fulfilled.

Sleep apnea: Weight effects not discernible

Araghi, 2013

The Amstar criteria that have been considered as mandatory for inclusion are not fulfilled.
Ballor, 1994

The Amstar criteria that have been considered as mandatory for inclusion are not fulfilled.
Barte, 2010

Benedict, 2008

Too low BMI. (Mean BMI 24,5 kg/m? — 32,9 kg/m? included in the study)

Brown, 2009

Too low BMI. (Lowest BMI less than 25 kg/m? in some of the included studies.)

Brown, 2006

Too low BMI and low quality according to the Amstar criteria. (Lowest BMI less than 25 kg/m? in some
of the included studies, although mean BMI over 25 kg/m?.)

Douketis, 2005

Too low BMI. (Lowest BMI less than 25 kg/m? in some of the included studies, although mean BMI over
25 kg/m?)

Felix, 2013

The Amstar criteria that have been considered as mandatory for inclusion are not fulfilled.

Franz, 2004

The Amstar criteria that have been considered as mandatory for inclusion are not fulfilled

Gallagher, 2013

No metaanalysis. Data only separately presented for the different included studies.

Gillett, 2012

Too low BMI. (BMI from 24 kg/m? included.)

Gillies, 2007

Too low BMI. (Lowest BMI less than 25 kg/m? in some of the included studies.)

Gordon, 2011

Unclear/too low BMI criteria. BMI and/or inclusion criteria regarding BMI not reported in some of the
included studies.
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Appendix 3 6-1 Excluded articles - Combination therapy -SR

Study

(author, publication year)

Reason for exclusion

The Amstar criteria that have been considered as mandatory for inclusion are not fulfilled.

Han, 2011
Harrington, 2009 Wrong PICO
Kirk, 2012 No systematic review

Koutroumanidou, 2014

No systematic review

Laederach-Hofmann, 2008

Data are not presented in detail

Lasikiewicz, 2014

Weight data not presented at all

LeBlanc, 2011b

Same data as in LeBlanc 2011a

Maciejewski, 2005

No weight loss outcome

McTigue, 2006

No baseline BMI, Unclear methods

Merlotti 2014

Wrong PICO. Weight effects not discernible

Miller, 1997

No systematic review

Moredich, 2013

Unclear baseline values regarding weight

Moyer, 2012 No data
Norris, 2005b Prediabetes, no BMI criterion; only 3/9 studies with BMI (slightly) >30
Orzano 2004 No systematic review

Perez Perez 2007

No systematic review

Poggiogalle 2014

Not a systematic review (only one database)

Poobalan 2007

Not a systematic review of weight loss; BMI > 25 kg/m?

Ramage 2014

BMI >25, no weight effects reported

Sargent 2012

Weight effects not discernible, focus on effects of counselling by nurses in primary health care
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Appendix 3 6-1 Excluded articles - Combination therapy -SR

Study Reason for exclusion

(author, publication year)

Stephens 2014 Review of meta-analyses and systematic reviews; weight effects not discernible

Soderlund 2009 Low quality, no summary of results, no meta-analysis

Thomas 2008 Weight effects not discernible, no meta-analysis; only behavioural therapy; limited setting
Tsai 2009 Low quality, only primary care in the USA

Warkentin 2014 No weight/BMI effects reported

Waters 2013 No systematic review, low quality

Vuillemin 2011 Review of interventions promoting increased physical activity; no weight effects discernible
Young 2012 Inclusion criteria: male sex, BMI >28 kg/m?, weight effects not discernible in BMI strata
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Appendix 3 6-2 Excluded articles — Combination — RCT

Study
(author, publication year)

Reason for exclusion

Abbenhardt 2013 Wrong PICO

Beavers 2014b Too low quality

Blomster 2014 Wrong PICO

Cash 2013 Too low quality

Dunn 2014 12 weeks follow up

Dutheil 2013 No baseline BMI

Espeland 2013 Wrong PICO; comparing different age groups

Florez 2012 Too low BMI

Gerstel 2013 No RCT

Hassan 2014 Groups not comparable due large and uneven drop-out
Jakicic 2013 Wrong PICO

Koohkan 2014 No RCT

Mason 2013a Wrong PICO (weight cyclers)

Mason 2013b Wrong PICO (lean body mass, sarcopenia, postmenopausal women only)
Masuo 2012 Too short follow-up

Wingo 2013 Wrong PICO

Volger 2013 Wrong PICO

Toumilehto 2014 No RCT

Unick 2013 Wrong PICO
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Appendix 4 6-1 Weight/BMI - Combination therapy - SR

Author, Design of Number | Number of | Follow-up Results Comments
Year, studies included of patients Range and median of the average difference between
Country in the reviews/ | (total inall intervention and control groups.
systematic studies studies
review combined) Intervention Control
Avenell, RCT 84 Not reported| > 1 year Weight change (95%ClI; kg) Metanalysis. Highly variable
2004, Placebo + diet

United Kingdom

Orlistat + diet |

1 year: -3.01 (-3.48 to -2.54)

2 years: -3.26 (-4.15 to -2.37)

Diet + exercise | Control

1 year: -4.78 (-5.41 to -4.16)

2 years: -2.70 (-3.60 to -1.80)

Diet + behaviour therapy | Control

1 year: -7.21 (-8.68 to -5.75)

2 years: -1.80 (-4.77 to +1.17)

Diet + behaviour therapy + Control
excercise

1 year: -4.00 (-4.47 to -3.54)

2 years: -3.00 (-3.59 to -2.40)

3 years: -2.00 (-2.66 to -1.34)

Diet + exercise | Diet

1 year: -1.95 (-3.22 to -0.68)

3 years: -8.22 (-15.27 to -1.16)

Diet + behaviour therapy | Diet

1 year: -7.67 (-11.97 to -3.36)

3 years: -2.91 (-8.60 to +2.78)

5 years: +1.90 (-3.75 to +7.55)

Diet + behaviour therapy +
exercise

Diet + behaviour therapy

1 year: -3.02 (-4.94 to -1.11)

2 years: -2.16 (-4.20 to -0.12)

number of patients in the different
studies.
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Appendix 4 6-1 Weight/BMI - Combination therapy - SR

Author, Design of Number | Number of | Follow-up Results Comments
Year, studies included of patients Range and median of the average difference between
Country in the reviews/ | (total inall intervention and control groups.
systematic studies studies

review combined) Intervention Control
Galani, 2007, RCTs Total: 17 8013 1-3 years Weight change (95% CI: kg) Metaanalysis
Switzerland i

-3.49 kg (-4.7 to -2.27); p<0.0001
BMI change (95% ClI; kg/m?)
-1.33 kg/m? (-1.93 to -0.72); p<0.0001

Loveman 2011 RCT 12 4169 18-54 months Weight loss; kg; mean and SD/CI/SE BT=Behavioral therapy

BT+D+E | Controls

18 months

-2,0(SD58)(CI05) | 07(SD42)(Cl05)

Delta value; -2,7 (SD 0,3) (CI 0,6); p<0,001

36 months

-0,2 kg (SD 0,5) | +1,8 kg (SD 0,5)

Delta value; -2,0 (SD 0,2) (CI 0,6); p<0,001

BT | E
18 months
-4,1 (SD 8,3) | -6.7 (SD 8,1)
p=0.04
30 months
-0,9 (SD 8,9) | -2,86 (SD 8,6)
n.s.
BT | BT+E
18 months
-7,6 (SE 1,1) | -3,8 (SE 1,3)
p=0,03
D+E | D | E
24 months
-22(SD6,7), | +09(SD77) | -27(SD9,2)
n.s.

D=Diet

E=Exercise

UC=usual care (non-active
intervention)

BMI>25
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Appendix 4 6-1 Weight/BMI - Combination therapy - SR

Author, Design of Number | Number of | Follow-up Results Comments
Year, studies included of patients Range and median of the average difference between
Country in the reviews/ | (total inall intervention and control groups.
systematic studies studies
review combined) Intervention Control

Kuovelioti 2014 RCTs 14 1421 12-37 months Overall weighted mean loss of weight 11.1 kg. Mean BMI 32-36.5 kg/m?. Main

No significant differences between different intervention  endpoint weight loss maintenance.

groups. No metaanalysis.
Miller 2013 C. T. RCTs 14 812 3-12 months 6 months; Range mean change (SD) (NR=not reported) Mean BMI>30. No cut of limit was
ER ER+E presented. Mean BMI range from 31,
to 37.
-3(1,8) to -10,7 (4,5) kg 2,4 (3) kg to -9,7 (4) kg ER=energy restriction
p<0,05 between baseline and follow up for both groups (ER+E)=energy restriction +
-3,51t0-10,4 (NR) % ‘ -2,810-10,0 (NR) % exercise
(NR)
12 months; Mean change (NR=not reported) ( one study)
ER ER+E
-7,1 (NR) kg -8,9 (NR) kg
p<0,05 between groups and between baseline and follow up for
both groups
-8,5 (NR) % | -10,8 (NR) %
(NR)
Norris 2004 RCTs 22 4659 1-5 years Weight loss; kg. Mean (SD) Mean BMI was reported; mixed
Norris 2005 Usual care; -2,0 kg (1,5) BMI> and < 30
LCD; -3,7 kg (1,4) Low calorie diet= LCD
LCD+PA; -1,8 kg (1,5) \Very Low Calorie Diet=VLCD
LCD+BI; -4,0 kg (3,2) hysical Activity=PA
LCD+PA+BI; -4,1 kg (1,3) Behavioral Intervention=BI

VLCD+PA+BI; -7,7 kg (2,2)
All interventions p< 0.05 compared to baseline
Estimated total effect between interventions versus usual care;
-1,7 kg (1,4) (p value for heterogeneity not significant)

RCTs 9 1957 1-3.2 years Overall weight loss (weighted mean difference Metaanalysis.
intervention vs control; kg; 95% CI)
-3.0(-5.1t0 -0.9)

Witham 2010
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Appendix 4 6-1 Weight/BMI - Combination therapy - SR

Author, Design of Number | Number of | Follow-up Results Comments
Year, studies included of patients Range and median of the average difference between
Country in the reviews/ | (total inall intervention and control groups.
systematic studies studies
review combined) Intervention Control
Wu 2009 RCTs 18 1580 3 months—6 | Pooled mean weight change (95% CI) in subjects treated with |[Metaanalysis. P for heterogeneity 0.4
years diet (control) only compared with diet and exercise Same effect in subjects with BMI <

30 kg/m? (10 studies) as in subjects

-3.3 | -1.4

with BMI > 30 kg/m? (8 studies)

Delta -1.2 (0.22 to -2.26)

Pooled mean BMI change (95% Cl) in subjects treated with diet
(control) only compared with diet and exercise

-1.5 | -0.9

Delta -0.5 (-0.2 to -0.8)
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Project: Combination therapy RCT

Appendix 4-6-2

Outcome variable: Weight/BMI

* + No problem
? Some problems
- Major problems

Author, year

Country

Study design

Number
of
patients
n=

With
drawals

dropouts

Result

Comments

Intervention

Control

Directness*

limitations *

Study

*

Precision

Abed 2013

Australia

RCT

150

46%

Weight (95% CI; kg)

A study on patients with symtomatic
artrial fibrillation.

Baseline: 99 (96 to 102)

Baseline: 101 (97 to 105)

Follow up: 80 (76 to 84)

Follow up: 96 (90 to 102)

p<0.001

Wei

ght change

-14.3

-3.6

p<0.001

BMI (95% CI; kg/m?)

Baseline : 32.8 (32.0 to
33.6)

Baseline : 33.8(32.9to 34.7)

Follow up: 27.2 (26.3 to
28.1)

Follow up: 32.5 (31.1to 33.9)

p<0.001

-~

+

Anderson 2014

UK

RCT

329

7.3%

Weight change (95%Cl; kg)

National colorectal cancer screening

Delta value: 2.69

(1.70 to 3.67); p<0.001

program

BMI change (95%ClI; kg/m?)

Delta value: 0.92

(0.64 to -1.20); p<0.001

Beavers 2014a

USA

RCT

288

12%

Weight change (£SE; kg)

Physical activity (PA); PA and
weight loss, i.e. diet (PA+WL);

PA+WL

PA Control

health education (control)

73kg (7.1) 13 kg (5.1) 1.0 kg (6.2)

Overall P<0.01
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Project: Combination therapy RCT

Appendix 4-6-2

Outcome variable: Weight/BMI

*

+ No problem
? Some problems
- Major problems

Author, year Country | Study design Number | With Result Comments
of drawals « K
patients | - Intervention Control 2 2| <
n= dropouts = 218
5] >c | .2
(5] © = [&]
= | 2 E| &
(@] n=|a
Damschroder 2014 RCT USA 481 25% Weight change (95%ClI; kg) ASPIRE= Aspiring to lifelong health| + - +
ASPIRE-phone ASPIRE MOVE weight loss program (diet and
exercise)
-14 82)4 to - -2.8(-3.8t0-1.9) -1.4 824)3 to - MOVE=standard weight loss
All groups p<0.01 vs baseline; delta change Aspire vs program for veterans.
the other groups p<0.05
BMI, change (95%Cl; kg/m?)
ASPIRE-phone ASPIRE MOVE
-0.5 kg/m?(-0.71-0.9 kg/m? (-1.2 to -0.6);| -0.5 kg/m? (-
to -0.2); p<0.01] p<0.01 vs baseline 0.8 to -0.1);
vs baseline p<0.01 vs
baseline
All groups p<0.01 vs baseline; delta change Aspire vs
the other groups p<0.05
de Vos Nether- |RCT 407 10% Change in weight (kg) Proof study (weight loss in + ? +
lands 6 months: -1.8; p<0.001 osteoarthritis)
12 months: -1.3; <0.05
30 months: -0.5; n.s.
Change in BMI (kg/m?)
6 months:-0.1; p<0.001
12 months: -0.2; p<0.01
30 months: -0.4; n.s.
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Project: Combination therapy RCT
Appendix 4-6-2
Outcome variable: Weight/BMI

* + No problem

? Some problems
- Major problems

Author, year Country | Study design Number | With Result Comments
of drawals « w
patients | - Intervention Control 2 2| <
n= dropouts = 218
5] >c | .2
(5] © = [&]
= | 2 E| &
(@] n=|0o
Holzapfel 2013 Australia RCT 203 74% Weight change (kg), mean (SD) )
Germany Commercial programs vs
UK -4.8 (7.6) | -3.0(6.0) standard care
A-1.53 (Cl-3.43 to 0.37), P=0.11
Ma 2013 USA RCT 241 8.3% BMI (kg/m?) Usual care UC, coach-led + + +
CLI-2.2(SD 0.3) UC -0.9 (SD 0.3) intervention CLI, self-directed
SDI -1.6 (SD 0.3) intervention SDI.
Weight (kg)
CLI -6.3 (SD 0.9) -2.4 (SD 0.9)
SDI -4.5 (SD 0.9)
All group-wise comparisons p < 0.05.
Tur 2013 Spain RCT 106 33% Weight change (%) TRAMOMTANA study, Intensive | + - +
1158% ‘ 20.40% lifestyle intervention ILI vs usual
care
p=0.0010
BMI change (%)
-12.32% | -0.83%
p<00001
Wadden 2014 USA RCT 5145 11% Weight change (%), mean (SE) Weight change (%), mean (SE)
-4.7 (0.2) % -2.1(0.2) %
p<0.001
Wing 2013 USA RCT 5145 <4% Weight (%) Intensive lifestyle intervention ILI | + + +
-8.6% after 1 year -0.7% after 1 year vs usual care
-6.0% end of trial -3.5% end of trial
Main effect -4 kg throughout follow-up, (ILI better) p
<0.001
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Project: Combination therapy RCT
Appendix 4-6-2
Outcome variable: Weight/BMI

* + No problem
? Some problems
- Major problems

Author, year Country | Study design Number | With Result Comments
of drawals « W e
patients | - Intervention Control 2 2| <
n= dropouts = 218
O > | .2
(5] T = [&]
= |2 E| &
(@] n=|a
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Appendix 4 6-3 Waist circumference — Combination - RCT

* + No problem
? Some problems
- Major problems

Author, year Country | Study design Number | With Result Comments
of drawals . # @
patients | - Intervention Control a g <
n= dropouts = g 2
3] >0 .2
[} T g o
= | 2882
O |3 a
Abed, 2013 Australia RCT n=150 46% Waist circumference (cm) Study on patients with symtomatic | + ? +
Baseline: 110 (108 to | Baseline: 112 (110 to 114) artrial fibrillation.
112)
Follow up: 92.8 (89.5 to| Follow up: 107 (103 to 111)
96.1)
P <0.001
Anderson 2014 United RCT n=329 7.3% Waist circumference (95% CI; cm) National colorectal cancer screening | + + +
Kingdom program.
Difference between groups 2.68 cm (1.74 to 3.62),
favors intervention
p<0.001
Damschroder, 2014 USA RCT n=481 25% Waist change (95%Cl; cm) ASPIRE= Aspiring to lifelong health| + - +
ASPIRE- ASPIRE: MOVE: weight loss program (diet and
phone: exercise).
-25(-3.7t0- -3.5(-4.7t0-2.4); |-1.8(-2.9to -0.6); MOVE=standard weight loss
1.3); p<0.01| p<0.01 vs baseline |p<0.01 vs baseline program for veterans.
vs baseline
p<0.05 ASPIRE compared to MOVE
Ma 2013 USA RCT 241 8.3% Waist (cm) Usual care UC, coach-led + + +
CLI-5.8 (SD 1.0) 22(SD1.1) intervention CL1I, self-directed
SDI -4.9 (SD 1.0) intervention SDI
CLI vs UC, and SDI vs UC p-values < 0.01
Wing 2013 USA RCT 5145 <4% Not given ‘ Not given Intensive lifestyle intervention ILI | + + +

Main effect -3.2 cm throughout follow-up

p <0.001 favors ILI

vs usual care
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Appendix 4 6-4 Mortality - Combination therapy — RCT

* + No problem
? Some problems
- Major problems

Author, year Country | Study design Number | With Result Comments
of drawals . |
patients | - Intervention Control a g <
n= dropouts = g8
|5} >0 .2
(3] o H o
= | 292
(@) »w= a
Wing 2013 USA RCT 5145 <4% Deaths per 1000 person-years Primary outcome was a composite | + + +

1.83

1.92

Difference n.s.

of death from cardiovascular
causes, nonfatal myocardial
infarction, nonfatal stroke, or
hospitalization for angina.
Secondary mortality outcomes also
n.s.
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Appendix 4 6-5 Cardiovascular disease - Combination therapy -RCT

* + No problem
? Some problems
- Major problems

Author, year Country | Study design Number | With Result Comments
of drawals . |
patients | - Intervention Control a g <
n= dropouts = g 2
|5} >0 .2
[} ©T H o
= | 292
(@) »w= a
Wing 2013 USA RCT 5145 <4% Event rates per 1000 person-years Events: + +

0.84 0.71 Myocardial infarction
0.87 0.85 Hospitalization for angina
0.34 0.36 Stroke

0.51 0.42 Heart failure

1.21 1.14 CABG

0.11 0.12 Carotid endarterectomy

All differences n.s.
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Appendix 4 6-6 Glucose - Combination therapy - SR

2 years: -0.15 (-0.24 to -0.07)

Diet + exercise | Control

1 years: -0.29 (-0.39 to -0.19)

2 years: -0.30 (-0.44 to -0.16)

Diet + behaviour therapy | Control

1 year: +0.20 (-0.15 to +0.55)

2 years: +0.10 (-0.26 to +0.46)

Diet + behaviour therapy + Control
exercise

1 year: -0.10 (-0.28 to 0.08)

2 years: +0.30 (-0.17 to +0.77)

Diet + exercise | Diet

1 year: -0.05 (-0.26 to + 0.16)

Diet + behaviour therapy + Diet + behaviour therapy
exercise

1 year: -0.21 (-0.53 to +0.11)

2 years: +0.20 (-0.36 to +0.76)

HbAlc (95%Cl; %)

Orlistat + diet | Placebo + diet

1 year: -0.17% (-0.24 to -0.10)

Diet + behaviour therapy | Control

2 years: 0.00% (-0.20 to +0.20%)

Diet + behaviour therapy + Control
exercise

1 years: -0.30% (-0.96 to +0.36)

2 years: +0.14% (-0.25 to +0.53)

Author, Design of Number | Number of | Follow-up Results Comments

Year, studies included of patients Range and median of the average difference between

Country in the reviews/ | (total in all intervention and control groups.

systematic studies studies
review combined) Intervention Control

Avenell 2004 UK RCT 84 RCT |Total > 1 year fP-Glucose (95%CI; mmol/l) Metanalysis. Highly variable
number not Orlistat + diet | Placebo + diet number of patients in the different
reported. 1 year: -0.24 (-0.34 to -0.14) studies. Some of the studies

included studies of patients with
type 2 diabetes, some not.
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Appendix 4 6-6 Glucose - Combination therapy - SR

Author, Design of Number | Number of | Follow-up Results Comments
Year, studies included of patients Range and median of the average difference between
Country in the reviews/ | (total in all intervention and control groups.
systematic studies studies
review combined) Intervention Control
(Avenell, cont’d) Diet + behaviour therapy + Diet + behaviour therapy
exercise
1 year: -0.60% (-2.52 to 1.32)
2 years: +0.14% (-0.27 to +0.55)
Development of diabetes mellitus
HR or RR less than 1
(more exact number not given; only graphically presented)
Galani 2007 RCT 17 8013 1-3 years fP-Glucose (95%CI; mmol/l) Metanalysis. Variable number of
Switzerland -0.15 (-0.31 to +0.02); p=0.079 patients for the different parameters.
2-hour-P-Glucose (95%CI; mmol/l)
-0.54 (-0.84 to -0.24); p=0.001
HbA1c (95%Cl; %)
-0.09 (-0.40 to +0.23); n.s.
Norris 2004 RCT 22 4659 1-5 years Estimated total effect between interventions versus usual [Mean BMI was reported; mixed
Norris 2005 care (95% ClI; %) BMI> and < 30. Mean baseline BMI

33 (n=16, range 23-38; 2 studies with

-0,3(-0,8100,2)

mean BMI < 30 whereof 1 in Japan
(mean BMI 23)). HbA1c results

based on four studies.
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Appendix 4 6-7 Diabetes mellitus - Combination therapy - RCT

* + No problem
? Some problems
- Major problems

Author, year

Country | Study design Number | With Result Comments
of drawals . ) =
patients | - Intervention Control 3 g
n= dropouts S = e
o >a .2
(3] T H o
= 2828
@) n =
Abed 2013 Australia| RCT 150 46% Glucose (95%Cl; mg/dl) Study on patients with symtomatic | + ? +

Baseline: Baseline:
104.9 (99.0 to 110.9) 103.9 (98.8 to 108.9)
Follow up: Follow up:

96.5 (90.5 to 102.6) 100.4 (94.5 to 106.4)

p=0.30

S-Insulin (95%ClI; plU/ml)

Baseline: Baseline:
33.9 (29.7 t0 38.1) 33.7 (30.4 t0 37.1)
Follow up: Follow up:
13.5(11.6 to 15.5) 21.2 (17.9t0 24.4)

p=0.004

artrial fibrillation.
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Appendix 4 6-7 Diabetes mellitus - Combination therapy - RCT

* + No problem
? Some problems
- Major problems

Author, year

Country

Study design

Number

of

patients

n=

With
drawals

dropouts

Result

Comments

Intervention Control

*

limitations _*

Directness*
Precision

Study

Anderson 2014

UK

RCT

329

7.3%

Glucose (95%ClI; mmol/l)

Delta value: +0.27 (0.01 to +0.54); p=0.045

Insulin (95%CI; mmol/l)

Delta value : -0.32 (-3.02 to +2.39); n.s.

HOMA (95%Cl; unit)

Delta value: +0.43 (-0.62 to +1.48); n.s.

HbALc (95%CI; %)

Delta +0.13% ( -0.004 to +0.26%); p = 0.058

National colorectal cancer screening

program

Bouchonville 2014

USA

RCT

107

13%

Delta change in Insulin Sensitivity Index (95%CI)

Diet vs UC: +1.0 (+0.0 to +1.8); p=0.05

Exercise vs UC: -0.1 (-1.2 to +0.8); n.s.

Diet + exercise vs diet: +1.2 (+0.2 to +2.1); p=0.02

Diet + exercise vs exercise: +2.3 (+1.4 to +3.4),
p<0.001

Delta change in OGTT Insulin AUC (95%Cl;
x10%mg.min/dl)

Diet vs UC: -3.5 (-6.3 to -1.4); p<0.01

Exercise vs UC: -0.5 (-3.0 to 1.9); n.s.

Diet + exercise vs diet: 0.0 (-1.8 to +2.9); n.s.

Diet + exercise vs exercise: -3.0 (-5.2 to + 0.4); p=0.02

Delta change in OGTT, Glucose AUC (95%Cl; (x 10°

mg.min/dl))

Usual care (UC), diet, exercise and
diet + exercise
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Appendix 4 6-7 Diabetes mellitus - Combination therapy - RCT

* + No problem
? Some problems
- Major problems

Author, year

Country

Study design Number | With Result Comments
of drawals . || <
patients | - Intervention Control 3 g
n= dropouts S = e
3] >a .2
(3] T H o
= 282
@) n =

(Bouchonville cont.)

Diet vs UC: -2.5 ( -3.8 to -0.8); p<0.01

Exercise vs UC: 0.0 (-1.8 to 1.4); n.s.

Diet + exercise vs diet: +0.8 (-0.8 to 2.2); n.s.

Diet + exercise vs exercise: -1.7 (-2.9 to + 0,2); p=0.08

Delta change in Fasting Insulin (uU/ml; 95%CI)

Diet vs control: -2.5 (-6.7 to +1.2); n.s.

Exercise vs control: +0.1 (-4.4 to +3.3); n.s.

Diet + exercise vs diet: -1.7 (-5.4 to +2.4); n.s.

Diet + exercise vs exercise: -4.1 (-8.4 to -0.6); p=0.02

Delta change in HOMA-IR (95% CI)

Diet vs control: -1.1 (-2.0 to +0.2); n.s

Exercise vs control: -0.4 (-1.3 to + 1.0); n.s

Diet + exercise vs diet: -0.3 (-1.5 to +0.6); n.s

Diet + exercise vs exercise: -1.0 (-2.3 to -0.1); p=0.04

Delta change in Fasting Glucose (mg/dl; 95%ClI)

Diet vs control: -3.1 (-8.3 to +2.3); n.s.

Exercise vs control: -0.7 (-5.5 to +5.3); n.s.

Diet + exercise vs diet: -1.7 (-6.6 to +3.7); n.s.

Diet + exercise vs exercise: -4.1 (-9.5 to +0.9); n.s.
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Appendix 4 6-7 Diabetes mellitus - Combination therapy - RCT

* + No problem
? Some problems
- Major problems

Author, year Country | Study design Number | With Result Comments
of drawals . ) =
patients | - Intervention Control 2 g
n= dropouts < g 9
|3) >a .2
£ 1268
@) n =
Damschroder 2014 RCT USA 481 25% Change in HbAlc (95%ClI; %) ASPIRE= Aspiring to lifelong health| + - +
weight loss program (diet and
ASPIRE- ASPIRE-group: MOVE: exercise)
phone: MOVE=standard weight loss
0.0% (-0.2 to| 0.0% (-0.2 to +0.1) [0.0% (-0.2 to + 0.1) program for veterans.
+0.1)
All comparisons n.s.
Lindstrom 2013 Finland RCT 522 16% Diabetes incidence rate per 100 person-years Intensive lifestyle + + +
intervention ILI
4.5 (95% CI 3.8-5.5) 7.2 (95% Cl 6.1-8.5) Vs
general lifestyle intervention
Difference between groups at year 10 (p=0.006); HR GLL
0.61 (95% CI 0.48-0.79; p < 0.001), absolute risk
reduction 19.4% ILI vs GLI.
Ma 2013 USA RCT 241 8.3% Fasting plasma glucose (mg/dl) Usual care UC, coach-led + + +
CLI-4.2 (SD 1.6) UC0.2(SD 1.7) intervention CLI, self-directed
SDI -2.7 (SD 1.6) intervention SDI.
CLI vs UC, and SDI vs UC, p-values < 0.05
Tur 2013 Spain RCT 106 33% Change in glucose (%) TRAMOMTANA study, Intensive | + - +
-13.05 | +2.68 lifestyle intervention ILI vs usual
P =0.007 Care
Change in HbAlc (%)
-6.09 | -4.90
P =0.063
Wing 2013 USA RCT 5145 <4% HbAlc (% NGSP) Intensive lifestyle intervention ILI | + + +

Main effect -0.22

throughout follow-up, p <0.001

vs usual care
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Appendix 4 6-8 Blood pressure — Combination - SR

Author, Design of Number | Number of | Follow-up Results Comments
Year, studies included of patients Range and median of the average difference between
Country in the reviews/ | (total inall intervention and control groups.
systematic studies studies
review combined) Intervention Control
Avenell 2004 UK RCT 84 Total >1year |Change in systolic blood pressure (95% CI, mmHg) Metanalysis.
number not Orlistat + diet | Placebo + diet Highly variable number of patients
reported At 12 months: -2.02 mmHg (-2.87 to -1.17) in the different studies.

At 24 months: -1.42 mmHg (-3.08 to +0.24)

Diet + exercise ‘ Control
At 12 months: -4.37 mmHg (-5.94 to -2.79)
Diet + behaviour therapy | Control

At 12 months: - 3.39 mmHg (-5.91 to -0.86)

At 24 months: +0.70 mmHg (-4.55 to +5.95)

Diet + behaviour therapy+ Control
excerccise

At 12 months: -2.16 mmHg (-3.15 to -1.18)

/At 24 months: -3.30 mmHg (-10.00 to +3.40)

Diet + exercise | Diet

At 12 months: -0.03 mmHg (-1.99 to +1.93)

/At 18 months: -8.90 mmHg (-13.65 to -4.15)

Diet + behaviour therapy + Diet + behaviour therapy
exercise

At 12 months: -4.20 mmHg (-10.02 to +1.62)

At 24 months: -4.00 mmHg (-10.06 to +2.06)

Change in diastolic blood pressure (95% CI, mmHg)

Orlistat + diet | Placebo + diet

At 12 months: -1.64 mmHg (-2.20 to -1.09)

At 24 months: -1.20 mmHg (-2.28 to -0.11)

Diet + exercise | Control
At 12 months: -3.48 mmHg (-4.52 to -2.44)
Diet + behaviour therapy | Control

At 12 months: -3.37 mmHg (-5.16 to -1.58)
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Appendix 4 6-8 Blood pressure — Combination - SR

Author,
Year,
Country

Design of
studies included
in the
systematic
review

Number
of
reviews/
studies

Number of
patients
(total inall
studies
combined)

Follow-up

Results
Range and median of the average difference between
intervention and control groups.

Comments

Intervention Control

(Avenell cont’d)

At 24 months: +1.00 mmHg (-2.82 to +4.82)

Diet + behaviour therapy + Control
exercise

At 12 months: -2.11 mmHg (-3.08 to -1.14)

At 24 months: -2.20 mmHg (- 6.80 to + 2.40)

/At 36 months: -0.80 mmHg (-1.62 to 0.02)

Diet + exercise Diet

At 12 months: -1.14 mmHg (-2.56 to +0.29)

At 18 months: -12.10 mmHg (-15.20 to -9.00)

Diet + behaviour therapy + Diet + behaviour therapy

exercise

At 12 months: -4.40 mmHg (-8.98 to +0.18)

At 24 months: -3.20 mmHg (-7.66 to +1.26)

Galani, 2007,
Switzerland

RCT

17 RCT

Total: 8013
(SBP 4182,
DBP 4063)

1-3 years

Mean difference systolic blood pressure (95% CI; mmHg)

Metanalysis. Data based on six
studies.

-2.78 mmHg (-4.38 to -1.18); p= 0.001

Mean difference diastolic blood pressure (95% CI; mmHQ)

-1.42 mmHg (-2.23 to -0.57); p= 0.001

Norris 2004

RCT

22 (2
RCT
included
blood
pressure)

4659

1-5 years

Summary of pooled estimates, random-effect model; any
intervention versus usual care (means, 95% CI, mmHg):

Mean BMI was reported; mixed
BMI> and < 30. Mean baseline BMI
33 (n=16, range 23-38; 2 studies with

Systolic blood pressure: -1.9 (-6.4- 2.7)

mean BMI < 30 whereof 1 in Japan
(mean BMI 23)).

Diastolic blood pressure: 0 (-2.5- 2.5)

Blood pressure data based on two
studies.
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* + No problem

Appendix 4 6-9 Blood pressure - Combination therapy - RCT ? Some problems

- Major problems

Author, year Country | Study design Number | With Result Comments
of drawals . | 5
patients | - Intervention Control a g <
n= dropouts = g8
5] >d .2
(] o = O
= |28
o wn = a
Abed 2013 Australia RCT 150 46% Systolic blood pressure (mmHg) A study on patients with symtomatic | + ? +
Baseline: 136 (133to | Baseline: 137 (133 to 140) [artrial fibrillation.
139)
Follow up: 133 (130to | Follow up: 136 (132 to 139)
135)
p<0.01

Diastolic blood pressure (mmHg)
Baseline: 82 (81 to 84) Baseline: 84 (82 to 86)
Follow up: 80 (78 to 81))  Follow up: 83 (81 to 85)

P =0.02
Anderson 2014 UK RCT 329 7.3% Systolic blood pressure (95%CI; mmHg) National colorectal cancer screening | + + +
Delta-value 3.8 (0.9 to 6.7); p=0.011 rogram

Diastolic blood pressure (95%CIl; mmHQ)
Delta-value 1.8 mmHg (0.2 to 3.3); p=0.031

Bouchonville 2014 USA RCT 107 13% Systolic blood pressure (95%CI, mmHg) Usual care (UC), diet, exercise and | + + +
Diet vs UC: Delta value -7.2 (-18.5 to +4.1); n.s. diet + exercise

Exercise vs UC: Delta value +4.7 (-7.4 to +15.5); n.s.

Diet + exercise vs diet: Delta value -2.8 (-14.1 to +
7.8); n.s.

Diet + exercise vs exercise: Delta value -14.7 (-25.5 to -
3.3); p<0.01
Diastolic blood pressure (95%CI, mmHg)

Diet vs UC: Delta value -5.5 (-11.1 to +0.8); p=0.09

Exercise vs UC: Delta value -1.0 (-7.6 to +4.4); n.s.

Diet + exercise vs diet: Delta value -1.8 (-5.0 to +6.6);
n.s.

Diet + exercise vs exercise: Delta value -2.8 (-8.6 to +
3.2); n.s
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Appendix 4 6-9 Blood pressure - Combination therapy - RCT

* + No problem
? Some problems
- Major problems

Author, year Country | Study design Number | With Result Comments
of drawals . w @
patients | - Intervention Control a g <
n= dropouts = g8
3] >0 .2
(3] o H O
= | 282
O |3 a
Damschroder 2014 USA RCT 481 25% Systolic boood pressure (95%CIl; mmHg) ASPIRE= Aspiring to lifelong health| + - +
ASPIRE- ASPIRE MOVE weight loss program (diet and
phone exercise)
-0.6 (-3.4t0| +1.8 (-1.0to +4.7) | +1.3 (-1.6 to +4.1) MOVE=standard weight loss
+2.3) program for veterans.
All comparisons n.s.
Diastolic boood pressure (95%CI; mmHg)
ASPIRE- ASPIRE MOVE
phone
-1.0(-2.7to| +0.6 (-1.1t0 +2.4) | 0.0 (-1.8to +1.7)
+0.8)
All comparisons n.s.
Ma 2013 USA RCT 241 8.3% | Systolic BP (mmHg) Systolic BP (mmHg) Usual care UC, coach-led + + +
CLI-1.2(SD 1.5) 0.1 (SD 1.6) intervention CLI, self-directed
SDI1 -0.4 (SD 1.5) Diastolic BP (mmHg) intervention SDI.
Diastolic BP (mmHg) -0.3(SD 1.1)
CLI-1.9(SD 1.1)
SDI-1.1(SD 1.1)
Only diastolic BP UC vs CLI p < 0.05
Tur 2013 Spain RCT 106 33% Change in systolic blood pressure (%) TRAMOMTANA study, Intensive | + - +
115% | 13.30% lifestyle interv(e:::aon ILI vs usual
p=0.0390
Change in diastolic blood pressure (%)
-2.53% | -0.87%
n.s.
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Appendix 4 6-10 Obstructive sleep apnea - Combination therapy - RCT

* + No problem
? Some problems
- Major problems

Author, year Country | Study design Number | With Result Comments
of drawals . |
patients | - Intervention Control a g <
n= dropouts = g 2
|5} >0 .2
[} o H o
= | 292
o »w= a
Kuna 2013 USA RCT 264 1 year: Apnea-hypopnea index (AHI) difference between Intensive lifestyle intervention ILI, | + + +
ILI 18%,| groups was 9.7 (SD 2.0), 8.0 (SD 2.0), and 7.7 (SD vs diabetes support and education
DSE 2.3) events/h at 1, 2 and 4 years respectively (P < DSE.
17%; 0.001).
4 years:
ILI 34%,| Remission of obstructive sleep apnea at 4 years: ILI
DSE 40% 20.7% vs DSE 3.6%.
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Appendix 4 6-11 Quality of life, depression - Combination therapy - RCT

* + No problem
? Some problems
- Major problems

Author, year Country | Study design Number | With Result Comments
of drawals . #
patients |- Intervention Control a g <
n= dropouts = g8
3] > g .2
(3] o H o
= | 2882
@) n = a
de Vos Nether- RCT n=407 10% Change in quality of life (Dutch Euroqol EQ-5D) Proof study (weight loss in + ? +
lands osteoarthritis)
Delta compared to controls: 0.2%, n.s.
Faulconbridge USA RCT 5129 | 0,003% Resolution of depression; % Look ahead, 1 year, Beck Depression | + + +
Inventory
60,8 55,6
p=0.14
Symptoms of depression; %
6,3 9,6
p<0.001
Rubin 2014 USA RCT 5145 <4% | Risk of depression: HR = 0.85 (95% CI 0.75-0.97), P | Intensive lifestyle intervention ILI | + + +

=0.014, favors ILI

Physical function (SF-36): Mean difference 0.93 (SD
0.2); P <0.01 favors ILI

Proportion of participants who used antidepressant
medication or in SF-36 (HRQoL) scores: n.s.

vs usual care.
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Appendix 4 6-12 Medication use - Combination therapy - RCT

* + No problem
? Some problems
- Major problems

Author, year Country | Study design Number | With Result Comments
of drawals . |
patients | - Intervention Control 2 g <
n= dropouts = g 9
5] >0 .2
(3] T H o
= 2828
(@] n = a
Espeland 2014 USA RCT 5121 |1.6% Medical costs Look AHEAD, follow up 9,9 years; | + | + | +

ILI; 7% (=281 $) lower compared to DSE; p<0.0001

Medical use

ILI; 6% lower in number prescribed
medications compared to DSE; p<0.0001

intensive treatment (ILI) and normal
diabetes care (DSE)
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Appendix 4 6-13 Weight maintenance - Combination therapy — SR

Author, Design of Number | Number of | Follow-up Results Comments
Year, studies included of patients Range and median of the average difference between
Country in the reviews/ | (total inall intervention and control groups.
systematic studies studies
review combined) Intervention Control
Dombrowski, RCT 45 7788 12 months | Behavioural interventions focusing on both food intake and
2014

United Kingdom

physical activity vs control. Mean difference (95% CI)

-1.56 (-2.2 to -0.86)kg , 12 -1.48 (-2.27 t0 -0.69) kg , 24
months months

Orlistat combined with behavioural interventions vs control,
Mean difference (95% CI)

-1.80 (-2.54 to -1.06) kg, 12 --2.20 (-4.01 to -0.39) kg, 36
months months
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Appendix 5 Etisk analys av icke kirurgisk fetmabehandling

Fragestallning Svar/ kommentar

1. Hur paverkar metoden patienters halsa,
livskvalitet och livslangd utifran ett
patientperspektiv?

Evidensbaserad och individuellt anpassad behandling for fetma har forutsattningar att ha gynnsamma
effekter pa fetmarelaterade sjukdomstillstand och riskfaktorer.

2. Hur stort ar behovet hos patienten som
metoden ska mota?

Behovet &r individuellt eftersom graden av 6vervikt och fetma varierar starkt, liksom relaterad ohélsa,
sjuklighet och livskvalitet.

3. Kan metoden ha nagon paverkan pa
méanniskosyn och manniskovarde?

Fetma anses stigmatiserande. Evidensbaserad behandling med relevanta metoder av fetma samt ett
professionellt forhallningssatt och bemaétande har forutsattningar att starka individen.

4. Kan metoden paverka patientens férmaga
och mojlighet att utéva sin autonomi?

Framgangsrik behandling av fetma forbattrar formaga och mojlighet for individen att utéva sin
autonomi.

5. Ar metoden s&dan sa att det staller
speciella krav for att kunna respektera
patientens autonomi nar metoden ska
anvéandas?

Nej.

6. Hur inverkar metoden pa patientens
fysiska, moraliska och personliga integritet?

Metoden torde inte inverka pa individens fysiska eller moraliska integritet. Levnadsvanor ar personliga.
Med ett professionellt bemotande och forhallningssitt till individen och dess sjukdom tar man hansyn
till den personliga integriteteten.

7. Ar metoden kostnadseffektiv?

Nationella riktlinjer for sjukdomsférebyggande metoder (Socialstyrelsen 2011) framhaller de kostnader
for ohélsa som ofdrdelaktiga levnadsvanor for med sig med hénsyn till rékning, alkohol, bristande
fysisk aktivitet, ohalsosamma kostvanor, men anger att kostnaderna for behandling av de tva sistnamnda
ar svara att berakna. SBU-rapporten Mat vid fetma (2013) drar likartade slutsatser.

8. Vilka resursméssiga effekter har metoden?

Socialstyrelsen beddmer i Nationella riktlinjer for sjukdomsforebyggande metoder att riktlinjerna
(avseende fysisk aktivitet och kost inte minst) kraver forandringar i fraga om, personalresurser,
styrdokument, organisation och omférdelning av resurser, utbildning och kompetensutveckling,
samverkan med aktdrer inom och utanfor hélso- och sjukvarden.

professionella roller i relation till patienten?

9. Star metoden i strid med professionella Nej.
varderingar?
10. Innebar metoden en férandring av Nej.

11. Innebar metoden paverkan pa eller stéller
krav pa engagemang fran tredje part?

Anhoriga och/eller stddpersoner i individens narhet.

varderingar eller gruppvérderingar kan
komma i konflikt med metoden?

12. Finns det lagstiftning som har relevans Nej.
for metoden?
13. Finns det risk for att samhélleliga Nej.




14. Finns det risk att inforandet av metoden
kan komma i konflikt med sérintressen?

Okad satsning pa att erbjuda anpassad behandling av fetma kan krava fler resurser, vilket skulle kunna
ha undantrangningseffekter.

15. Kan inférandet av metoden paverka
tilliten till halso- och sjukvarden?

Nej.

SLUTSATSER

Det finns inga etiska hinder for genomforande av metoden men genomforandet kan forvantas innebéra
Okade kostnader.




Véastra Gotalandsregionen
HTA-centrum

| HTA star for Health Technology
Assessment

En systematisk granskning av den
vetenskapliga dokumentationen foér en metod
eller teknologi inom halso- och sjukvarden.
Avsikten med ett HTA-projekt ar att vardera
en viss teknik eller metod avseende:

* Effekten i form av patientnytta och risker
* Etiska aspekter

* Organisatoriska aspekter

* Kostnader

HTA-centrum anvénder sig av det internationellt utarbetade GRADE-systemet for att gradera
evidensstyrkan i det sammanlagda vetenskapliga underlaget for slutsatsen avseende en viss
fraga. Evidensstyrkan graderas i fyra olika nivaer:

Starkt vetenskapligt underlag (GRADE®®®®)

Det &r osannolikt att framtida forskning kommer att ha betydelse for var tilltro till skattningen av
effekten.

Mattligt starkt vetenskapligt underlag (GRADE®®®Q)

Framtida forskning kommer sannolikt att ha betydelse for var tilltro till skattningen av effekten.
Skattningen kan eventuellt komma att &ndras.

Begrénsat vetenskapligt underlag (GRADE Q0
Det ar hogst sannolikt att framtida forskning har betydelse for var tilltro till skattningen av
effekten. Det &r mycket méjligt att skattningen kommer att &ndras.

Otillrackligt vetenskapligt underlag (GRADE ©0OQO0)
Varje skattning av effekten ar mycket osaker (inget uttalande om effekt)

| GRADE-systemet finns ocksa en rekommendationsdel som inte anvands av HTA-centrum.
Utvarderingen ger anda vagledning for halso- och sjukvarden. Vid hog och mattlig
evidensstyrka for slutsatsen att det finns en positiv effekt ar underlaget gott och motiverar
sannolikt att metoden tillampas i halso- och sjukvardens kliniska vardag. Begransad
evidensstyrka for samma slutsats visar pa att det finns ett visst vetenskapligt underlag som kan
motivera att metoden anvands under forutsattning att andra krav pa en acceptabel balans mellan
nytta och risk, kostnadseffektivitet och etiska aspekter ar uppfyllda. Om evidensstyrkan ar
otillrécklig indikerar det behov av mer forskning innan metoden borjar tillampas i klinisk
vardag.(GRADE 2004, GRADE List of publications)

Christina Bergh, professor, HT A-chef
HTA-centrum
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