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Efni: Skipunarbréf ohadrar rannsoknarnefndar Haskola fslands og Landspitala vegna
igraedslu plastbarka i sjukling fra Islandi 4 Karolinska sjikrahtsinu.

Hér med erud pér skipadur formadur nefndar Haskola Islands og Landspitala sem hefur pad
hlutverk ad rannsaka méal Andemariams Teklesenbet Beyene sem var sendur fra Islandi til
Svipjédar til leeknismedferdar og greeddur i plastbarki & Karolinska sjukrahtsinu (KS) { juni
2011. Adrir nefndarmenn eru Georg Bjarnason, krabbameinsleknir og visindamadur hja

SunnyBrook Health Sciences Centre { Toronto, Kanada, og Maria Sigurjonsdottir, gedlaeknir i
Noregi.

I Svipj6d er lokid tveimur vidamiklum sjalfstzedum rannséknum & peim pattum malsins er
lata ad kliniskum og visindalegum ferlum stofnana er adkomu hofdu ad malinu.
Nidurstodurnar lita einkum ad Karolinska stofnuninni (KI) og KS i Stokkhélmi. Haskoli
fslands (HI) og Landspitali (LSH) hafa stutt pessar rannséknir og &tt samvinnu vid
rannsoknaradila. Akvedid var ad stofna rannséknarnefndina { kjolfar pessara skyrslna en von
er & fleiri skyrslum fra Svipj6d vegna malsins.

Markmidid med starfi nefndarinnar er ad rannsaka sérstaklega adkomu LSH og HI og
starfsmanna peirra ad malinu. Rannséknarnefndinni er atlad ad veita alit sitt & pvi hvort
akvardanir islenskra heilbrigdisstarfsmanna i tengslum vid plastbarkaigraedsluna hafi verid i
samremi vid 16g, reglur og verkferla og uppfylli pannig paer gedakrofur sem gerdar eru til
sérheforar heilbrigdispjonustu, sbr. 7. gr. og 20. gr., sbr. 4. mgr. 9. gr. laga nr. 40/2007 um
heilbrigdispjonustu. Einnig er hlutverk nefndarinnar ad rannsaka lagalegan og sidferdilegan
grundvoll fyrir patttoku islenskra laekna 1 birtingu greinar um efnid i visindatimaritinu Lancet
og fyrir malpingi um plastbarkaadgerdina 4 Andemariam Beyene i Haskoéla fslands sumarid
2012. b4 er talid mikilveegt ad fa ur pvi skorid hvort nidurstodur rannsoknaradila i Svipjod séu
a0 hluta til byggdar 4 rongum eda villandi upplysingum um pétt og adkomu islenskra
heilbrigdisstarfsmanna ad malinu.

Gert er rad fyrir ad rannsoknin felist m.a. { vidt6lum vid hlutadeigandi islenska leekna auk
nokkurra starfsmanna Landspitala og HI til vidbétar sem mélinu tengjast. Gert er rad fyrir ad
vid rannsoknina hafi nefndin samband og eftir atvikum samvinnu vid rannsoknaradila i
Svipj60, eftir pvi sem vid getur 4tt.

Talid er naudsynlegt ad nefndin hafi adgang ad sjukraskrd Andemariams Beyene auk annarra
gagna. bann 27. september 2016 6skudu Haskoli {slands og Landspitali eftir pvi vid
Persénuvernd ad Landspitala yrdi veitt heimild til ad veita sjélfstedri rannséknarnefnd
Haskola fslands og Landspitala adgang ad sjtkraskranni 4 grundvelli heimildar i 3. mgr. 9. gr.
laga um persénuvernd og medferd persénuupplysinga nr. 77/2000. Personuvernd veitti
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umbedid leyfi 20. oktéber 2016 med tilteknum skilyrdum sem nefndarmdnnum ber ad fara
eftir, sja III. kafla { medfylgjandi leyfi Persénuverndar, sbr. fylgiskjal nr. 1. Leyfid gildir til
20. oktéber 2018. Skilyrdi pau sem fram koma i leyfi Persénuverndar eru hluti af
skipunarbréfi pessu.

Af halfu Haskola fslands og Landspitala er 16gd ahersla 4 ad rannsoknarnefnd sé skipud
6hadum sérfredingum sem hafa fullt sjalfreedi um rannsdknina, innan ramma laga og
skipunarbréfs pessa. Nefndin getur kallad hvern pann starfsmann HI og LSH sem hiin telur
purfa 4 fund sinn og ber starfsmoénnum ad koma fyrir nefndina og svara spurningum hennar 4
grundvelli starfssambands peirra vid LSH og/eda Hi. Nefndarmenn luta ekki stjornunar- eda
bodvaldi Haskéla fslands eda Landspitala { storfum sinum. Log0 er rik ahersla 4 trinad og
pagnarskyldu nefndarmanna og munu beir skrifa undir pagnareid, sbr. til hlidsjonar 18. gr.
laga nr. 70/1996 um réttindi og skyldur starfsmanna rikisins, sbr. einnig akveedi III. kafla laga
nr. 74/1997 um réttindi sjuklinga og 17. gr. laga nr. 34/2012 um heilbrigdisstarfsmenn.

Rannséknarnefndinni er atlad ad skila skyrslu med nidurst6dum sinum i sidasta lagi 31. mai
2017, ef unnt er. Um birtingu skyrslunnar eda hluta hennar fer samkvaemt akvordun

nefndarmanna og skilyrdum samkvemt leyfi Persénuverndar. Um laun nefndarmanna fer
samkvemt samkomulagi vid HI og LSH.

Pall Matthiasson, forstjori LSH J(’)?/ Atli Benediktsson, rektor Hi

Fylgiskjol:
1. Leyfi Persénuverndar til adgangs ad sjukraskra, dags. 20. oktéber 2016.
2. Yfirlysing um pagnarskyldu um upplysingar i sjukraskra. "
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Undirritudum hefur med erindisbréfi verid falid ad skoda medferd og andlat sjuklings AB sem lést 30.

januar 2014. Hafdi hann verid greindur med krabbamein i barka, gengist undir skurdadgerd og

geislamedferd & Landspitala og var jafnframt visad til frekari medferdar & Karolinska sjukrahusinu i

Stokkhdlmi (hér eftir KS), pegar synt pott ad krabbameinid hefdi tekid sig upp 4 ny og frekari medferd

4 [slandi vaeri ekki moguleg. Gekkst sj. pa undir adgerd & KS, par sem graeddur var i hann gervibarki. Er

undirritudum aetlad ad fara yfir 6ll atridi malsins med sérstakri aherslu a:

1. Addraganda, atburdaras, eftirfylgni og andlat sjuklingsins.

2. Hvernig stadid hafi verid ad 6flun upplysts sampykkis sjuklings.

3. Tildrog og addraganda ad pvi ad sjuklingur var sendur utan til adgerdar.

4. Hvernig var eftirliti eftir adgerdina i Svipjéd hattad 4 LSH og hvert var dstand sjuklings 4@ pessum
tima.

Er nefndinni falid ad skila ytarlegri skyrslu um storf sin og nidurstédur vid fyrsta teekifzeri.

[ erindisbréfinu kemur fram ad medhdndlandi laeknir i Svipjéd er nd til rannséknar af hélfu yfirvalda i
Svipjéd, baedi vardandi addragandann ad m.a. ofangreindri adgerd 4 KS og vegna hugsanlegra falsana
a nidurstodum i kjolfar adgerdarinnar, sem birtust i visindagrein i timaritinu Lancet.

Rétt er ad taka fram ad nefndinni er ekki falid ad fara yfir visindalegan patt malsins.

Spurningar, sem éskad er svara vid

Addragandi, atburdaras, eftirfylgni og andlat sjuiklingsins

Vid innlégn sj. @ Landspitala var vitad ad hann hafdi zexli i barka, sem vaxid hafdi stadbundid og
prengdi mjog ad ondunarvegum. Ljést var ad adgerd var naudsynleg til ad hindra ad dndunarvegir
lokudust. [ adgerdinni kom upp mikil bleeding sem fylgikvilli adgerdarinnar. Gert hafdi verid rad fyrir ad
blzeding geeti lokad dndunarvegum i adgerdinni og pvi var hjarta og lungnavél tilteek og skjét vidbrogd
i kjolfar blzedingarinnar bjorgudu lifi sj., pé um tima veeri pad mjog tvisynt. Ekki tokst ad fjarleegja allt
axlid i adgerdinni og fékk sj. geislamedferd i framhaldinu. Eftirfylgni eftir adgerd var i samraemi vid
astand sjuklings @ hverjum tima og virdist sj. hafa verid i gédu sambandi vid lzekna og annad starfsfélk
a LSH, sem hann purfti ad leita til.

Vegna endurkomu axlis var leitad radgjafar leekna i Bandarikjunum og sj. var sidan visad til leekna &
Karolinska sjukrahusinu i Stokkhdlmi par sem hann gekkst undir barkaigreedslu um manadarmétin
mai/juni 2011. | kj6lfarid lagdist hann inn & LSH par sem eftirmedferd var med hefdbundnum haetti.
Vid atskrift af LSH fluttist hann & Reykjalund.

Sj. fékk nokkrum sinnum avisad syklalyfjum eftir Gtskrift af Reykjalundi og privegis lagdist sj. inn @ LSH {
skamman tima i hvert sinn. Fjérar berkjuspeglanir eru skradar, par af tveer i tengslum vid fyrrnefndar
innlagnir. Er skraning vegna pessarar medferdar med hefdbundnum heetti. Sidasta skraning & LSH er
leknabréf, sem dagsett er 21. oktéber 2013, er sj. utskrifadist af lungnadeild og samkvaemt peirri
skraningu var akvedid ad sj. faeri til Stokkhdlms i umsjon leekna par til frekari medferdar. Ekki kemur




fram i gognum LSH hvernig andlat sj. bar ad, en af likum ma rdda ad hann hafi pa verid i umsja leekna a
Karolinska sjukrahudsinu.

/skilegt veeri ad fleiri framvindundtur veaeru i sjukraskrd, i tengslum vid formlegt eftirlit, eftir
utskriftina af Reykjalundi 23. september 2011 og par til sj. for til KS i oktéber 2013.

Hvernig stadid hafi verid ad 6flun upplysts sampykkis sjuklings

Sj. skrifadi 28. oktdber 2009 undir sambpykki fyrir adgerd par sem fjarlaegja skyldi sexli Ur barka og fram
kom ad gert var rad fyrir ad adgerd geeti ordid erfid, pannig ad gripa pyrfti til medferdar a hjarta- og
lungnavél, eins og sidan reyndist raunin. Einnig undirritadi hann upplyst sampykki fyrir berkjuspeglun
7. mars 2013.

Tildrég og addraganda ad pvi ad sjuklingur var sendur utan til adgerdar

Sj. var sendur utan til adgerdar pegar allir medferdarmoguleikar voru teemdir & islandi. Var stadid ad
peirri tilvisun med venjubundnum heetti og i samradi vid laekna KS. Skraning upplysinga vardandi
tilvisunina er mjog takmaorkud i sjukraskra Landspitala.

Hvernig var eftirliti eftir adgerdina i Svipjod hattad a LSH og hvert var astand sjuklings & pessum
tima

Sjuklingur lagdist inn 4 LSH 8. juli 2011, i beinu framhaldi af adgerd og legu & KS. Var medferd pa i
samraemi vid astand sjuklings og eftir utskrift af LSH fluttist sj. & Reykjalund og utskrifadist padan 23.
september 2011. Fra peim tima virdist dstand sj. hafa verid nokkud gott i um 1-1% ar. Fra Gtskrift af
Reykjalundi og par til 6. mars 2013 lagdist sj. privegis inn & LSH i skamman tima i hvert sinn. Fjérar
berkjuspeglanir eru skradar a pessu timabili, par af tvaer i tengslum vid fyrrnefndar innlagnir. Ekki er
skrdd annad formlegt eftirlit & LSH 4 pessu timabili en sj. virdist hafa verid i sambandi vid sina laekna
m.a. i gegnum sima.

Fra mars 2013 halladi st6dugt undan feeti hja sj. og var hann pa i péttu eftirliti. Hann lagdist
endurtekid inn @ LSH fram til 21. oktéber 2013, er hann utskrifadist af Iungn:;deild. Samkvaemt peirri
skraningu var akvedid ad sj. feeri til Stokkholms, i umsjon laekna par til frekari medferdar. Fré pessum
tima virdist sj. ekki hafa verid til medferdar a Landspitala.

Tillégur til urbéta

Zskilegt er ad fyrir hendi vaeri vinnuregla um hvernig standa skal ad skraningu vardandi dkvardanir um
tilvisun sjuklinga LSH til erlendra adila til medferdar. &skilegt er ad slik dkvordun sé skrad med
rokstudningi og jafnframt verdi flutt i rafreena sjukrakra LSH hlidargogn, eftir pvi sem dsteeda er til. Sé
leitad radgjafar erlends adila er vardar medferd eetti jafnframt ad skrd nidurstéduna i sjukrakra,
sérstaklega ef huin hefur verid 16gd til grundvallar i medferdarvali.

Landspitala 1. oktober 2015

Torfi Magm’:ssonU Elin J. G. Hafsteinsdottir
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Reykjavik, 30. oktéber 2017

Vardar: Athugasemdir vid Plastbarkamalid - Skyrslu nefndar sem skipud var af
rektor Haskola Islands og forstjora Landspitala hinn 27. névember 2016.

Keeri Pall,

Hér koma endanlegar athugasemdir minar vid skyrslu sem mér barst i hendur &
hadegi féstudaginn 20. okt. 2017. Skyrslan er nakveem og margt i henni vel unnid.
Hins vegar er einnig ymislegt sem ég tel ad purfi ad lagfaera adur en skyrslan verdur
birt. Med fylgja 30 bls. af athugasemdum. Pess md geta ad upphaflega fékk ég 7
daga frest til pess ad skila inn athugasemdum minum, en sa frestur var lengdur
um 3 daga. Ef litid er til pess ad skyrslan er 253 bls. an vidauka og samantektar a
ensku (pad tok mig 7 kist. ad lesa hana i einum rykk), og meirihluti hennar varéar
min storf og dkvardanir, verdur ad telja ad sé andmaelafrestur sem mér var veittur
hafi veri® skammur, en hafa verdur i huga ad ég er i fullri vinnu @ LSH og &
naeturvoktum 3.-4. hverja nétt. Ad sama skapi er pad mér keppikefli ad tefja ekki
utkomu pessara mikilvaagu skyrslu.

Pad veldur mér vonbrigdum ad sja hvad ordalag i skyrslunni er & kéflum gildishladid
og alyktanir settar fram an rékstudnings eda nokkurra hlutleegra gagna. Sja nanar
deemi um petta i athugasemdum minum. betta @ ekki sist vid um siéfraedileg
alitaefni, sem eru alltaf erfid vidfangs, sér i lagi pegar um laeknisfraedileg alitamal
er ad reeda. Eg man ekki eftir pvi ad hafa nokkru sinni lesi® sambezerilegar
sidfraedilega vangaveltur um stérf laeknis eda heilbrigdisstarfsmanns i skyrslu sem
pessari. Kaflinn um "villandi ummaeeli" i fjélmidlum er byggdur & misskilningi og ég
tel forsendur hans rangar og alyktanir hladnar asékunum sem ekki standast nanari
skodun. ba tel ég tilvithnun i ummaeeli Birgis Jakobssonar, fyrrverandi forstjora
Karolinska Sjukhuset (KS) og niverandi landlaeknis hér & landi, einkennileg. Hann
hefur sjalfur téluverda hagsmuni sem tengjast nidurstédum pessarar skyrslu og
hefur itrekad reynt ad beina athyglinni fra sinni abyrgéd @ adgerdum Macchiarinis
og rédningu hans vid KS. I pessu samhengi minni €g a nidurstédur skyrslu Kjell
Asplund sem hann kynnti i fyrirlestri i Haskéla Islands hinn 17. jandar s.l. en par
kom skyrt fram ad KS var talid bera abyrgd a brotaléomum sem voru i radningu
Macchiarinis og sidar a medferdarferli Andemariams a KS. Ummeeli Birgis, sem
vitnad er til i niverandi skyrslu, daema sig pvi sjalf og verdur ekki séd hvada tilgangi
pbau pjéna.

Pad er undarlegt ad sja fyrirsagnir @ undirkéflum med nafni minu (“Geetti Tomas
....”, “Fjalladi Témas....... "), sem vekur upp spurningar hvort rannséknarspurningar
hafi verid samdar eftir 4. Sjalfur atti ég von & pvi aé skyrslan veeri meira almenns
edlis og ekki svona fokuserud a mig persénulega, baedi sem laekni og visindamann.
Skyringin @ pvi gaeti verid si ad skyrslan virdist ad langmestu leyti byggja a
gégnum fra mér, sem ritari minn segir ad telji hatt i 5000 bls. og innihaldi 756
télvupdsta, sem allir voru settir upp skipulega i timalinu af mér. Skiludu adrir




islenskir laeknar inn télvupéstum sinum til nefndarinnar eda 6&rum skriflegum
gbgnum? Hvad med saensku laeknana, Macchiarini og erlenda samstarfsmenn
hans? betta parf ad koma betur fram i inngangi, p.e. & hvada gégnum nefndin
byggir nidurstédur sinar. betta tel ég lykilatridi pvi i sumum tilfellum finnur nefndin
ad stérfum minum, baedi sem laeknis og visindamanns, og an pess ad fyrir pvi séu
rék. Loks finnst mér ad koma verdi fram i inngangi skyrslunnar ad atburdaras er
alltaf erfitt ad byggja a télvupoéstum eingéngu, enda skiptu simtél vid laekna sem
tengdust medferd sjlklingsins hundrudum og erfitt ad sannreyna innihald peirra.

Mér finnst einnig saeta furdu ad samskipti min vid Sidfraedistofnun Hi séu ekki rakin
i skyrslunni, enda eru peir starfsmenn HI og einn medlimur Sidfraedistofnunar
leeknir ad auki. Hér vil ég sérstaklega nefna pad frumkveaedi sem Sidfraedistofnun
hafdi af malinu, sem ekki eru fordaemi fyrir, ad hafa sjalf frumkvaedi ad fundi med
heilbrigdisréddherra og fara fram & opinbera islenska rannsékn malsins. Adur héfdu
medlimir stofnunarinnar ekki haft neitt samrad vid forseta leeknadeildar né
yfirstjorn LSH, og badu hvorki pa adila né undirritadan um skyringar eda alit a
malinu. Samt komu peir fram i fjélmidlum og spérudu ekki ummaeeli sin sem mér
fundust bzedi 6rokstudd og aerumeidandi. betta |ét ég skyrt i ljés i bréfi til
Sidanefndar. Einnig kom ég fram sjénarmidum minum og gagnryni a nefndina a
framfaeri & fundi med Sidanefnd sem rektor HI bodadi til. Loks sendi ég yfirlysingu
til fjslmidla sem sj& ma i vidhengi. A fundinum med Sidanefnd stadfesti einn
medlimur nefndarinnar, Astridur Stefansdéttir, sem baedi er sidfraedingur og laeknir,
ad upplysingar peirra hefédu ad mestu leyti byggt & umfjéllun fjélmiéla, m.a. Dagens
Medicin i Svipj6d, sem gjarnan flytur fréttir af malum Macchiarini i fyrirsagnastil.
Eg vil minna & ad Sidfraedistofnun er sjalfstaed ranséknarstofnun innan Hi en hin hefur
ekki logformlega st6du sem sidanefnd skélans. Eg veit ad Magnis Karl Magnusson,
baverandi deildarforseti laeknadeildar Hi, fundadi med adilum { stjérn hennar vorié 2016
og kvartadi pa yfir peim fullyrdingum peirra sem komid h6fou fram, m.a. i bréfi til raéherra
en einnig i fijolmidlum, og sneru m.a. pvi “ad petta veeri eitt alvarlegasta sidferdisslys a
Nordurlondunum..” og “....ad misték hefdu verid gerd hér a landi”. betta gerdi nefndin
a6ur en nokkrar nidurstédur rannséknarnefnda lagu fyrir. {bréfi Sidanefndar sagdi
ordrétt: "bad skiptir h6fudmali fyrir traverdugleika heilbrigdispjonustu hér a landi og fyrir
rannsoknir & heilbrigdissvidi ad stjornvold taki malinu af festu pannig ad upplyst verdi
hvad for urskeidis hér a landi og ad réttir leerdomar séu dregnir af pvi svo fyrirbyggja megi
a0 sagan endurtaki sig”. Pessar fullyrdingar Si6fraedistofnunar, um ad mal hafi
farid urskeidis 4dur en nokkur rannsdkn fér fram, eru ad minu mati verulega 6abyrgar af
hennar hendi. Eg éska pvi eftir ad pau atridi sem nefnd eru hér ad ofan komi fram i
athugasemdum minum vardandi skyrsluna, enda tel ég verulega hafi hallad @ minn hlut

vardandi afgreidslu Sidanefndar & pessu mali. Laet pvi fylgja med 6ll samskipti min
vid nefndina i vidhengi.

Telja verdur mikilveegt ad vid vinnslu pessarar skyrslu sé haft i huga ad sa hluti
sem snyr ad visindagreininni i Lancet er enn til rannséknar hja Saensku
sidanefndinni (CEPN). CEPN gaf Ut frummatsskyrslu sl. sumar en fjorum manudum
sidar er ekki enn buid ad vinna Ur athugasemdum og ekki er ljést hvenazer pad
verdur. Greinin i Lancet er enn & vef bladsins, prétt fyrir nidurstédu ssensku
nefndanna, en Lancet er einnig med malid til skodunar og hefur verid lengi. I pessu
sambandi er mikilvaegt ad lita til pess ad CEPN 6skadi eftir upplysingum fra 6llum
28 medhoéfundum greinarinnar, en ég hef ekki upplysingar um aé islenska nefndin
hafi aflad jafnvidteekra gagna vid vinnslu pessarar skyrslu. begar skyrsla CEPN
liggur fyrir & Karolinska Institutet (KI) sidan eftir ad taka afstédu til skyrslunnar og
adkveda hvad skuli gert vid nidurstédurnar, en i fyrri Urkurdum hennar @ 68rum
greinum Macchiarini sem nefndin hefur rannsakaad hefur komié skyrt fram ad
abyrd allra héfunda & peim greinum var ekki st sama. I pessu sambandi er rétt ad
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benda & ad ég var adeins 1 af 28 medhoéfundum vid pa Lancet grein sem liggur til
grundvallar i mali pessu.

Fyrir utan pau tilmaeli sem ég hef pegar visaé til i bréfi pessu, kom pad mér & ovart
ad ekki vaeri visad itarlegar i ummeeli og vidtol vid Birgi Jakobsson landlaekni og
fyrrverandi forstjora KS. Engu ad sidur var hann einn af vidmaelendum
nefndarinnar. Birgir hefur itrekad komid med réong og serumeidandi ummaeli um
mig i fjélmidlum sem tengjast barkamalinu, baedi hér heima og erlendis. Ma hér
sérstaklega nefna asakanir hans um pad ad ég hafi att hugmyndina aé igraedslu
plastbarka og verid i sambandi vid Macchiarini adur en hann var radinn til KS, en
ba var heilsa Andemariams ageet. betta eru algjorlega 6rokstuddar fullyréingar og
ur lausu lofti gripnar. Meéfylgjandi bréfi pessu er samantekt yfir samskipti okkar
Birgis sem ég éska eftir ad verdi birt med skyrslunni.

Umfjéllun um tildrog pess ad LSH setti af stad rétargreiningu & okkur Oskari
Einarssyni, p.e.a.s einblina & okkur tvo laekna af 6llum peim sem komu ad greiningu
og medferd Andemariams, finnst mér dbdtavant. Engin umfjoéllun er um lagastod
fyrir slikri rotargreiningu né heldur hvort verklag hennar standist skodun. Af hverju
vorum vid Oskar ekki kalladir til fundar vi® yfirstjorn eda yfirlaekna okkar 48ur en
akvordunin um rétargreiningu var tekin? Af hverju lagéi yfirleeknir hjarta- og
lungnaskurddeildar til ad malid yrdi &8 pessum tima rannsakad af islenskri [6greglu
og vildi "hardari vidbrogd"? Hvad forsendur lagu par ad baki? Leet fylgja med i
vidauka samskipti min vid yfirstjorn LSH um skipan nefndarinnar, klGdur vid
upplysingagjof til okkar og annarra starfsmanna LSH og o6upplystan leka a
skipunarbréfi til fjoIlmidla.

Loks leet ég fylgja med afrit af greinum Macchiarinis um nabarka (autopsy tracheal
transplant) i Lancet, svar mitt til Saensku Visindasidanefndarinnar (CEPN), og
athugasemdir Alpingismanna, p.a.m. Elinar Hirst, um barkamalié a Alpingi. Eins og
sést af vidhenginu 6skadi Elin sérstaklega eftir sérstakri rannsékn & malinu a
Alpingi, en par fannst mér ekki koma fram hversu tengd hidn var malinu.

Til vidbotar peim almennu athugasemdum sem fram hafa komid i bréfi pessu eru
medfylgjandi i vidauka vié bréf petta eftirfarandi athugasemdir:

A) f fyrsta lagi eru athugasemdir vié verkefni og skipan nefndarinnar (kafla 1)
og almennar athugasemdir vid meginnidurstédur nefndarinnar (kafla 8) -
samtals 5 bls.

B) Sidan koma athugasemdir vid meginstofn skyrslunnar (bls. 1 - 227) -
samtals 11 bls.

C) Loks koma itarlegar athugasemdir vid meginnidurstédur nefndarinnar (bls.
228 - 253) - samtals 14 bis.

Meéd kvedju

Toémas Gudbjartsson, yfirlaeknir og préfessor




Athugasemdir Tomasar Gudbjartssonar vid meginnidurstéour
skyrslunnar

kafli 8.1.

Vardandi skipan rannséknarnefndarinnar og verkefni hennar vill undirritadur,
bzedi sem starfsmadur Landspitala og Haskéla [slands, ad skyrt komi fram ad hann
hefur fra upphafi stutt ad pessi rannsékn islensku nefndarinnar fari fram og
adsto0ad nefndina a allan hatt. Pad hef ég gert med pvi ad skila inn hatt 1 5000 pis.
bladsidum af gdgnum sem adallega eru afrit af télvupéstum minum (756 talsins)
vid Paolo Macchiarini og samstarfsmenn hans vid KI og KS, en einnig vid {slenska
leekna og heilbrigisstarfsfolk 4 fslandi er varda maélefni Andemariams (A),
starfsmenn Sjikratrygginga Islands (SI), starfsfélk Hi, Sidfreedistofnun HI,
landlaekni, Harvard Bioscience, Stockholm Care og fjolmidla, baedi a fslahdi sem
erlendis. I gégnum peim sem ég afhenti nefndinni er einnig ad finna afrit ur
sjukraskram LSH auk gagna sem ég fékk send fra laeeknum & KS og KI og tengjast
mali A. Pess skal getid a0 adur en ég afhenti gognin hafdi ég fengid leyfi
l6gfreedinga LSH til pess ad afhenda pau. Langflestir télvupdstanna eru med
netfangi minu & Landspitala (landspitali.is), og etti pvi ad vera audvelt fyrir
nefndina ad sannreyna ad allir télvupdstar sem tengjast pessu mali hafi skilad sér
inn til nefndarinnar og engir séu parundanskildir. Eg skiladi einnig inn &éllum
tolvupdéstum af heimanetfangi minu (hotmail.com) sem tengdust mali A (28
talsins) og sendir voru sému adilum sem tilgreindir eru hér ad ofan.
Einkanetfangid notadi ég { undantekningartilvikum begar erfitt var ad komast i
spitalap6stinn, t.d. pbegar ég var staddur erlendis. Ollum pessum gégnum kom ég
fyrir { 8 pykkum méppum og setti pau sjalfur upp { ndkvaema Timalinu sem ég
afhenti nefndinni. Sams konar gégn hafdi ég adur afhent premur ssenskum
rannsOknarnefndum, nefnd Kjell Asplund’s og Sten Heckscher’s, en sémuleidis
seensku logreglunni par sem hafdi ég hafdi st6du vitnis og ekki sakbornings. Loks
ma geta pess ad ég kom fyrir islensku nefndina { pbremur vidtélum sem samtals
toku hatt { 18 kist. og féru fram { Reykjavik. 08rum fyrirspurnum nefndarinnar,
sem borist hafa { simtélum eda télvup6stum, hef ég svarad um heel pegar eftir peim
hefur verid leitad. Ad lokum vil ég taka fram ad auk peirra télvupdstsamskipta sem
vitnad er til i skyrslunni voru 6teljandi simtdl vid ymsa adila sem ekki eru skrad
eda vitnad til. Taka verdur tillit til bessa pegar reynt er ad rekja akvedid samhengi
{ atburdards sem atti sér stad fyrir mérgum arum sidan. Stundum ma pé sja af
samhengi télvupdstanna um hvad var raett simleidis og hvernig reynt var ad leysa
pau vandamal sem upp komu.

kafli 8.4.

Parna kemur fyrir setningin “.....raett { simtali vid Témas um mégulega igraedslu (e.
transplant) d A...”. Vida { skyrslunni er minnst 4 breytingar sem Macchiarini 6skadi
eftir vid undirritadan ad veeru gerdar i texta sem hann sagdist stladi ad nota til ad
geta lokid vid leyfi til Visindasidanefndar { Stokkho6lmi. Vid lestur skyrslunnar
virdist hins vegar sem Macchiarini hafi notad breyttan texta i 60rum tilgangi,
jafnvel til ad sannfera adra leekna og yfirmenn 4 KS ad igreedsla med plastbarka
veeri eina raunhaefa laekningin fyrir A. Eg tel mig ekki bera 4byrgd 4 pessu og par
virdist ekki heegt ad alykta 60ruvisn ég hafi verid blekktur pegar hann fékk mig til
ad breyta textanum. Eg vil jafnframt ftreka ad 4kvérdun um igraedslu plastbarka
var aldrei borin undir mig, og { breytingum 4 texta, sem Macchiarini fér fram 4 ad




ég myndi breyta, er hvergi minnst 4 {graedslu plastbarka (sbr. ordalagid “with or
without trachea-transplant”’). Enda var skilningur minn begar ég breytti
textandum ad Macchiarini vildi halda inni peim méguleika ad graeda { A nabarka
(barki ur liki sem fellur einnig undir ad vera transplant), en pad var einmitt slik
adgerd sem Macchiarini vard freegur fyrir pegar hann birti drangur slikrar
adgerdar i Lancet 4rid 2009 (sja vidhengi). Allir leeknar sem reett hafdi verid vio og
komu ad malum A virtust p6 sammala um ad ekki veeri mikill timi til stefnu (axlid
var ju steekkandi og erfitt ad vera viss um hve hratt pad myndi loka 6ndunarvegi
A an adgera) og bid eftir ndbarka (sem getur verid mjog long) frekar freedilegur
kostur en raunhaefur. Petta kemur skyrt fram i formlegri beidni peirri sem ég sendi
til Ulf Lockowand yfirleeknis 4 KS sem SI sidan sampykkti: “Evaluation for
potential debulking of a tracheal tumor or tracheal resection”. Par var 6skad eftir
mati KS 4 sjikdémi A en pad var alls ekki verid ad visa honum fyrirfram i dkvedna
medferd af neinu tagi. Petta er einnig i samreemi vid pa stadreynd ad pad var ég (i
samradi vid Poérhildi [sberg hja ISOR) sem akvad ad keyptur yrdi farmidi fyrir A
med Icelandair t til Stokkh6lms pann 23. mai 2011 og aftur heim pann 27. mai. Ef
hlutir heféu ekki préast &4 pann hatt sem peir gerdu, eftir ad A var kominn a K§,
hefdi verid heegt eftir heimkomu hans til {sland ad fara yfir hvad rannséknirnar &
KS hefdu synt og gefist gefist timi til ad raeda hvada valkostir veeru i bodi. Petta
hefdi jafnvel matt reeda 4 sameiginlegum lungnafundi & LSH. Ekki kom b til bess,
par sem A haf6i sjalfur skrifad undir sampykki fyrir igreedslu med plastbarka
tveimur dégum eftir innlégn 4 KS. Eg kom aldrei ad peirri 4kvérdun og frétti fyrst
afhenni eftir ad A hringdi { mig og tjadi mér hana. Hann hafdi pa sjalfur tekid pessa
akvordun. Hann spurdi mig { simtali hvad mér fyndist og ég sagdi honum
hreinskilningslega ad ég hefdi enga reynslu hafa af slikum adgerdum. Eg latti hann
p6 ekki ad fara 1 adgerd, enda h6fou leeknar a4 KS med Macchiarini um bord, einn
faerasta lungna- og barkaskurdéleekni { heimi, tjdd honum ad petta veeri hans eini
moguleiki 4 leekningu 4 krabbameininu, en skiljanlega vildi A allt gera til ad na
leekningu og lifa an krabbameins.

{ skyrslunni er vikid ad pvi 4 nokkrum st6dum ad ég hafi vitad, jafnvel einhverjum
vikum fyrir adgerdina, ad til steedi ad greeda { hann gervibarka tr plasti. Medal
annars eru birtir télvupéstar til min par sem Macchiarini eda samstarfsmenn hans
telja upp { nokkrum lidum hugsanlega medferd A, og kemur barkaigraedsla fyrir i
einhverjum peirra nedst { upptalningunni. Fyrst i pessum télvup6stum eru pé
idulega nefndir peir valkostir sem ég 6skadi eftir ad yrou raeddir, eins og primary
resection eda laser debulking. Mér finnst rétt ad taka aftur fram ad igraedsla med
ndbarka var fraedilegur kostur par sem Macchiarini var freegur fyrir slikar
adgerdir, en hvorki hann né adrir sem komu ad medferd A, p.4d.m. ég, t6ldum pad
raunhafan kost vegna langrar bidar eftir slikum barka (sja fyrra svar mitt). Eins
og ég hef itrekad sagt vid nefndina pa las ég pessa toélvupoésta ekki pad itarlega til
enda ad mér veeri ljést hvad parna geeti raunverulega vrid { bigerd. Enda er pad
skodun min { dag ad hvorki Macchiarni né samstarfsmenn hans hafi i raun viljad
a0 ég vissi of mikid hvad raunverulega staedi til - enda geeti pad tafid aform peirra.
Pannig var ordalag { télvupdstum oft mjog misvisandi og { peim koma fyrir ord eins
og “nanomedicine approach”, #hypothetical trachea#, ..”generate a tissue
engineered graft”, “scaffold” og “bioengineered synthetic graft”. Ordin
“nanomedicine” og “hypothetical trachea” voru mér algjorlega framandi & pessum
tima, eins og reyndar fleiri leeknum og pvi hafa adrir lyst yfir { viotélum, par a




medal Birgir Jakobsson paverandi forstjéri KS. Eg er viss um ad sama atti vid, og &
enn, um fleiri laeekna, baedi skurdleekna og adra. Einnig er vert ad hafa { huga ad
pegar Macchiarini lysti adgerdum sinum med nabarka taladi hann einmitt um
“tissue engineered graft”. Pad er pvi ekki audvelt fyrir laekna sem standa utan
svokalladarar regenerative laeknisfraedi ad skilja ndkvaemlega hvad att var vio,
a.m.k. ekki { flj6tu bragdi. Eins og ég tjadi nefndinni var ég undir mj6ég miklu alagi
{ vinnu 4 pessum tima (petta eru peir ménudir par sem ég hef mest ad gera) og las
pvi ekki alla pésta sem ég fékk til enda. Préf st6du yfir hja mér { leeknisfraedi vid Hi
sem ég var abyrgur fyrir og mikid ad gera 4 voktum og { adgerdum. Eg fa idulaga
um 100-150 télvupésta & dag og i sumum tilvikum sendi ég pa afram an pess ad
lesa pa til enda. Petta 4 t.d. vid um pdstinn par sem Macchiarini vildi komast {
tengsl vid rontgenleeknana Mariénnu Gardarsdéttur og Pétur Hannessonar. Mér
finnst ekki sanngjarnt ad pott ég hafi fengid afrit (cc) af télvupdstum sé ég par med
bliinn ad sampykkja allt innihald peirra, eda sé deemdur pannig ad ég sé ekki
naegilega “adgeeslusamur” sem laeknir. Petta ordalag er 6sanngjarnt og of
gildishladid - og ad minu mati fjarri peim kréfum sem med sanngirni er heaegt ad
gera til leekna ebda annarra sem fa mjog marga toélvupoésta daglega svo sem
stjornendur stérra starfseininga a annatimum.Vissulega hefdi ég eftir a ad hyggja
getad 6skad eftir frekari upplysingum um aform KS og Macchiarinis, en var { g60ri
tri par sem ég taldi A 41eid { rannséknir til mats a frekari medferd, sem sidan yroi
reedd eftir ad A sneri heim 27. mai. A hafdi hins vegar sjalfur haett vio ad snia aftur
heim pann dag og sampykkt barkaigraedslu med plastbarka. Af simt6lum minum
vid A var honum fyllilega ljést ad um tilraunaadgerd veerdi ad raeda, adgerd sem
ekki hefdi verid gerd adur & ménnum. Hvernig paer upplysingar voru lagdar fyrir
hann 4 KS get ég ekkert tj4d mig um, og verda leeknar hans par ad svara pvi. Eg get
heldur ekki tjad mig um hvort adrir leeknar voru fengnir til ad raeda vid A um adra
medferdarkosti, enda vorum vid leeknar A 4 fslandi ekkert hafdir med { radum um
pessa dkvordum. Pad skal itrekad ad endanlega akvérdun um plastbarkaadgerdina
var sjuklingsins, en A var baedi vel gefinn og visindamadur pétt ekki veeri hann
leeknir. A var einnig viljasterkur (eins og segir { einum télvupdstinum og visad er
til 1 skyrlunni: “He had his strong will”) og setti sig avallt inn { valkosti sina med
pvi ad kynna sér pé { paula & netinu. Sidan spurdist hann fyrir og ték akvérdun ut
fra pvi. Stundum bad hann mig um alit & medferd sinni, t.d. er vardadi akvardanir
leekna 4 KS. Eg fékk engu ad sidur yfirleitt litlu radid og leeknarnir 4 KS téku
dkvordun { samradi vid A. Petta atti t.d. vid um isetningu stodneta sidar i
medferdinni sem ég var persénulega stundum oft mjog 6sattur vid. EKki beetti ar
skak ad mér voru yfirleitt ekki sendar adgerdarlysingar eda laeknabréf og frétti
oftast af medferdinni { gegnum A sjalfan. [ pessu samhengi minni ég 4 pad sem Kjell
Asplund sagdi adspurdur { fyrirspurnum eftir fyrirlestur hans 4 opnum fundi {
Haskéla Islands 17. jantar 2017 ad lokinni rannsékn sinni 4 pessu mali
(http://sidfraedi.hi.is/fyrirlestur_kjell_asplund_um_plastbarkamalid). Ord hans
voru skyr. Laeknar og ferli KS/KI brugdust { pessu mali og beir islensku leeknar
sem visudu A til mats & mogulegri medferd & KS hefdu med engu moti getad
reiknad med peim brotalomum { innri ferlum pessara stofnana sem komu { 1jési
vid ranns6kn malsins. Peir attu ad geta treyst pessum heimspekktu stofnunum
sem leitad var til { krafti sérfreedipekkingar sem par var saman komin.

Parna er rakid ad ég hafi breytt texta { beidni til seenskrar Sidanefndar og pad ad
6sk Macchiarini. Petta var { annad sinn sem Macchiarini bad um breytingar 4




bessum texta og { baedi skiptin tjddi hann mér ad tilgangurinn veeri ad klara
sidanefndarumsékn. [ fyrra skiptid var beett vid ordinu “with or without
transplantation”, sem ég taldi ekki 6edlilegt bar sem Macchiarini var pekktur fyrir
adgerdir med nabarka. [ sfdari breytingunni virdist ordid “laser debulking” ekki
vera lengur ad finna f textanum, heldur adeins minnst 4 hefdbundna skurdadgerd
med eda 4n igraedis. Eg tok ekki eftir pessari breytingu fyrr en mér var bent & pad
eftird, p.e. ad “laser debulking” veeri ekki lengur med { textanum. A pessum
timapunkti var ad minu mati laser debulking algjérlega raunhaefur valkostur {
medferd A og sennilega sa naertakasti. Pad sést vel 4 beidnum minum til KS og
tolvupdstum til leekna par og sendir voru um svipad og valkostir { medferd voru
reeddir. Pad eru pvi dréttmaetar vangaveltur ad ég hafi med pessu titilokad valkosti
{ medferd A, og endurtek ad pad sem st6d { beidni minni til sjukrahussins og SI
hafdi sampykkt, var enn { fullu gildi.

Par er setning sem segir: “Athygli vekur ad Témas virdist ekki hafa radfeert sig vid
adra sérfraedinga 4 Landspitala af framangreindum télvupdéstum fra Macchiarini
um pa medferdarkosti sem hann hafdi kynnt Témasi, p.m.t. peim méguleika ad
graeda gervibarka { Andemariam.” Pessi athugsaemd pykir mér skjéta skokku vid
pvi eins og rakid hefur verid adur { fyrri athugasemdum minum p4 var 4kvérdun
um plastbarkaigraedslu aldrei borin undir mig né adra fslenska leekna A. Einnig er
rétt ad benda 4 ad { pvi teymi sem ég starfa {, og hef gert { rim 12 4r, p.e. hjarta- og
lungnaskurdteymi, er engin hefo fyrir pvi ad reedd sé sérstaklega medferd sem
akvedin hefur verid eftir tilvisun sjiklings til medferdaradila erlendis. Petta 4 badi
vid um morgunfundi { hépi hjarta- og lungnaskurdlaekna eda 4 sameiginlegum
lungnafundi, en peir eru haldnir 4 hverjum fimmtudegi kl. 15. Pangad eru allir
hjarta- og lungnaskurdleeknar bodadir en oftast hef ég maett par sem eini fulltrdi
hjarta- og lungnaskurdlekna. Enda hef ég sjalfur sinnt langfelstum
skurdadgerdum 4 peim sjiklingum sem bar er raeddir sidan ég kom til starfa 4 LSH
fyrir ramum 12 arum sidan. Einnig vil ég itreka ad pegar sjtuklingurinn er kominn
ur minum héndum (eda annarra leekna 4 LSH) pa er hann kominn { medferd pess
laeknis eda laekna sem taka vid honum & erlendu stofnuninni, sem { pessu tilviki
var eitt virtasta og fraegasta sjukrahis { heiminum. Reyndar er 4kvedinn
oryggisventill 4 geedi tilvisana islenskra laekna til medferdar erlendis en S{ verdur
ad sampykkja medferdina og greidslu fyrir hana. Laknar hja SI leggja pvi mat 4
visindalegan grunn fyrir medferdinni og hvort hiin sé gagnreynd (evidence based).
[ pessu tilviki var sjuklingi visad { ranns6knir med spurninguna hvort laser
debulking eda primary resection ztti vid, og sampykkti SI pa beidni. Sidar kom {
1j6s ad KS vildi gera annars konar adgerd og ad um tilraunamedferd veeri ad rada.
Si var sidan { sambandi vid laekna KS en jafnframt forstjéra KS, Birgi Jakobsson.
Hann hlutadist til um ad utbdinn var sérstakur samningur par sem Sf greiddi fyrir
hefébundna medferd en KS sai um tilraunahlutann. Mér var aldrei syndur pessi
samningur og var aldrei hafdur med i pessum umraeduhring Si, leekna KS og
forstjora KS. Mér finnst petta enn undarlega pegar ég sé samninginn nu { fyrsta
skipti { skyrslunni en par er {trekad minnst 4 “islandske lakaren” og skirskotad til
min og hvada skyldur vardandi medferd A ég eigi ad inna af hendi. Eftir 4 ad hyggja
voru pessar krofur til min algjérlega 6raunhaefar og hefdi skilyrdislaust tt ad bera
undir mig 4 annan hatt en med svona télvupdsti: “Nd er nidurstada komin i mal A”
og tekid fram ad ég verdi ad abyrgjast “ad annast eftirmedferd” A 4 Islandi. Mér
gekk einungis gott til med bvi ad segjast jadkveedur vid ofangreindri beidni,




skj6lstaedingi og vini minum til g68s. Auglj6slega var ég ekki naegilega upplystur
um medferdina né eftirmedferdina. EKki er sidur merkilegt ad mér var heldur
aldrei sendur svokalladur "Transplantations protokoll” en hann var 28 MB og var
sendur SI { pvi skyni ad f4 stofnunina til ad koma ad greidslu fyrir medferd A.

8.10. Parna er komid inn 4 pa tregdu sem vard { samskiptum minum vid laekna A
4 KS og vardadi medferd hans a KS. Petta atti sérstaklega vid um leekna 4 HNE deild
sjukrahussins, par sem Macchiarini var starfandi. Fram kemur { télvupdstum
yfirlaeknis deildarinnar ad fjarhagsstada HNE-deildarinnar hafi 4 pessum tima
(2011-2012) verid bagborin. Pad var s{dan notad sem réksemd fyrir pvi ad HNE-
deildin geeti ekki stadid vid sinn hluta af samningnum sem gerdur var vid SI (og ég
haféi heyrt um en ekki séd fyrr en nd). Petta kostadi mig 6hemju vinnu vid
bréfaskriftir og simtél, baedi vid laekna 4 KS og fulltria ST sem skiljanlega veru ekki
a pvi ad lata KS svikjast undan samningnum. Petta gekk svo langt ad itrekad var
haft samband vid Birgi Jakobsson, paverandi forstjéra KS, sem ték pa évaentu
akvordun ad “ganga ekki gegn” dkvordun yfirlaeknis HNE-deildar og kosta ekki
medferd A. Petta kom okkur fslensku leeknum A algjorlega { opna skjoldu, enda
toldum vid okkur eiga hauk i horni { Birgi, sem { senn var bzdi islenskur laeknir og
forstjéri KS. Par ad auki pekkti hann vel til mala A. Astandid atti s{dan bara eftir ad
versna og { télvupéstum minum sést vaxandi pirringur { samskiptum minum vid
leekna KS, baedi & HNE deildinni en einnig vid leekna brjéstholsskurddeildinni
(thorax), pangad sem Macchiarini atti sidar eftir ad starfa. Pannig skrifadi ég
hardort bréf til KS { 4gtist 2012 sem saenskir fjélmidlar kélludu sidar “neydaropid”
(s. nédrapet). Sidar var Macchiarni leystur undan Kliniskum skyldum sinum 4 KS
og kom eftir pad ekkert frekar ad medferd A. EKki batnadi dstandid vid pad. Hér
heima bidum vid lzeknar A og hann sjalfur svo madnudum skiptir eftir irreedum fra
KS. Pad var sidan ekki fyrr en laeknum & KS vard ljést ad A vaeri kominn med fistil
milli vélinda og berkju (greindist 4 LSH) sem skridur komst 4 malin og hann siéan
fluttur yfir 4 KS. Pa var astand hans pvi midur ordid mjog alvarlegt og ekki tékst
ad bjarga lifi hans. Eg vil p6 taka fram ad laeknarnir Ulf Lockowand, Lotta Orre og
Magnus Nilsson reyndu hvad pau gatu ad hjalpa til. Flaekjustigid innahtss a KS
vard hins vegar til pess ad drattur vard a pvi a0 tekid veeri med festu &4 vandamalum
A & sjukrahtusinu. Verklag sem petta hlytur KS ad purfa ad taka til alvarlegrar
skodunar pegar fyrir liggja undirritadir samningar um medferd erlendra sjtiklinga

par.

8.11. Parna er vikid ad vinattu okkar A, en ég get stadfest ad vid A urdum mjog
nanir vinir, enda h6fdum vid fra pvi ég gerdi 4 honum flokna bradaadgerd haustid
2009 farid i gegnum mikinn 6ldusjé saman. Strax haustid 2009 atti A undir hogg
ad sxkja félagslega, enda var hann p4 staddur 4 [slandi sem ndmsmadur, vids fjarri
heimalandi sinu og fjélskyldu. Hann naut p6 géds af sérstaklega gédum og
hjalpsémum islenskum vinum sinum hja ISOR og HI, m.a. Gylfa Hersi og Pérhildi
fsberg. Pau gerdu allt og meira til { pvi ad greida gotu hans { veikindunum. Hann
hafdi b6 adeins timabundid landvistarleyfi 4 fslandi sem ndmsmadur vid
Jardhitaskola Sameinudu pjédanna, skéla par sem ahersla er 16g0 a ad nemendur
skili sér aftur med nyja pekkingu til heimalandsins.  Eritreu rikti 4 pessum tima
borgarstyrjold og ad ségn A var par hvorki { bodi greining né sérfraeedimedferd fyrir
sjuklinga med illkynja sjikdéma. Eg efadist aldrei um pau ord hans. I raun skynjadi
ég oft meiri ahyggjur hja honum af pvi ad vera “sendur aftur heim” til Eritreu en i




hverju medferdin sem hann veeri ad fa gengi. Mestar ahyggjur hafdi hann p6 af
eiginkonu sinni og bérnum, en pegar plastbarkaigraedslan fér fram hafdi hann
aldrei litid yngri son sinn augum. Um petta leyti, skémmu eftir hrunid, var
gridarlegur adahaldskrafa { islensku heilbrigdiskerfi og nefndi A oftsinnis hvad
honum fannst erfitt ad vera baggi a islensku heilbrigdiskerfi. Feerdi hann pvi
oftsinnis f tal vid mig hvort ekki veri best ad hann flytti til Svipj6dar og sakti par
um landvistarleyfi sem fl6ttamadur. Eg taldi hann ofan af pvi, enda var reynsla min
af KS og eftirmedferdinni par ekki pannig ad ég teldi ad hann fengi pa uménnum
par sem hann pyrfti. Betra vaeri ad ad vid hjalpuéum honum ad fa pa pjénustu sem
hann pyrfti hér heima - og leitudum til KS um adstod og sérfraediradgjof. Hin
lausnin hefdi augljéslega létt af mér mikilli vinnu en parna reyndi ég ad setja
velferd A efst. Fyrir petta var A mér mjog pakklatur, enda vard honum smam
saman ljost hveru miklar brotalamir veeru i peirri medferd sem KS var ad bj6da
upp a. A var ekki sidur pakklatur pegar mér tokst ad fa einkafyrirteeki til ad greida
ferdakostnad fjélskyldu hans til Islands, en 4 nivirdi eru petta um 2 milljénir
kréna. Petta gerdi fyrirtaekio af mannudarsjonarmidum og nafn pess hefur aldrei
komid fram ad peirra 6sk. Eg var honum einnig innan handar vid ad komast { betra
hiisnzaedi og stéd { alls konar reddingum, oft { samstarfi vid vini hans og starfsfélaga
4 ISOR. Mesta vinnu lagdi ég b6 { ad sekja um landvistarleyfi fyrir hann og
fjslskyldu hans. Petta var ferli sem ték nastum rtimt 4r. I pessu ferli gat ég sem
laeknir hans 4 LSH stadfest ad ég teldi ad lifsheettulegt gaeti verid fyrir hann ad snia
aftur til Eritreu. Eg skrifadi fjolda bréfa til yfirvalda { Eritreu og sendirdda peirra f
N-Evrépu, en einnig hringdi ég ad beidni A { ymsa fulltriia raduneyta i heimalandi
hans en hann hafdi 4dur gefid mér upp néfnin og simandimer. Petta var vaegast sagt
flokid vidfangsefni, enda astandid i Eritreu mjog 6st6dugt og litla hjalp ad fa.
Skiljanlega 6ttadist A um fjolskyldu sina og okkur virtist sem stjérnvéld par veeru
treg til ad leyfa fjélskyldu hans ad koma til slands svo hann myndi skila sér aftur
heim med menntun sina. Ad lokum tékst ad breyta landvistarleyfi A dr “student” {
“humanitarian” og litum vid badir 4 petta sem mikinn sigur. Sidar fékk fjolskylda
hans einnig landvistarleyfi, sem gerdi hann enn gladari. Télvupéstar minir til
utlendingastofnunar, Andemariams sjalfs, sendirada Eritreu, og starfsfolks {SOR,
stadfesta hversu mikid ég lagdi 4 mig { pessum efnum, en pad. ztti eiginkona A
einnig ad geta vottad. Pad er mat mitt ad umfjollun { fjolmidlum um A og pa st6du
sem hann hafi verid i hafi tvimeelalaust hjalpad til vid ad dtvega honum
landvistarleyfi. Sama atti vid um leyfi yfirvalda { Eritreu ad koma fj6lskyldu hans
til Islands. Eftir pvi sem 4 leid urdum vid A pvi enn nénari vinir og ég kynntist
fjolskyldu hans betur. Samband okkar vard pvi klarlega miklu meira en
hefdbundid samband laeknis og sjtiklings. Eg sé ekkert rangt vid pad, hvorki fra
leeknisfraedilegu eda sidfraedilegu sjénarmidi. Oneitanlega geta morkin 4 milli
lzeknis og vinar verid 6ljés, eins og t.d. pegar 6skad var eftir viotélum vid A hja
fjolmidlum. Eg vil p6 taka skyrt fram ad mér fannst ég aldrei prysta 4 A ad svara
fjolmidlum. Yfirleitt leitudu fjolmidlar beint um vidtol, eins og t.d. RUV og
Fréttabladio. Hann 6skadi sidan eftir pvi ad ég vaeri eins konar “gate keeper” og
segdi honum mina skodun 4 pvi hvort hann zetti ad taka vidtalid eda ekki. Petta
aetti ekkja A ad geta stadfest. Petta atti pd ekki vid um vidtalid sem tekid var vid
hann { jali 2011, teepum manudi fra adgerdinni. P4 var hann staddur & KS og ég a
bingi { Amsterdam. Sama 4 vid um vidtal vid NYT pegar hann var staddur { eftirliti
4 KS i febraar 2012. A 1ét mig p6 vita af pessum vidtélum, en eftir ad pau voru
komin f ferli eda tekin. Eg vidurkenni fislega ad i flestum tilvikum latti ég hann




ekki til pess a0 fara { vidtol, ekki sist vid islenska fjolmidla. Enda taldi ég ad pad
geeti nyst honum { barattu hans fyrir landvistarleyfi. Mérg fordeemi eru fyrir pvi ad
umfjéllun { fjolmidlum hafi hjalpad erlendum rikisborgurum ad fa landvistarleyfi
hér 4 landi. Eg sé ekkert rangt vid pad ad reyna med pessu méti ad leggja honum
og fjolskyldu hans lid eftir meetti, enda vorum vid néanir vinir og { ndnast daglegu
sambandi. Pad hefdi verid einkennilegt ad leggja sig allan fram um ad finna og fa
medferdarirraedi fyrir pennan vandada mann, sem var ordinn vinur minn, en lata
sidan skeika sképudu med framhaldid, par 4 medal dhaettuna 4 ad hann yroi
sendur til Eritru par sem engin sérfraedimedferd var { bodi. Hvort pad var rétt mat
hja mér er annarra deema en petta var strategia sem vid A tokum saman og h6foum
reett vid l6gfroda adila sem vid barum traust til.

Eins og kemur fram { skyrslunni var A afar vel gefinn og viljastyrkur hans mikill.
Hann 1ét aldrei segja sér fyrir verkum og stundum sagdi hann hluti { vidtélum sem
komu mér og 6drum { opna skjéldu, enda avallt sérlega hreinskilinn. Eg ritstyrdi
honum aldrei { viotélum og var aldrei vidstaddur pegar hann raeddi vio fjélmidla.
Sjalfur for ég i morg viotol vid erlenda fjolmidla ad beidni Macchiarini, sem ad eigin
sogn var of upptekinn til ad sinna peim sjalfur. Petta t6k mikinn tima en ég, likt og
A begar hann var bedinn, tokum petta ad okkur { g6dri tri. Vid vorum sifellt
minntir 4 af leeknum & KS ad tilraunahluti adgerdarinnar hefdi verid {slandi ad
kostnadarlausu og tugir laekna og morg fyrirtaeki hefou gefid vinnu sina. Par med
er ég ekki a0 segja ad pad hafi verio astaeda fyrir pvi ad ég hafi hvatt A { viotol. Engu
a0 sidur var petta tilfinning sem vid badir gengum med, og einkendist af pakkleeti
fyrir veitta adstod. Pessi mynd atti sidar eftir ad breytast, enda kom i1jés ad hvorki
Macchiarini né KS vaeru ad veita A (né okkur laeknum hans a LSH) pa pjénustu sem
samid var um { upphafi. Eflaust er heegt ad velta véngum yfir pvi ad vinatta okkar
A hafi gert honum erfidara fyrir ad segja nei vid viotélum og spurningalistum
fjslmidlafélks. Eg taldi mig p6 aldrei misnota vinskap okkar 4 bennan hétt og er
sannfaerdur um ad ef pau hefdu verid honum 4 méti skapi hefdi hann einfaldlega
sagt nei og stadid vid pad. betta zetti ekkja A ad geta stadfest og pannig var
persénuleiki A. Pegar dagsetningar fyrir medferd voru akvednar var hann
6hraeddur ad breyta eda seinka peim, eitthvad sem Macchiarini fannst undarlegt
ad vid laeknar hans hér a LSH skyldum sampykkja. Sémuleidis neitadi A stundum
eftirliti, eins og berkjuspeglunum 4 fslandi. Astzedan var st ad hann vissi ad
teekjabtinadur &4 LSH veeri ekki af bestu gerd, t.d. ef st6dva pyrfti bleedingu. Vid
sendum hann pvi hiklaust i pessar rannséknir a KS - sem oft kostadi pé mikla
vinnu og skriffinnsku.

kafli 8.12.

{ pessum kafla er vikid ad faerslu upplysinga i sjiikraskra Landspitala. Pad er rétt
sem nefndin bendir 4 ad pad sé ekki hefdi fyrir pvi ad faera beidnir til SI { Ségukerfi.
Engu ad sidur st6d ég { peirri tri ad afrit (p.e. 6skannad) hefdi farid inn {
pappirssjlikraskra A. Pessar beidnir eru skannadar af leeknaritarum og sendar
pannig { tolvupésti til Sf en stundum jafnfram { hefdbundnum pésti. Eg er b6 ekki
ad kenna riturunum um. Hefur nefndin gengid tr skugga um hvort pessar beidnir
séu drugglega ekki { pappirsjtikraskra A? I pappirssjiikraskranni eiga einnig ad
vera pau fau leeknabréf og adgerdarlysingar sem okkur voru sendar fra KS - gogn
sem voru send til min { pésti og ég 1ét feera pangad 6skénnud. Stundum tynast po
pvi midur pappirssjikraskrir eda hlutar peirra vid pad ad velkjast um 4 hinum



ymsu deildum og skrifstofum laekna spitalans. Eg tel mig hafa gert allt sem { minu
valdi st6d til ad krefjast pess ad fa send leeknabréf og adgerdarlysingar fra laeknum
a KS, en pessi gogn barust yfirleitt aldrei eda 16ngu seinna og ma pad heita med
6likindum 4 svo virtu sjtikrahisi. Eg kvartadi undan pessu 6teljandi sinnum { sfma
vid hina ymsu leekna 4 KS en sendi einnig t6lvupésta. Sama gerdu adrir kollegar &
LSH. EKKi er hefo fyrir bvi a0 leita til forstjéra eda yfirstjérna LSH til ad reka 4 eftir
slikum gégnum, enda tel ég fordeemalaust ad svo virt sjikrahids, sem par ad auki
gefur sig sérstaklega ut fyrir ad taka & moéti sjiklingum erlendis fra, sinni ekki
légbundinni skyldu sinni og sendi med sjiklingum laeknabréf og adrar
naudsynlega upplysingar ad lokinni medferd. Undirménnun eda timaskortur tel
ég lélega afsokun, en petta er misbrestur { verklagi sem KS ber dbyrgd 4 og ber ad
lagfeera.

Parna er vikid ad beidni undirritads til Massachusets General Hospital (MGH) {
Boston. A pverfaglegum lungnafundi, sem haldinn er vikulega 4 LSH med fulltrium
beirra sérgreina sem koma ad greiningu og medferd sjiklinga- med illkynja
sjukdéma { brjéstholi, var akvedid ad leita eftir radlegginum laekna erlendis fra.
Asteedan var si ad exli A hafdi steekkad og frekar geislun ekki talin moguleg. MGH
telst pad sjukrahts { heimi sem hefur mesta reynslu af adgerdum 4 barka, ekki sist
pessu krabbameini sem A bjadist af og ég held ad ekki hafi 4dur greinst i barka &
[slandi. Frekari geislamedferd var ekki talin koma til greina pvi b4 myndu hljétast
af skemmdir 4 nalaegum liffeerum eins og vélinda og lunga. Rétt er ad taka fram ad
beidni min til MGH um 4&lit var { formi télvupésts og visadi ég par til pess ad ég
hafdi unnid 4 66rum Harvardspitala (Brigham Womens Hospital) arin 2000-2001.
Pvi fannst mér ekki 6edlilegt ad ég veeri valinn til pess ad hafa samband vid MGH.
Hvorki ég né LSH greiddum fyrir petta 4lit, enda geta pau kostad mikid fé og tekid
langan tima { kerfinu. Parna hafdi ég adgang ad gridarlega reyndum skurdlaekni
sem vann 4 sému stofnun og ég hafdi unnid 4. Bodleidirnar voru pvi stuttar. Engu
a0 sidur tok langan tima ad fa svar en pegar svarid barst voru skilabodin skyr og {
takt vid pad sem ég atti von 4, b.e. liknandi medferd. V6 par pungt ad 4dur var biid
ad gera 4 sjuklingnum flékna adgerd og par ad auki gefa hamarksgeislun- atridi
sem gerir barkaadgerd med primary resection (sem alltaf eru afar floknar)
umtalsvert fléknari en ella (skert bl6dras { barkaendunum og pvi haetta 4
lifshaettulegum fylgikvillum). Eg faerdi svarid frA MGH ekki inn med formlegum
heetti { sjukrahusskerfi LSH. Hins vegar raeddi ég svarid 4 pverfaglegum lugnafundi
og visad er til pess { nétum par. Hér var pvi ekkert verid ad fela. Pess ma geta ad
16ng hefd er fyrir pvi ad islenskri laeknar, ekki sist skurdleeknar, leiti til kollega
sinna erlendis og fai rad, an pess ad pad sé gert med formlegum beidnum eda greitt
sérstaklega fyrir pad. Pannig hef ég komid ad malefnum fjélda sjiklinga sem sendir
hafa verid erlendis til medferdar af LSH, m.a. til Boston og Lundar. Slikar
6formlegar sérfraediradleggingar kollega sem madur ber traust til eda peir sem
madur pekkir Ur sinu sérndmi meela med geta verid Ometanlegar litlum
starfseiningum og sérfraedilaeknum smeerri sjikrahtsa likt og Landspitala.

Kafli 8.14.

Vardandi umraedu um hvort A var dreginn fram { fjélmidla til auglysingar 4
adgerdinni er rétt ad taka fram ad pad var fjolmidlaskrifstofa KS og KI sem styrdi
umfjollun um adgerdina. Pad voru beir adilar sem sendu fra sér fyrstu
fréttatilkynninguna um adgerdina, ndnar tiltekid daginn 4dur en A var ttskrifadur



af KS heim til fslands. Sama kvold og tilkynningin var send 1t var ég staddur 4
hoételi i midborg Stokkh6lms og sa pa frétt 4 CNN um adgerdina. Par var A
nafngreindur og syndar myndir sem teknar voru af honum 4 legudeild KS. Eg var
ekkert vidridinn pser myndatékur eda viotol 4 neinn hatt. Segja ma ad parna hafi
ténninn verid gefinn { umfjéllun um pessa adgerd - umfjéllun sem likja ma vid
fiolmidlafar. [ kjolfarid dkvadu adrir fjolmidlar, einnig peir fslensku, ad nafngreina
sjuklinginn, sem & peim tima var ekki venja { fréttaflutningi af skurdadgerdum eda
laeknismedferd 4 fslandi.

Kafli 8.15.

Parna er vikid ad rétargreiningunni sem peir adilar sem framkvemdu hana vildu
sidar ekki nefna rétargreiningu. Stjérnendur LSH notudu p6 ordid rétargreining
fréttafluningi sinum pegar nidurstadan var kynnt fjolmidlum. Tildrég pessarar
rétargreiningar virdist nokkud sérstok. I skyrslunni kemur fram ad Bjarni
Torfason yfirleeknir brjéstholsskurdlaekninga & LSH hafi haft frumkvaedid. Hann
leitadi til forstjora { mai 2015 og 6skadi eftir rannsékn, helst med utanadkomandi
adila, mogulega lgreglurannsékn. Fundad var med yfirlaekninum nokkrum vikum
sidar (3. juli 2015) og par var nidurstadan ad fylgja tilllogu 16gfraedings LSH um
rétargreiningu. [ framhaldinu sendi Gudlaug Rakel Gudjénsdéttir, sem pa var
stadgengill forstjora LSH, ut skipunarbréf par sem verkefni nefndarinnar voru
ttlistud. Par vorum vid Oskar badir nafngreindir og tekid fram vid tveir veerum
sérstaklega til rannséknar. Ekki var minnst 4 adra laekna eda teymin sem komu ad
medferd A i heild sinni. Ekki var minnst 4 adra islenska laekna eda teymin sem
komu ad medferd A { heild sinni hér a landi. Vid métmaeltum pessu skipunarbréfi
enda t6ldum vid bréfid l6gleysu og ekki samrymast rétargreiningu par sem ekki a
a0 rannsaka patt einstaka starfsmanna, heldur teyma, til ad kanna hvada lzerdéma
megi draga af ferlum fremur en til ad finna s6kudoélga. Enn furdulegra er p6 st
stadreynd ad okkur Oskari var hvorki sent bréfid né sagt fra innihaldi pess. bad
var pvi fyrst { kvoldfréttatima Stédvar 2 um midjan jali 2015 sem vid fréttum af
rannsékninni. [ framhaldinu var okkur sent bréfid og vid bednir afsékunar. Pessi
vinnubrégd pétti okkur fyrir nedan allar hellur og 1étum vid framkveemdastjérn
vita af 6dnzegju okkar - en d0ur hafdi ég radfert mig vid légfraeding. Einnig
6skudum vid eftir upplysingum um pad hvernig innihald bréfsins lak ut til
fjolmidla. H6fum vid ekki enn fengid nein svor vid pvi. Spurningin er hverjum
bréfid var sent 60rum en yfirstjorn? Var pad t.d. sent Bjarna Torfasyni? Annar
stadgengill fortjora, Sigridur Gunnarsdéttir, bad okkur sidan afsékunar fyrir hond
spitalans og sendi okkur nytt skipunarbréf dagsett bann 31. jili 2015. Par var néfn
okkar tveggja ekki lengur ad finna { bréfinu. Framkvaemd greiningarinnar var
sidan med peim heetti ad engin viotél voru hofd vid okkur og ekki heldur bedido um
nein gégn fra undirritudum. Pegar nidurstada nefndarinnar 14 fyrir var ég bodadur
a fund og mér skyrt fra pvi munnlega ad skraningu i sjuikraskra hefdi matt vera
betri { tilfelli A. Jafnframt var mér tjad ad engar visbendingar um misferli af minni
hélfu hefdu fundist vid rétargreininguna. Oskari Einarssyni var einnig bodid ad
meeta a fundinn en hann tjadi mér ad hann hefdi ekki dhuga a pvi. Virti ég afstéou
hans, enda vorum vid badir mjég 6sattir vio allt ferlid { kringum pessa rannsékn
fra upphafi til enda. Pad atti ekki sist vid um hvernig henni var komid 4 og sa
6roéleiki sem skapadist innanhuss eftir ad nefndin héf stérf og olli pvi ad ymsar
sdgusagnir féru af stad. Vard petta okkur Oskari mjég pungbeert. I pessu sambandi
er rétt ad halda pvi til haga ad pegar Bjarni Torfason for fram a vio forstjéra ad



gera eetti rannsokn 4 mali A hafdi hann aldrei nefnt pad vid mig einu ordi ad hann
veeri Osattur vid adkomu mina ad malum A né heldur spurt mig ut { hana, hvorki
fyrir né eftir adgerdina. Eg var aldrei bodadur 4 neinn fund vegna A eda bodid ad
skyra mina abkomu ad malum hans. Bjarni Torfason kom inn { adgerd A i oktéber
2009 og pekkti pvi til sjiklingsins. [ adgerdinni sagdi hann pa skodun sidan ad ekki
veeri verjandi a0 setja sjuklinginn 4 ECMO-deelu (eins og Kari Hreinsson yfirlaeknir
sveefingadeildar 4 LSH vid Hringbraut getur vottad) en til pess kom p6 ekki par
sem A nadi ad krafla sig { gegnum adgerdina &n hennar. Pad var svo fyrir ari sidan
a fundi med Lilju Stefansdéttur framkvemdastjéra skurdsvids LSH ad Bjarni
vidhafdi pung og 6rdkstudd ord um adkomu mina ad barkamalinu - ord sem ég
atti, og 4 enn, mjog erfitt med ad kyngja. Bar ég ummaelin undir 16gfraeding
Laeknafélags Islands, en ég hef ekki enn verid bedinn afsékunar 4 peim.

Kafli 8.16.

Parna kemur fram ad leyfi visindasidanefndar hefdi purft til pess ad fara maetti {
sjukrasjA A 4 Islandi, en einnig til framkveema 4 honum rannséknir sem
hugsanlega gzetu nyst vid birtingu greininar { Lancet. Tekid skal skyrt fram ad
greinin tok adeins til eins tilfellis, p.e.a.s. tillfellis A. Lagabdkstafurinn sem rakinn
er { skyrslunni virdist gefa til kynna ad leyfi purfi fyrir visindarannséknum sem
adeins na til eins eda farra sjiklinga, p.e. ekki teljast hédprannséknir. Vid stddum
b6 alltaf { peirri tri ad 6ll leyfi ad halfu KS og KI veeru til stadar fyrir birtingu
greinarinnar { Lancet. Um pad vitnar fjéldi télvupésta og slik leyfi voru meira ad
segja tekin fram { greininni, enda pétt fulltriiar seensku rannséknarskyrslanna hafi
sidar talid pau 6fullneegjandi. Einnig er ljost, eins og nefndin bendir 4, ad { praxis
er oft 6ljost hvort og hvada leyfi parf pegar adeins 1 sjuklingur er til rannséknar
(tilfellarannsékn = case report i stad hdprannséknar) og jafnvel pegar um faa
sjuklinga er ad raeda (oft kallad case series). bPetta 4 baedi vid um erlendis og hér
heima. Pannig get ég stadfest eftir 10 ara setu { ritstjorn Laeknabladsins, 2006-
2016, sem birtir fj6lda sjukratilfella 4 hverju ari, ad ég minnist pess ekki ad sétt
hafi verid um eda birt leyfisniumer VSN fyrir sjikratilfelli i Leeknabladinu & peim
arum. Hveneer heettir sjikratilfelli ad vera sjikratilfelli - eru til nakveem vid mid
um pad, ég held ekki. Gerist pad pegar ein auka blédprufa eda.rannsékn er gerd
sem ekki telst naudsynleg 4 kliniskum forsendum eda hvad parf til. Pad er
matskennt. Lzeknabladid er svokallad ISI freeditimarit og fylgir alpjodlegum
vidmidum i ritryni og kréfum um leyfi fra visindasidanefnd, 68rum sidanefndum
eftir atvikum og fra Personuvernd eftir atvikum. Petta getur Engilbert Sigurdsson,
ritstjéri Laeknabladsins 2010-2016, vottad og petta ma einnig sja { niverandi
leidbeiningum bladsins til héfunda (http://www.laeknabladid.is/fragangur-
greina/) og (http://www.laeknabladid.is/fragangur-greina/fyrir-
hofunda/nr/2814#leyfi).

Pegar vid Engilbert saitum saman { ritstjérn bladins breyttum vid hins vegar
verklagi sem hafdi tidkast svo aratugum skiptir. Gerdum vié ad skilyrdi ad
sjuklingur sampykkti sjalfur skriflega birtingu sjtkratilfella eftir ad hafa séd baedi
texta og myndir. Adur hafdi munnlegt leyfi sjiiklings samkvaemt peim sem
annadist medferdina og bar abyrgd a texta greinarinnar verid latid naegja.

Pann 20. okt. sl. haf6i ég samband vid Visindasidanefnd (VSN) og spurdist fyrir um
hversu oft gefid hefdi verid ut leyfi til visindamanna a Islandi fyrir rannsékn &



einum sjuklingi. Ekki vannst timi til ad vinna formlega ur fyrirspurn minni en
starfsf6lk minntist einnar umsoéknar fra 2007 og nédi su til tveggja sjiklinga. Pad
segir meira en morg ord par sem kynnt eru hundrud sjikratilfella hér 4 ari 4 hinum
ymsu visindapingum & hverju 4ri, flest 4 pingum lyflaekna en par & eftir 4 pingum
skurdlaekna, sveefingar- og gjorgeesluleekna og faedingar- og kvensjikdémaleaekna.
Hafa verdur { huga ad ekki var um formlegt svar VSN ad raeda en engu ad sidur er
lj6st ad afar fatitt er ad sott sé um leyfi til stofnunarinnar fyrir slikum rannséknum.
Af ofangreindu er ljost ad ég taldi leyfi fra Svipj60 vaeru til stadar og vid dttudum
okkur ekki a4 ad leyfisskylda hérlendis veeri fyrir rannsékn & adeins einum
sjuklingi, enda ekki hefd fyrir slikum leyfum hér a landi. Pessi rok finnst mér ad
nefndin verdi ad taka til greina. S6mu rok og ofan eiga sidan vid kafla 8.17 um
medferd persénuupplysinga, bl6d og vefjasyna sem féllu til vid rannséknina 4 A.

Kafli 8.18. Vardandi patttoku okkar Oskars Einarssonar { visindagreinininni {
Lancet er mikilveegt ad ekki sé blandad saman umredu um 4astand
ondunarvegarins annars vegar og einkennum A hins vegar. Pessi atridi sem
tilgreind eru { skyrslunni, “almost normal looking airway”, “almost normal looking
mucosa” og “symptomfree at five months” hafa itrekad verid til umfjéllunar
seensku rannséknaradilana og verda klarlega ad teljast 4 grau svaedi. Paer nefndir
hafa p6 ekki tekid jafn einarda afst6du um pessi atridi eda vidhaft jafn sterk ord
um alit sitt og islenska nefndin. Spyrja ma hvort islenska nefndin hafi neegilega
traustar forsendur til pess ad kveda svo sterkt ad ordi og nota pad ordalag sem
hiin gerir { nidurstddu sinni? f pessum hluta skyrslunnar, sem adallega stydst vid
télvupdsta mina, kemur fram ad ég var sums stadar 6sattur vid ordalagid {
greininni og kom ftrekad med tillégur um ad breyta pvi. [ fyrstu reyndi ég ad koma
sjonarmidum minum & framfaeri { simtélum vid Macchiarini en pegar mér vard litid
agengt bar beindi ég spjétum minum ad fyrsta héfundi greinarinnar, Philip
Jungenblut og Jan-Erik Juto yfirlaeekni 4 KS. Textanum var vissulega breytt og talad
um “compromise” sem ég var b6 ekKki fyllilega sattur vio - en dkvad samt ad lata
undan med. Eg var heldur ekki sattur vid ad sogu sjiklingsins 4 fslandi fyrir
adgerdina hefdi verid sleppt sem og umraedu um fylgikvilla, enda pétt petta veeru
kaflar sem adrir medho6fundar en ég attu ad skrifa. Rk Macchiarini og félaga voru
hins vegar pau ad greinin veeri pegar of 16ng og pessi atridi veeru ekki { forgangi.
Samskipti min og Macchiarini voru 4 pessum timapunkti ordin stird og hann 1ét
Ospart i ljos a0 hann veeri pirradur 4 mér. Petta geta adrir stadfest. Mér fannst ég {
erfidri adst6ou og vildi sidur setja samskipti min vid Macchiarini { frekara uppnéam,
enda taldi ég ad slikt geti hreinlega komid nidur & medferd A - medferd sem enginn
annar i heiminum gat eda hafdi pekkingu 4 ad hjalpa okkur med en hann. Vid
fundum greininlega fyrir pvi ad okkar sjéonarmid veaeru ekki pau sem vaegju pyngst
og vorum minntir 4 ad vid veerum adeins 2 af 28 héfundum og hér veeri um ad reeda
grein fra einu veeru virtasta haskdlasjiukrahusi { heimi og stofnun sem tilnefndi
Nébelsverdlaunahafa i leeknisfraedi. Pad hefdi 6neitanlega 1étt okkur Oskari
rédurinn { peim hrakningum sem sidar urdu ef vid hefdum sagt okkur fra greininni
strax. Pad er audvelt ad vera vitur eftir 4. En svona voru adstedur og pannig las ég
stéduna. Pad zetti faum ad koma a 6vart i lj6si pess sem nu er vitad ad samskiptin
vid Macchiarini voru oft afar erfid og flokin. Vid héfum sidan endurtekid velt fyrir
okkur ad segja okkur fra greininni og pa sérstaklega sé litid til atrida sem par koma
fram um astands slimhtdarinnar og ttlit 6ndundarvegarins. Pad var mat ymissa
adila (leekna, 16gfraedinga, o.fl.) sem vid rddfaerdum okkur vid, baedi hér 4 landi en



einnig 1 Svipj60, ad pessi atridi vaeru 61l 4 grau sveedi og ekki nzaegilega skotheld til
ad draga nofn okkar af greininni. Sidar (febrtiar 2017) vard okkur ljést ad énnur
atridi { greininni héldu ekki vatni. Petta snyr adallega ad leyfum sidanefndar,
jafnvel p6tt Macchiarini hefdi birt leidréttingu um pau & vef Lancet ad beidni
bladsins. I vidtélum minum vid baedi Kjell Asplund og Sten Heckscher { januar sl.
pegar peir komu hingad til lands til ad kynna skyrslur sinar, fékk ég stadfest ad
Macchiarni hefdi sagt 6satt um ad tilskilin leyfi hefdu legid fyrir 4dur en adgerdin
var gerd. Samt hafdi hann bedid mig { mai 2011 ad laga endurtekid til texta sem
atladur var umsékn til sidanefndar. I framhaldinu sendum vid Oskar bréf til
ritstjéra Lancet { byrjun mars 207 og visad er til { islensku skyrslunni, og 6skudum
eftir ad nofn okkar veeru tekin af greininni. Pad h6fou nokkrir (mig minnir 6
hoéfundar) af 28 héfundum greinarinnar gert 4dur, og fengid til pess leyfi. Pad
gerdu peir an pess ad gefa fyrir pvi adra astaedu en ad “they felt uncomfortable”.
Vid tiltékum hins vegar skort 4 seenskum leyfum fyrir greininni, en var engu ad
sidur neitad um 6sk okkar. Er skemmst fra pvi ad segja ad beidni okkar hefur ekki
enn verid tekin til greina og pad dn vidunandi skyringa.

Eg tek undir med Oskari Einarssyni og nefndinni ad aeskilegt hefdi verid ad
minnast 4 6rvef vid haegri tenginguna i greininni { Lancet. P6tt Macchiarni hafi séd
myndirnar ar spegluninni 20. okt. 2011 pa dkvad hann ad minnast ekki 4 pad i
greininni. Slikt var 4 hans 4byrgd sem corresponding héfundar. Orvefur vid
tengingar er algengt vandamal, t.d. eftir lungnaigraedslur. Sidar kom i 1jés ad petta
var eitt helsta vandamalid eftir pessa plastbarkaadgerd. Rétt er p6 ad hafa { huga
a0 pegar speglunin var framkvaemd pann 20. okt. var lidan A dgeet, enda speglunin
gerd med longum fyrirvara og ad 6sk KS sem hluti af eftirliti og ekki vegna beina
klinskra einkenna hans. Pad var hins vegar ekki fyrr en 7. név. 2011 sem A leetur
okkur vita ad honum 1idi ekki sem best og { framhaldinu er hann sendur 1t til KS.
Eg get pvi ekki sé8 annad, 1t fra peim gégnum sem ég by yfir, ad lidan A hafi verid
g60 4 manudum fra adgerd. T6lunni 4 manudir var sidan breytt af 6drum en okkur
i 5 manudi og er ekki 4 mina abyrgd heldur corresponding héfunda, sem jafnframt
er abyrgur fyrir pvi ad breyta handritinu at fra nyjum upplysingum sem berast {
utgafuferlinu. "
Kafli 8.18.

Parna er til umraedu malping Hi { tilefni drsafmzelis adgerdarinnar. Mikilvaegt er
ad hafa i huga ad undirbiningur malpingsins st6d { marga manudi. Tilefnid var
ekki aldarafmaeli HI, eins og sumir hafa haldid fram, pvi pad var haldid 4 4rinu
2011. Hins vegar voru myndir ar igraedslunni syndar a sérstakri 100 ara
afmeaelishatid { Horpu i név. 2011 sem hluti af kynningu 4 pvi fjélbreytta starfi sem
veeri { gangi hja Hi. Ekki spillti fyrir ad A var nemi vid skélann, en ad pessari
afmeelishatid kom ég ekki 4 neinn hatt - ad 60ru leyti en pvi ad tengja pa sem stédu
ad henni vid adila 4 KS sem titvegu myndefni ur adgerdinni. [ byrjun ars 2012
gerjadist sidan hugmyndin ad halda upp a arsafmeeli igraedslunnar, p.e. { byrjun
sumars. P4 var A vid frekar g6da lidan og nadi m.a. ad utskrifast ur MS-nami sinu
og hefja sfdan storf hja ISOR. A var aldrei beittur neinum prystingi ad koma ad
malpinginu eda koma bpar fram { eigin persénu. Vid st6dum hins vegar badir {
heljarinnar stroggli vid Utlendingarstofnun um ad dtvega honum og fjélskyldu
hans landvistarleyfi 4 Islandi. Vid tékum pvi hugmyndinni um malping i tilefni
arsafmaelisins fagnandi og téldum petta mikilveegan glugga til ad baeta stodu A {



umsoknarferlinu. Petta var ekki einungis okkar hugdetta heldur h6foum vid leitad
alits hja 16gfr6dum adilum, sem vid barum traust til og h6fdu reynst A vel. Petta
aetti ekkja A a0 geta stadfest. Hiin eetti einnig ad geta stadfest ad einungis faeinum
dégum fyrir malpingid, og skdmmu eftir ad A kom fra ferd til Stokkh6lms par sem
fjarleegdur var orvefur vid tengingar & barkanum, vorum vid mjog nalaegt pvi ad
blasa malpingid af, eda a.m.k. sleppa pvi ad A myndi verda par vidstaddur. Hann
var b6 einardur i pvi ad maeta, enda hresstist hann 6venju fljott, adeins 4 faeinum
dégum. Hann virtist einnig mjog hress 4 malpinginu og 1ék 4 alls oddi eins og sést
a vidtélum vid hann og fraségn peirra sem satu malpingid.

Loks er rétt ad taka fram ad tilgangur A og minn med pvi ad taka patt i malpinginu
var ekki einvérdungu sé ad styrkja stodu hans { umséknarferli um landvistarleyfi.
Tilfinning okkar beggja var st ad Macchiarini hefdi ekki mikinn dhuga & A og
eftirmedferd hans. Med pvi ad fa hann til landsins og hitta A og fjolskyldu hans
vonudumst vid til ad hann myndi syna meiri lit { peim efnum. Pegar parna var
komid hafdi ég i nokkur skipti sent A { eftirlit 4 KS en oft var Macchiarini ekki &
stadnum og beir hittust pvi ekki. Petta pirradi beedi mig og A afar mikid. EKki baetti
ur skak pegar ég fékk hvorki leeknabréf né adgerdarlysingar fra laeknum 4 KS. Petta
sneri m.a. ad medferd med stodnetum sem komi var fyrir { barkanum og var
Osattur vio sem mederd og vildi lata fjarleegja en laeknar hans 4 KS tregdudust vid
a0 gera. Vildi ég meina ad { mérgum tilvikum vaeru pau ad valda meiri 6skunda en
gagni, ekki sist sykingum. Macchiarni var fra upphafi mjog tregur til ad koma til
Islands en pad hjélpadi til ad rektor KI bodadi komu sina en lfka David Green,
forstjori Harvard Bioscience sem framleiddi igreedid, Asamt islenskum ra8herrum.
Loks benti ég Macchiarini & barattu okkar A fyrir pvi ad fa landvistarleyfi fyrir
hann og hvada afleidingar pad geeti haft ef hann yroi ad snda aftur til Eritreu. Pegar
Macchiarni kom sidan til landsins virtist hann mjég ahugalaus um méalpingid og
var stuttur { spuna vid mig og kollega mina { morgunveradi fyrir malpingio.

Kafli 8.19.

Parna er reett um ad ég hafi haft milligéngu um ad koma spurningalista fra Susan
Forman til A. Eftir 4 a0 hyggja var pad misradio af mér, en tek p6-fram ad tilgangur
minn var alls ekki ad auglysa Harvard Bioscienc, enda hafdi ég aldrei haft nein
tengsl vid pad fyrirteki. Eg hafdi nokkru adur skrifad télvupést til David Green,
forstjora Harvard Bioscience, { pbeim tilgangi ad fa hann til ad yta vid Macchiarini
ad maeta til [slands 4 malpingid. Pad gerdi David, en hann var { miklum samskiptum
vid Macchiarini, og samband beirra 4 peim tima var mjég naio. Pessi adstod Davids
vid ad fa Macchiarini 4 malpingid réttlaetir pé ekki pa stadreynd ad Harvard
Bioscience nytti sér malpingid { auglysingaskyni. Bedi A og ég tokum batt {
viotélum vid Elinu Hirst og A svaradi spurningalista um lidan sina til Susan
Forman, en badar voru radnar af fyrirteekinu. Patttaka okkar beggja { pessum
vidtélum var samt meira af skylduraekni en dhuga - en vid h6féum badir lofad
Elinu patttéku { stofnfrumumyndinni, { minu tilfelli munnlega. Fraedilega atti A
erfidara med ad segja nei par sem vid vorum vinir en ég minni aftur 4 ad okkur var
umhugad um ad styrkja stodu hans til ad f4 landvistarleyfi 4 Islandi og A var 4vallt
6hrzaeddur vid ad neita viotélum sem hann ekki vildi fara { (sja fyrri athugasemdir).
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Institution that requested the opinion

Karolinska Institutet
SE-171 77 Stockholm, SWEDEN

Background

By letter received on 23 June 2016, Karolinska Institutet has requested an opinion from the
Expert Group on Misconduct in Research at the Central Ethical Review Board. In this letter,
reference is made to complaints from Matthias Corbascio, Thomas Fux, Karl-Henrik Grinnemo
and Oscar Simonson concerning misconduct in research related to six scientific articles, the
principal author of these articles, Paolo Macchiarini, having been employed by KI. The six
articles are:

1. “Tracheobronchial transplantation with a stem-cell-seeded bioartificial nanocomposite: a
proof-of-concept study”, published in Lancet 2011 (Jungebluth P, Alici E, Baiguera S, Le Blanc
K, Blomberg P, Bozoky B, Crowley C, Einarsson O, Grinnemo KH, Gudbjartsson T,

Le Guyader S, Henriksson G, Hermanson O, Juto JE, Leidner B, Lilja T, Liska J, Luedde T,
Lundin V, Moll G, Nilsson B, Roderburg C, Strémblad S, Sutlu T, Telxelra Al, Watz E,
Seifalian A, Macchiarini P) .

2. “Engineered whole organs and complex tissues”, published in Lancet 2012 (Badylak SF,
Weiss DJ, Caplan A, Macchiarini P)

3. “Verification of cell viability in bioengineered tissues and organs before clinical
transplantation”, publicerad i Biomaterials 2013 (Jungebluth P, Haag JC, Lim ML, Lemon G,
Sjoqvist S, Gustafsson Y, Ajalloueian F, Gilevich I, Simonson OE, Grinnemo KH, Corbascio
M, Baiguera S, Del Gaudio C, Strémblad S, Macchiarini P)

4. “Are synthetic scaffolds suitable for the development of clinical tissue-engineered tubular
organs?”, published in the Journal of Biomedical Materials Research 2014 (Del Gaudio C, Bai-
guera S, Ajalloueian F, Bianco A, Macchiarini P)

5. “Airway transplantation”, published in Thoracic Surgery Clinics 2014 (Jungebluth P,
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6. “Biomechanical and biocompability characteristics of electrospun polymeric
tracheal scaffolds”, published in Biomaterials 2014 (Ajalloueian F, Lim ML, Lemon G, Haag
JC, Gustafsson Y, Sjoqvist S, Beltran-Rodriguez A, Del Gaudio C, Baiguera S, Bianco A,
Jungebluth P, Macchiarini P)

After an initial inquiry at Karolinska Institutet, it was decided that a separate statement should
be obtained from an external investigator, Emeritus Professor Bengt Gerdin. According to
Bengt Gerdin’s opinion, Paolo Macchiarini has acted dishonestly in all of the six published
articles, which constitutes research misconduct. However, in a decision of 28 August 2015,
Karolinska Institutet announced that an overall assessment had cleared Paolo Macchiarini of
the accusation of misconduct in research.

Karolinska Institutet subsequently decided that these matters should be investigated again, and
that an statement from the Expert Group on Misconduct in Research would be obtained. In KI’s
request, the Expert Group is instructed to issue a statement on whether what emerges from the
attached documents in the case can be deemed to constitute misconduct in research.

On March 18, 2017 the Expert Group decided to appoint Professor Martin Bj6rck, Uppsala, and
Professor Detlev Ganten, Berlin, as the external reviewers in this case. Martin Bjorck’s and
Detlev Ganten’s report was delivered to the Expert Group on 31 May 2017, after which the
authors accused of misconduct have been afforded the opportunity to reply. The following au-
thors submitted replies: Arthur Caplan, Sylvia le Guyader, Staffan Strémblad, Alessandra
Bianco, Philipp Jungebluth, Sebastian Sjoqvist, Mei Ling Lim, Paolo Macchiarini, Tomas Gud-
bjartsson, Ola Hermanson, Karl-Henrik Grinnemo, Mathias Corbascio, Oscar Simonson and
Katarina Le Blanc. Martin Bjorck and Detlev Ganten have subsequently been afforded the op-
portunity to comment on the replies received.

The Expert Group’s assessment

Misconduct in research

To begin with, the Expert Group accepts that the case is extensive and that, besides the scien-
tific articles previously complained of, the case now contains large quantities of material in
the form of patient records and research data, among other things. This material has been re-
viewed in all its essentials by Professor Bengt Gerdin, appointed as an independent investiga-
tor by Karolinska Institutet. Bengt Gerdin’s report, as well as his comments received subse-
quently, have therefore been included in the material that the Expert Group has examined.

Bengt Gerdin’s conclusion is that scientific misconduct was found in all six articles. Bengt
Gerdin based his overall conclusion on the fact that clinical results were reported without any
examinations of the patients having been conducted; that the descriptions of the facts were not
consistent with the notes in medical records; that the impression was given of a longer follow-
up period than was actually the case; that results had been misrepresented and withheld; and
that it was explicitly stated that ethics approval had been gained in spite of the fact that such
approval was lacking.

After Bengt Gerdin submitted his report, Karolinska Institutet afforded the authors of the six
articles the opportunity to comment on the report. In this connection, Paolo Macchiarini pre-
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sented significant quantities of original material, including material that Bengt Gerdin had ex-
pressly requested from Paolo Macchiarini but had not been given access to. This circumstance
lies beyond the scope of the Expert Group’s task, but Paolo Macchiarini’s action in not
providing Bengt Gerdin with the requested material can in itself constitute scientific miscon-
duct. Furthermore, it is noted that in a subsequent reply to Karolinska Institutet, Bengt Gerdin
did not find any reason to revise his previous positions concerning misconduct in research in
view of the authors’ comments.

The Expert Group has carefully examined the observations and conclusions made by Bengt
Gerdin, and notes that his review is painstaking, thorough and analytical. The external review-
ers engaged by the Expert Group for the examination of the case, Martin Bjérck and Detlev
Ganten, were tasked with examining whether misconduct was present in any one or more of
the six reported articles. The external reviewers were instructed to review Bengt Gerdin’s re-
port as well as the material that was subsequently added to the case. Martin Bjérck and Detlev
Ganten have had access to all the material in the case but the focus has thus been on Bengt
Gerdin’s analysis and whether or not Bengt Gerdin was correct in his conclusions, as well as
on the material added to the case after Bengt Gerdin completed his task.

To begin with, Martin Bjoérck and Detlev Ganten conclude that the research in article 1 is
clearly of a nature that it ought to be reviewed in accordance with Sweden’s Lag (2003:460)
om etikprovning av forskning som avser mdanniskor (Act concerning the Ethical Review of
Research Involving Humans), which has not occurred. Furthermore, it is noted that five of the
six reported articles (14 and 6) contain hyped descriptions and lack critical analyses. The ar-
ticle authors are of the opinion that the health statuses of the patients after transplantation and
the new medical device — the trachea of plastic — have been presented as significantly better
than was actually the case. In this regard, Martin Bjérck and Detlev Ganten stress that these
incorrect claims, if accepted by other physicians, can have serious consequences for a large
number of patients. Martin Bjorck and Detlev Ganten are of the opinion that this constitutes a
serious deviation from good research practice and thus constitutes scientific misconduct.

In their rebuttals of Martin Bjorck’s and Detlev Ganten’s report, some of the accused authors
express regret over their participation and are of the opinion that the articles ought to be with-
drawn on the grounds that they contain serious inaccuracies. Some authors have expressed
that they only had a minor role and hence that they cannot be held responsible for the article
as a whole. It has also been argued that the manuscript was not sent to them for checking and
that they were misled by Paolo Macchiarini. The replies also include argumentation for co-
authors in general not being held responsible for the content of the scientific article as a
whole. In their comments in relation to these replies, Martin Bjérck and Detlev Ganten state
that nothing has been put forward that changes their original assessment that articles 1-4 and
6 contain misconduct in research.

The Expert Group notes that all the reported articles deal with transplantations of synthetic
trachea and related research. In all six articles, the transplantations are described as success-
ful. It can be concluded that this was not the case. The articles cover three patients, all of
whom have died. The Expert Group makes no pronouncement on whether their deaths are a
consequence of the synthetic trachea implants. However, the material as a whole shows that in
no case did the transplant attain functional status but on the contrary gave rise to serious com-
plications.
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The Expert Group finds that the authors of article 1 have given a misleading picture of the
condition of the patient by claiming that the patient’s health status was significantly better
than it actually was. By virtue of this highly coloured description, the authors of the article are
guilty of scientific misconduct. Concerning the absence of the requisite approval under Swe-
den’s Act (2003:460) concerning the Ethical Review of Research Involving Humans, the Ex-
pert Group makes the following assessment. The absence of ethics approval is in itself a
breach of the Act (2003:460) concerning the Ethical Review of Research Involving Humans.
In its previous opinions, the Expert Group has not deemed the absence of ethics approval in
itself as constituting misconduct in research. However, to falsely state that ethics approval has
been obtained, which was done in article 1, does constitute misconduct in research. The au-
thors are thus guilty of scientific conduct in this regard also.

Article 2 contains no actual new data but refers to article 1. The article gives an erroneous and
highly coloured description of the state of the patient’s health, which is demonstrated in a
comparison between the article and the patient’s medical record notes. This whitewashing can
be regarded as misconduct in research. Even in articles 3 and 4, there are descriptions of the
patient’s condition as being significantly better than it actually was, which constitutes miscon-
duct in research. Even in article 6, material information has been omitted. Thus, a better pic-
ture of the results of the experiments conducted is given in the article.

Article 5, which is a review article based on the reported original articles, is not as detailed as
the rest of the articles. For this reason, Martin Bjorck and Detlev Ganten have chosen not to
assess it as containing misconduct in research. However, like Bengt Gerdin, the Expert Group
is of the opinion that the article’s description of the patients, and the fact that negative infor-
mation has been withheld, together constitutes misconduct in research. This article also helps
to spread inaccurate information about the claimed superiority of the new surgical procedure.

In conclusion, the Expert Group finds that all six reported articles contain information which
constitutes misconduct in research.

Author responsibility -
Concerning whom or who of the authors can be held responsible for the scientific misconduct,
the Expert Group makes the following assessment.

There is no legal definition of responsibility for authorship and co-authorship, but there are
ethical guidelines for responsibility. In accordance with the rules adopted by the International
Committee of Medical Journal Editors (ICMIJE), often referred to as the Vancouver rules, the
following four criteria are required for authorship:

1. Substantial contributions to the conception or design of the work; or the acquisition, analy-
sis, or interpretation of data for the work; AND

2. Drafting the work or revising it critically for important intellectual content; AND

3. Final approval of the version to be published; AND

4. Agreement to be accountable for all aspects of the work in ensuring that questions related
to the accuracy or integrity of any part of the work are appropriately investigated and re-
solved.
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All four criteria must be met in order to justify designation as an author of a scientific article.
These criteria can be seen as a codification of the professional ethics principles in the world of
medical research. All of the journals in this case have also endorsed these principles. The
fourth criterion, which was added in 2013, is an expression of accepted practice which was
applied even before 2013, i.e. at the time of publication of these articles. While the Expert
Group is aware that the Vancouver rules are not the only view on the matter of authorship, in
previous opinions the Expert Group has argued that it may be regarded as good research prac-
tice that those authors who have unreservedly approved a manuscript assume a collective re-
sponsibility for it. This is also the attitude of the All European Academies (ALLEA) in the
European Code of Conduct for Research Integrity, 2017. If a scientific article is deemed to be
marred by such serious shortcomings that a conclusion of scientific misconduct can be drawn,
in such cases responsibility consequently rests with all of its co-authors. The Expert Group is
in agreement with this assessment.

Even if not all journals and scientific associations have adopted the Vancouver rules, it can be
concluded that most have embraced the principles behind these rules. In other words, as men-
tioned above, they may be regarded as a codification of professional ethics principles in re-
search. The fact that the six reported articles have been published in journals that have all en-
dorsed the Vancouver rules additionally emphasises that these rules ought to be the basis for
assessing the responsibility of each co-author.

In the light of the nature of the merits system within the academic world, the Expert Group is
well aware that it is highly desirable to participate as a co-author in scientific journal articles.
Authorship of articles, particularly those published in prestigious journals and with many cita-
tions, is a significant source of academic merit value in itself, which leads to greater opportu-
nities for obtaining research grants and higher-level positions. However, this must not lead to
the assumption of authorship for journal articles that the co-author cannot fully support.

In a scientific article with complex content where a number of researchers have contributed to
the whole, many with specialised skills, it is not reasonable to require that all of them should
have detailed knowledge of the contribution of each of the others to the final article. On the
other hand however, in the opinion of the Expert Group it is not possible to completely ab-
solve themselves of responsibility for the article as a whole and only take responsibility for
their own contribution unless this is specifically stated at the beginning or end of the article.
In the present case, the lack of ethics approval and the persistent claim that the health of the
patients was significantly better than it actually was are deemed to be circumstances which
could easily have been discovered, even by non-specialists.

The Expert Group has not considered it possible to more closely investigate to what extent
some authors were not shown manuscripts or were otherwise misled as to their content, which
was claimed in some of the replies from the accused authors. If this was the case, those af-
fected also ought to have reacted and requested that their names be removed when the publi-
cation came to their knowledge, rather than only after the articles were called into question.
According to the Expert Group, is not a reasonable system to renounce responsibility only af-
ter fault has been found with an article. A less than complete responsibility ought to be stated
at the time of publication, and if this is not the case, then responsibility for any irregularities
should be borne by the entire author collective. The same assessment should be applied when
a person first requests that their name be removed long after publication. It is not reasonable
to renounce responsibility in this way.




Page 6/6

Refno. O 12-2016

The Expert Group finds that all the authors of the six articles bear some measure of responsi-
bility for scientific misconduct. However, this responsibility is differentiate in regard to their
contribution in the research and authorship. The primary responsibility rests with Paolo Mac-
chiarini as the main author and head of the research team, and with others who had a more
prominent role in the research and the writing of the articles. The particular measure of re-
sponsibility of each author and what actions should thus be taken for each of them is up to
their respective employers to determine. However, the Expert Group understands that the
more junior researchers have been in a position of dependence in relation to Paolo Macchia-
rini and other leaders of the research team, which at the time when the research was con-
ducted also enjoyed substantial support from the management of Karolinska Institutet. While
this does not absolve them of responsibility, it may be regarded as an extenuating ‘circum-
stance. Three of the four complainants to Karolinska Institutet in the case — the whistle-blow-
ers — are co-authors of one of the articles, and one was also a co-author of an additional arti-
cle. The Expert Group is of the opinion that the whistle-blowers should be recognised for hav-
ing reported the irregularities to Karolinska Institutet, yet this does not absolve them of author
responsibility. However, in relation to the other co-authors, they did react against the irregu-
larities in the publications and in procedure at an early stage, which according to the Expert
Group should be credited to the whistle-blowers in their employers’ coming assessments of
what action to take. The Expert Group finds it remarkable that, despite serious criticism from
their external investigator Bengt Gerdin, the former management of Karolinska Institutet took
no action against Paolo Macchiarini and others with more prominent positions in the research.
It appears striking that the whistle-blowers were instead subjected to disproportionately far-
reaching actions.

In the opinion of the Expert Group, all the articles ought to be withdrawn.

This concludes the processing of this case from the Expert Group’s point of view.

This statement has been decided by Lena Berke, Chair, Lena Halldenius, Holger Luthman,
Elisabeth Rachlew, Ann-Charlotte Smedler, Elin Wihlborg and Géran Sandberg. In the final
hearing of this case, the following substitutes were also present: Jerry Eriksson, Aleksander
Giwercman, Christina Moberg, Bjorn Petersson and Karin Sporre, Administrative Director Jor-
gen Svidén, and Administrative Secretary Eva Kaaman Modig.

On behalf of the Expert Group on Misconduct in Research

Lena Berke
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Is Early Lactate Level Helpful in Guiding Treatment?
To the Editor:

I read with great interest the report of 2 multicenter, random-
ized controlled trial on early lactate guided therapy in ICU by
Jansen and coworkers (1). Despite increased administration of
fluid, red blood cell transfusion, inotropic agents, vasopressors,
and vasodilators, the lactate levels between the controlled and
the lactate groups were essentially the same over a 3-day period.
Data also appeared to suggest that during the first 8 days there
was no significant difference in the Kaplan-Meier survival
curve, time to ICU discharge, use of renal replacement, or time
to weaning from mechanical ventilation, inotropes, and vaso-
pressors. These raise the question of the utility of monitoring
and tailoring early hemodynamic treatment solely based on
lactate level. I agree with the observation that lactate level is
only a warning signal for hemodynamic instability. However,
as such, one may advocate that a more sensitive cut point,
such as 2 mEq/L, be adopted.

Author Disclosure: The author has no financial relationship with a commercial
entity that has an interest in the subject of this manuscript.
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From the Authors:

We thank Dr. Shiu for his comments. An important observation
in our study is the reduced organ failure in the lactate group
compared with the control group (Table 5) (1). This already
occurred in the early observation period between 9 and 72
hours. We hypothesize that, after a period of approximately 8
days, when the Kaplan-Meier survival curve appears to diverge,
multiple organ failure in some of these patients was deemed
irreversible, triggering a decision to withdraw life support.
Hence, our study suggests that lactate-guided intervention has
important early and late implications for morbidity and, ulti-
mately, mortality. Whether a lactate level of 2 instead of 3 mmol/L
for such an intervention is superior, as suggested by Dr. Shiu,
needs to be investigated in future studies.

Author Disclosure: T.C.). does not have a financial relatianship with a commercial
entity that has an interest in the subject of this manuscript. |.B. has received
consultancy fees from Applied Physiology and Hutchinson Technology Inc. He
has received advisory board fees from Applied Physiology. He has received lecture
fees from Hutchinson Technology Inc. He has received industry-sponsored grants
from Pulsion.
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Bronchiovenous Fistula Causing Bleeding and Air
Embolism: an Unusual Complication of
Bronchoscopic Tumor Resection

To the Editor:

A previously healthy 36-year-old male was evaluated for acute
respiratory stridor after months of unsuccessful asthma treat-
ment. A computed tomography scan of the thorax revealed
a tumor infiltrating the distal trachea wall but not adjacent
organs (Figure 1a). He was admitted for an urgent diagnostic
and debulking operation via rigid bronchoscopy with a cardio-
pulmonary bypass (CPB) team present.

Maintaining spontaneous ventilation after inhaled anesthesia
induction, the patient was laryngoscoped and intubated with
a ventilating bronchoscope. An electrocautery-suction device was
used to debulk the tumor (Figure 1b). Suddenly, a massive intra-
tracheal bleeding occurred. The bronchoscope was replaced by an
endotracheal tube and the femoral artery and vein cannulated to
initiate CPB. This stalled due to massive venous air lockage
blocking return to the heart and lung machine. The air increased
with ventilation, suggesting a bronchiovenous fistula.

In several minutes, the bleeding caused profound hypovole-
mic shock. Via emergency sternotomy, direct heart massage was
performed without restoration of blood pressure. The right
atrium was cannulated and air was removed. Next, CPB was
successfully initiated with outflow from the inferior and superior
vena cava and inflow via the femoral artery. Exploration of the
pulmonary vasculature revealed a 3-mm perforation in the right
main bronchus wall injuring the azygous vein and a branch from
the right pulmonary artery. Following vascular repair, the tumor
was partially excised.
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Total operation time was 10 hours, with 22 minutes docu-
mented with unmeasurable blood pressure. The massive bleed-
ing resulted in coagulopathy and multiple organ failure. The
sternum was closed after 24 hours and the patient extubated and
discharged 6 and 43 days later, respectively. A histopathologic
evaluation of the tumor revealed a low-grade mucoepidermoid
carcinoma. Postoperatively, the patient received regional radi-
ation. Control bronchoscopy 7 months after the operation
revealed a small residual tumor. He is now completely neuro-
logically intact and has resumed his university studies.

This case highlights the challenges with anesthesia and
surgical interventions of the large airways. We believe that a
bronchiovenous fistula formed following accidental activation
of the electrocautery-suction device. This resulted in the life-
threatening complication described. The survival and negligible
long-term consequences, in spite of 22 minutes of unmeasurable
blood pressure, are remarkable.

Treatment of tracheal tumors involves bronchoscopic re-
section for diagnosis, symptomatic relief, or palliation (1). Rigid
bronchoscopy is considered safe, although reversible hypoxia is
documented in 15% of patients (2). However, cases of fatal
bleeding during a diagnostic bronchoscopy for intrabronchial
tumor exist (3). The presence of a CPB team is not standard in
airway tumor resection, although its presence here was critical.

Fistulas between the bronchus and the pulmonary veins have
been previously described (4). These are usually fatal due to wide-
spread systemic air embolism. Fortunately, the bronchiovenous
fistula in our patient connected with the azygous vein of the pul-
monary circulation, sparing the cerebral vasculature. Fistulas be-
tween the trachea and the azygous vein are a rare complication
of central venous catheterization (5) but have not been reported as
a source of air lockage of CPB. Furthermore, the successful reversal
of this complication has not been described previously.

Figure 1. (d) A preoperative computed tomography scan
and (b) a bronchoscopic image showing the 3 X 3 cm
tracheal firm and easily bleeding tumor that almost
occluded the distal trachea.
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commercial entity that has an interest in the subject of this manuscript.
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Tracheobronchial transplantation with a stem-cell-seeded
bioartificial nanocomposite: a proof-of-concept study

Philipp Jungebluth, Evren Alici, Silvia Baiguera, Katarina Le Blanc, Pontus Blomberg, Béla Bozdky, Claire Crowley, Oskar Einarsson,
Karl-Henrik Grinnemo, Tomas Gudbjartsson, Sylvie Le Guyader, Gert Henriksson, Ola Hermanson, Jan Erik Juto, Bertil Leidner, Tobias Lilja,
Jan Liska, Tom Luedde, Vanessa Lundin, Guido Moll, Bo Nilsson, Christoph Roderburg, Staffan Strémblad, Tolga Sutlu, Ana Isabel Teixeira,
Emma Watz, Alexander Seifalian, Paolo Macchiarini

Summary

Background Tracheal tumours can be surgically resected but most are an inoperable size at the time of diagnosis;
therefore, new therapeutic options are needed. We report the clinical transplantation of the tracheobronchial airway
with a stem-cell-seeded bioartificial nanocomposite. ’

Methods A 36-year-old male patient, previously treated with debulking surgery and radiation therapy, presented with
recurrent primary cancer of the distal trachea and main bronchi. After complete tumour resection, the airway was
replaced with a tailored bioartificial nanocomposite previously seeded with autologous bone-marrow mononuclear
cells via a bioreactor for 36 h. Postoperative granulocyte colony-stimulating factor filgrastim (10 pg/kg) and epoetin
beta (40000 UI) were given over 14 days. We undertook flow cytometry, scanning electron microscopy, confocal
microscopy epigenetics, multiplex, miRNA, and gene expression analyses.

Findings We noted an extracellular matrix-like coating and proliferating cells including a CD105+ subpopulation in
the scaffold after the reseeding and bioreactor process. There were no major complications, and the patient was
asymptomatic and tumour free 5 months after transplantation. The bioartificial nanocomposite has patent
anastomoses, lined with a vascularised neomucosa, and was partly covered by nearly healthy epithelium. Post-
operatively, we detected a mobilisation of peripheral cells displaying increased mesenchymal stromal cell phenotype,
and upregulation of epoetin receptors, antiapoptotic genes, and miR-34 and miR-449 biomarkers. These findings,
together with increased levels of regenerative-associated plasma factors, strongly suggest stem-cell homing and cell-
mediated wound repair, extracellular matrix remodelling, and neovascularisation of the graft.

Interpretation Tailor-made bioartificial scaffolds can be used to replace complex airway defects. The bioreactor
reseeding process and pharmacological-induced site-specific and graft-specific regeneration and tissue protection are
key factors for successful clinical outcome.

Funding European Commission, Knut and Alice Wallenberg Foundation, Swedish Research Couﬁéil, StratRegen,
Vinnova Foundation, Radiumhemmet, Clinigene EU Network of Excellence, Swedish Cancer Society, Centre for
Biosciences (The Live Cell imaging Unit), and UCL Business.

Introduction

Primary tracheal cancers are rare neoplastic lesions
characterised by a high mortality rate. The gold standard
treatment for these lesions is surgical resection
with primary reconstruction.' However, epidemiological
studies have shown that, because of difficulties in
the definitive diagnosis, most patients with primary
malignant tracheal cancers present with local inoperable
disease (exceeding 6 cm or >50% of the total tracheal
length) and are, therefore, treated with palliative
measures. For these patients, prognosis is poor with a
reported S5-year survival rate of about 5%.” Moreover,
because safe reconstruction of the trachea is not
possible, even in patients with operable tumours, the
proportion of complete tumour resection is less than
60%.> This outcome would be greatly improved if a
trachea substitute with similar anatomical, physio-
logical, and biomechanical properties of the native
trachea were available.

www.thelancet.com Vol 378 December 10, 2011

In 2008, we reported the first fully tissue-engineered
tracheal transplantation with a non-immunogenic
decellularised human donor trachea reseeded with
bone-marrow-derived mesenchymal stem cells (MSCs)
and respiratory cells.* However, this approach is limited
by the shortage of donor organs of an appropriate size
and has other disadvantages (webappendix p 9). As a
result, an alternative, tailor-made synthetic tracheal
scaffold is an urgent clinical need. We report the clinical
transplantation of the tracheobronchial airway in a
patient with recurrent primary trachea cancer, with use
of a tailor-made artificial scaffold reseeded ex vivo with
mononuclear cells (MNCs)® and a growth factor-induced
endogenous stem cells mobilisation.

Methods

The recipient

Webappendix pp 2-9 provides a detailed description of
the methods. A 36-year-old man presented in May, 2011,
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at the Karolinska University Hospital (Huddinge,
Sweden) with stridor, cough, and respiratory difficulties.
The patient, previously treated elsewhere with tumoral
debulking surgery and postoperative regional radiation
(70 Gy),* presented with a recurrence of a primary tracheal
mucoepidermoid carcinoma affecting the distal trachea
and both main bronchi (figure 1A). The patient underwent
an extensive staging,' including 18F-fluorodeoxyglucose
(18F-FDG) PET scan, multistage biopsies of the respiratory
mucosa proximal and distal to the macroscopic tumour
burden, and bone marrow biopsy and aspiration. Results
showed no local or distant lymphatic or systemic
metastasis, and normal stromal cells. The tumour
extended from 5 cm above the right tracheobronchial
angle into the first 1-3 cm of the right main bronchus,
leaving the origins of the upper and intermedius take-
offs tumour free, and the first 1-5 cm of the origin of the
left main bronchus (webvideo 1). On the basis of surgical
standards,® this extension was deemed beyond
resectability; therefore a transplant procedure, with an
artificial biomaterial, was offered to the patient.

We obtained written informed consent from the
patient, and the transplant procedure was approved by
the local scientific ethics committee.

Pretransplant preparation

We manufactured a tailor-made trachea from the
preoperative chest CT and three-dimensional volume
rendered images of the patient with a nanocomposite
polymer (POSS-PCU; polyhedral oligomericsilsesqui-
oxane [POSS] covalently bonded to poly-[carbonate-urea]
urethane [PCU]) processed by an extrusion-phase-
inversion method.” On the basis of our previous
experience with the physical and mechanical properties
of human trachea (webappendix p 11)* and the patient’s
preoperative CT scan (figure 1B), we developed a POSS-
PCU nanocomposite polymeric airway of appropiate size
and morphology, reproducing the exact dimensions of
the patient’s tracheobronchial structure (webappendix
p 12). A Y-shaped three-dimensional glass mandrel was
fabricated, and U-shaped rings of POSS-PCU, analogous
to the cartilaginous rings of tracheobronchial tissue,
were manufactured with casted methodologies and
placed around the mandrel. The entire mould was then
placed in the POSS-PCU solution to form a coagulated
porous scaffold.

A Dbioreactor to accommodate precisely the maturation
requirements of the Y-shaped synthetic windpipe
construct used in the transplantation was developed
(Hugo Sachs Elektronik-Harvard Apparatus GmbH,
March-Hugstetten, Germany; figure 1C, D). The design
was based on a sterilisable rotating-construct bioreactor,
previously validated but with novel elements to drive a
recirculating fluid flow within and around the developing
graft,’ enabling consistent and uniform delivery of cells,
nutrients, gases, and hydrodynamic shear forces within
the bioreactor. This process is accomplished without

external fluid pumps and packaged within the bioreactor
assembly so that ease of handling and simplicity of use
in good manufacturing practice and clinical environments
is not compromised.

Autologous MNCs were obtained 2 days before
transplantation from a bone marrow aspirate through
density gradient separation. Analyses of white blood
cells, mononuclear cells, CD34+ cells, viability, colony-
forming unit-fibroblast, flow cytometric characterisation,
and sterility were done. To obtain the synthetic
bioengineered tracheobronchial construct, cells were
resuspended in low-glucose Dulbecco’s modified Eagle’s
medium (Invitrogen, Stockholm, Sweden) and seeded
onto the synthetic graft by incubation of the construct in
the bioreactor at 37°C for 36 h before transplantation.

Immediately before transplantation, a second bone
marrow harvest was done, and MNCs were separated and
transferred to the operating theatre. Immediately before
implantation, the airway construct was transported to the
operating theatre, reseeded with the obtained MNCs, and
conditioned with growth and regenerative factors—namely,
recombinant human transforming growth factor-f3 (R&D
Systems, Minneapolis, MN, USA; 10 pg/cm?), granulocyte-
colony stimulating factor filgrastim (G-CSF, Neupogen;
Amgen Europe BV, Breda, Netherlands; 10 pg/kg), and
epoetin beta (analogous synthetics of Erythropoietin
Roche, Grenzach-Wyhlen, Germany; 40000 UI). We
assessed sections of the graft, surplus to clinical need, by
scanning electron microscopy, fluorescence, and bright
field light microscopy and confocal live cell imaging
(webappendix pp 14-15; webvideo 2).

Transplantation

Under general anaesthesia and orotracheal intubation,
a redo sternotomy was done and the tumour-burden area
dissected and mobilised, according to the principles of
tracheal surgery."* Because of the previous postsurgical
and radiation-induced scar tissue formation, the tumour
had to be resected along with the right intrapericardial
pulmonary artery, and subsequently revascularised with
a Dacron 8F graft (Gelsoft, Vascutek, Terumo, Ann Arbor,
MI, USA). The graft was interposed between the
retroaortic and the extrapleural origin of the pulmonary
artery, clamping both vena cavae for 26 min and without
use of cardiopulmonary bypass. Tumour resection
included the postlateral and mediastinal aspect of the
distal truncus of the superior vena cava via lateral
clampage and direct suture. The resected trachea
included its distal intrathoracic 6 cm, the entire right
main bronchus, and first 2 cm of the left main bronchus.
All tumour margins were negative on frozen section, and
a complete mediastinal lymph-node dissection was done.
The airway was then reconstructed by implantation of
the reseeded nanocomposite end-to-end, first to the right
and left main bronchi and then to the proximal trachea,
with standard techniques.’ Finally, the omentum major
was wrapped around the construct and the median
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sternotomy and laparotomy closed in a standard manner.
From our past experience with carinal surgery when
cough reflex, mucous clearance, and patient’s full
mobilisation are suboptimal in the early postoperative
course, a temporary tracheotomy above the implanted
graft was made at the end of the procedure.’

Regenerative boosting therapy

To enhance the regenerative process, the patient was
treated pharmacologically by subcutaneous injections of
G-CSF (10 pg/kg) and epoetin-alpha (40000 UI), with a
loading dose given the day before transplantation and
every other day for 2 weeks during the postoperative
period.

Follow-up assessment

Control endoscopies were done postoperatively daily
for the first 7 days, for inspection of the graft and
anastomoses. Bronchoscopies were then done once a
week during admission to hospital, and once a month
thereafter. Postoperative biopsies of the bioartificial graft
were assessed by immunohistochemistry, haematoxylin-
eosin stain, periodic acid-Schiff stain, and Masson’s
trichrome stain. Micro-RNA assessment in serum and
analyses of soluble factors in plasma (multiplex cytokine
assay and ELISA) were done every second day for 2 weeks
after transplantation.

Peripheral blood mononuclear cells (PBMCs) were
isolated by gradient centrifugation, with Lymphoprep
(Nyegaard, Oslo, Norway) and washed twice with
phosphate-buffered saline (Gibco, Grand Island, NY,
USA). We assessed cell count and viability assays by Tlirk
and trypan blue dye exclusion or by Nucleocounter NC-100
(ChemoMetec A/S, Allergd, Denmark). We analysed gene
expression, chromatin immunoprecipitation, and analyses
of PBMC subsets and phenotyping 2 days before surgery,
and for 2 weeks postoperatively.

Statistical analysis

We undertook data analysis, preparation of graphs,
and statistical comparisons with Prism software
(Graphpad Prism version 5.0a) and three-dimensional
surface modelling with Microsoft Excel 2010.

Role of the funding source

The sponsors of the study had no role in study design,
data collection, data analysis, data interpretation, or
writing of the report. The corresponding author had full
access to all the data in the study and had final
responsibility for the decision to submit for publication.

Results

The patient was awake 24 h after transplantation. The
immediate postoperative course was characterised by a
right upper lobe pneumonia (day 2); Candida albicans
(>10000 CFU/mL) and Stenotrophomonas maltophilia
(>10000 CFU/mL) were isolated and treated with broad
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Figure 1: CT scan and three-dimensional volume rendered (VR) images

(A) Preoperative VR frontal plane image. Extension of tumour is shown in green. Tracheal and bronchial tree air
space is shown in bright blue. The image shows the relation between tumour and right main pulmonary artery.
(B, top) Measurement image. An angulated 2 mm thick CT image is used for measurements for individualised
scaffold production. The image was optimised for concurrent visualisation of the tumour involvement of trachea
inclusive of carina and proximal bronchi aligned parallel to tracheal longitudinal axis. Yellow lines mark proximal
trachea (a) and distal right (b) and left (c) bronchi free from tumour involvement, and measurement of the
transverse lumen diameters. Sagittal diameter was calculated from angulated transverse image perpendicular to
the central lumen line (not shown). (d) Trachea free from tumour (carina); (e) right bronchus free from tumour
(carina); (f) left bronchus free from tumour (carina); (g) trachea free from tumour, angle of trachea and right main
bronchus; (h) angle of trachea and right main bronchus, right main bronchus free from tumour; (i) 1+2
corresponding left side measurements; (j) angle of trachea and right bronchus; (k) angle of trachea and left
bronchus; (1) carinal angle. (B, bottom) Cross section of mandrel for (a) trachea, (b) left bronchus, and (c) right
bronchus. (C) Frontal cutaway view of the improved bioreactor. (D) Macroscopic view showing bioreactor
without the lid.

spectrum antibiotics and intensive physiotherapy. Other
than this complication, the patient improved gradually
and was weaned from the mechanical ventilation on
day 5 postoperatively.

1 week after surgery, the bronchoscopy (webvideo 3,
figure 2A) showed a normal and patent airway bleeding
from its inner layer at the contact with the scope; the
obtained biopsy samples showed the presence of necrotic
connective tissue associated with fungi contamination
and neoformed vessels (figure 2B). The temporary
tracheotomy cannula was removed 18 days later. The
patient was then transferred to a normal ward and
discharged to the referral hospital 1 month after surgery.
The biopsy sample 2 months after transplantation showed
large granulation areas with initial signs of epithelialisation
and more organised vessel formations, and no bacterial or
fungi contamination (figure 2B). The patient was
discharged from the referring hospital to start rehabilitation
and later resumed his university studies. 5 months after
transplantation, the patient is asymptomatic, breathes
normally, is tumour free, and has an almost normal airway
(figure 2C) and improved lung function compared with
preoperatively (table, webappendix p 16).
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Figure 2: Postoperative follow-up

(A) Bronchoscopy image showing the transplanted bioengineered construct integrated with surrounding tissues. (B) Histological evaluation (Masson) of the first
postoperatively obtained biopsy sample (at day 7) from the distal part of the graft showed necrotic connective tissue (i) with fungi contamination (periodic acid-Schiff

stain; i) but developed vascular structure (CD146 with Bond Polymer Refine Detection brown colour; NGFR with Bond Polymer Refine Red Detection red colour [without
stained structures]; immunolabelling was done on Leica -Bond-Max automated immunostainer; iii). By contrast, the follow-up biopsy at 2 months (haematoxylin-eosin
stain) showed ulceration with granulation tissue (iv) and still inflammation, but also respiratory epithelium with mucus secreting cells (haematoxylin-eosin stain; v and vi).

Additionally, P63-DAB/CK17 staining showing detached metaplastic squamous epithelium (red; vii) and Mib1-DAB/Vimentin staining showing proliferating (brown)
endothelial structures in capillaries. (C) Postoperative volume rendered (VR) image. Air in airways is shown in bright blue. Note that the VR technique displays only the
factual air and not the scaffold material. Yellow arrows show borders for scaffold insertion. (D) Serum levels of miR-16, miR-34, miR-449b, and miR-449c were measured
by quantitative PCR in serum samples gained at the indicated timepoints before and after surgery.

May, 2011 October, 2011
(beforesurgery) (4 months after surgery)
FVC (L) 3.80 263
FEV, (L) 1.52 1.95
FEV,:FVC (%) 40-02% 7437%

FVC=forced vital capacity. FEV,=forced expiratory volume in 1s.

Table: Lung function tests

Analyses by micro-RNA expression have shown that
serum levels of miR-34 and miR-449 members are
potential biomarkers for promotion of terminal
differentiation of airway epithelium.”® Compared with
preoperative levels, we noted upregulation 2 days after
transplantation, which gradually decreased (figure 2D).
By contrast, serum levels of miR-16—a ubiquitous
miRNA frequently used for normalisation of serum
miRNA levels"—remained unchanged.

The autologous bone marrow MNCs were seeded on
the synthetic graft and incubated in the bioreactor
(webappendix p 14), resulting in a bioengineered

ES

tracheobronchial construct suitable for transplantation
(webappendix p 17). Scanning electron microscopy of
cells incubated in the bioreactor and confocal microscopy
of live cells statically exposed to the biomaterial identified
cells of different morphologies inside the scaffold,
including long processes, filopodia, and lamellipodia
(webappendix pp 16-17), whose formation requires
anchorage to the scaffold. Although a shortage in material
prevented us from undertaking a thorough analysis of
cell division, some of the observed cells seemed to be
newly divided (webappendix p 17) and cells exposed to
the bioreactor aggregated in dense clusters, suggesting
clonal expansion. Staining with the CD105 marker
showed a subpopulation of cells of mesenchymal lineage
(webappendix p 17). Flow cytometric phenotyping of the
bioreactor medium showed a selective reduction of MSCs
and haemopoietic stem cells (HSCs) after the reseeding
process, with a particular decrease in CD90 high and
CD59 dim cells (webappendix p 17), suggesting their
preferential attachment and engraftment to the scaffold.
Monitoring of patient cell counts and plasma markers
showed formation of typical acute phase reactants,
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Figure 3: Analysis of peripheral blood mononuclear cells after surgery (flow cytometry, gene expression, and epigenetic regulation)
(A) Dynamics of circulating MSCs and haemopoietic stem cells (HSCs) as analysed by high-resolution flow cytometry. MSCs in circulation reached a peak level 2 days after surgery and subsequently
decreased, and thereafter reached a secondary peak at day 10. The detection ranges from four healthy donors matched for age and sex (male donors aged from 32-39 years, randomly selected at the
Karolinska Institutet, Stockholm, Sweden) are shown in light grey. The percentage of circulating HSCs increased and reached to a plateau at day 6 but then rapidly decreased to normal levels at day 14.

Reference ranges assessed from four donors are shown in dark grey. (B) Expression of CXCR4 on circulating MSCs on days 2 and 10 as acquired by flow cytometry. Left panel: comparison of mean
fluorescence intensity (MFI) ratios on days 2 and 10. Right and centre panels: red lines indicate isotype controls and green histograms indicate MSCs. (C) Quantitative PCR results after chromatin

immunoprecipitation procedure using antibodies against histone H3 (for normalisation), trimethylated lysine 4 (H3K4me3), and trimethylated lysine 27 (H3K27me3) on histone 3 at the promoter

regions of the gene SOX2. (D) Expression of the SOX2 gene relative to GAPDH, analysed by quantitative RT-PCR. (E) Fold change of genes with antiapoptotic function, relative to the preoperative

condition, analysed by quantitative RT-PCR array. ND=not detectable.

wounding, tissue remodelling, and regenerative factors
after surgery (webappendix pp 18-19). Webappendix p 19
shows results of a heat map analysis with the exact
kinetics and numerical values for individual factors.
Findings from a flow cytometric analysis of the peripheral
blood showed an increase in HSCs at day 6, with a
particular increase of the CD90+ subpopulation
(webappendix pp 20-21). We noted an increased amount
of circulating MSCs at day 2, to 15-fold higher levels than
the age and sex matched healthy donor range (figure 3A),
possibly as a result of the boosting therapy before surgery;
this increase was followed by a three-fold decrease at day 4
and 6, to show a secondary two-fold increase at day 10. In
line with these findings, the relative gene expression of
homing-associated factor SDF-1 receptor CXCR4 was two-
fold higher in MSCs at day 2 than at day 10 (figure 3B).
We then undertook a molecular analysis of the stem-
cell phenotype. Chromatin immunoprecipitation showed
that the SOX2 gene, encoding a progenitor-associated
transcription factor, showed stable concentrations of the
H3K4me3 activity mark throughout the postoperative
analysis. However, the H3K27me3 repressive mark was
decreased in samples retrieved 4 and 6 days after surgery,
showing an increased activity and decreased repression at
these timepoints (figure 3C). Accordingly, this increased
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total activity preceded an induction of SOX2 gene
expression at day 6 and a further increase at day 10
(figure 3D). Another progenitor-associated ‘gene, GNL3,
also displayed an increasing ratio of active and repressive
marks H3K4me3 and H3K27me3 at day 6, correlating
with increased gene expression (data not shown). These
results on chromatin state and gene expression lend
support to the flow cytometric analysis indicating a second
wave of circulating MSCs (figure 3A, webappendix p 20).

We investigated the expression in PBMCs of genes
involved in the JAK/STAT pathway—a major signalling
transduction pathway activated by epoetin beta. Most
genes showed a consistent trend of downregulation at
day 4 postoperatively, compared with the preoperative
condition, with subsequent progressive recovery of the
expression levels at days 6 and 10 (webappendix p 22).
Analysis of antiapoptotic genes showed a peak in the
expression of BCL2L1 and EPOR at day 6, suggesting
increased antiapoptotic activity in PBMCs at that time
(figure 3E).

Discussion

Findings from this proof-of-concept case study show the
feasibility of tracheal transplantation with an artificial
nanocomposite reseeded with autologous stromal cells.

2001




Articles

2002

Panel: Research in context

Systematic review
We searched Medline and PubMed without date or language
restrictions for articles with the following terms: “trachea”,

"tracheal replacement”, "

"o

tracheal cancer”, “tracheal surgery”,
“transplantation”, “stem cells”, “cell mobilization”, “tissue
engineering”, "scaffold”, and “synthetic material”. We
identified several relevant articles showing challenges and
outcome of tracheal reconstruction and replacement,
published between 1997 and 2011.249292021.335 However, we
could not locate any report showing the successful
transplantation of a cell-seeded synthetic scaffold-based
tracheal transplantation in human beings. Moreover, we
identified no publication showing detailed insights into active
stem-cell mobilisation in tracheal transplanted patients.

Interpretation

Our study is the first to describe a successful transplantation
of asynthetic-based stem-cell seeded scaffold in a patient.
Our data were collected from preoperative and postoperative
in-vivo measurements and in-vitro studies. We applied
complementary methods to confirm findings. Even though
we now describe only one case of tissue-engineered tracheal
transplantation, the magnitude of data and the validation of
a specific mechanism suggest solid evidence. Our specific
findings are verified and discussed extensively in relation to
earlier findings from independent investigators. Moreover,
our data provide novel insights into cellular pathways.

We have also shown the possibility of stem-cell
mobilisation and the dynamic patterns and profile of
mononuclear cells in peripheral blood circulation.
Despite much progress in the clinical translation of
tissue engineered organs and complex tissues,” no safe
and suitable solution has been identified to successfully
replace the trachea.*® With a human decellularised
tracheal matrix, repopulated with in-vitro expanded and
differentiated autologous chondrocytes of MSC origin
and autologous epithelial cells via a novel bioreactor
system, the first-in-man completely tissue-engineered
trachea replacement was successfully done.’ This strategy,
improved by intraoperative graft seeding with autologous
cells (bone marrow MSCs and respiratory cells) and
conditioning with differentiation and tissue-protective
factors,™ was subsequently successfully used in patients
with both benign and malign airway diseases. However,
this approach has limitations—eg, a long period for the
decellularisation process (15-20 days), the need for
different patient-specific sizes, the risks for altering long-
term natural matrix mechanical properties, bacterial
contamination during the in-itro natural graft
manipulation, and, most importantly, the absolute
requirement of obtaining a donor organ.

The primary tumour of our patient involved the last
5 cm of the distal trachea along with the tracheobronchial

bifurcation, which represents an absolute contraindication
to any surgical resection. Because the patient had a tumour
recurrence with severe stridor, despite 70 Gy of radiation
therapy, and the waiting time for a donation would have
been unpredictable, we decided to attempt a curative
surgery by replacement of the resected airway with an
artificial POSS-PCU-based nanocomposite combined with
a novel pharmacological boosting strategy. This decision
was based on the fact that the POSS-PCU is biocompatible,
non-toxic, non-biodegradable, inert, and has negligible
immunoreactivity.” Additionally, it displays mechanical
properties, in-vivo chemical stability, and nanostructural
features,®” which approach the ideal for a bioengineered
tracheal implant. And, it is patient specific, since it could
be designed to replace not only the trachea but also the
bronchi, or a combination of both. Lastly, it can be
produced in a rapid and clinically appropriate timeframe.

Previous attempts to replace the airways of patients
with tracheal cancer with synthetic materials have been
unsuccesful because of graft’s limited cell seeding,
infection, migration, stenosis, necrosis, and ultimately
death of the patients.* These drawbacks are clearly related
to the fact that the trachea is notlocated in a mesenchymal
environment, but is in direct contact with the breathing
air, making infection and contamination more likely to
occur. Thus we used a bioreactor environment to reseed
the bioartifical scaffold with autologous mononuclear
cells. Results showed that 36 h of dynamic incubation of
the mononuclear cells in the bioreactor was sufficient for
them to adhere to the biomaterial. 2 days after seeding,
the cells exposed to the bioreactor formed dense clusters,
whereas those statically incubated were more evenly
distributed (webappendix p 17), indicating that the
bioreactor might help nested cells to proliferate. Antibody
labelling and morphological analysis showed the presence
of proliferating CD105+ cells with mesenchymal but not
haemopoietic phenotype within the graft. Although an
extracellular matrix (ECM)-like structure was observed
on the scaffold (webappendix p 17) after the reseeding
and bioreactor process, whether this structure is related
to the autologous serum or the production of ECM by
engrafted cells is unclear.

The most frequently reported airway complications
after lung transplantation are necrosis, dehiscence, and
stenosis, probably related to ischaemia of the transplanted
bronchus during the immediate period after trans-
plantation.? In this report, an avascularised, Y-shaped
nanocomposite was implanted and the initial fungal
infection had resolved within 4 months from trans-
plantation; later the endoluminal surface was partly lined
with respiratory mucosa, at which we noted nearly
healthy epithelium and proliferating endothelium. This
finding provides evidence that a bioengineered synthetic
tracheobronchial nanocomposite can be recellularised in
vivo with site-specific cells to become a living and
functional scaffold completely integrated into the
adjacent tissues. The measured levels of miR-34/449
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micro-RNAs, which have been proposed as poten-
tial biomarkers of terminal differentiation of airway
epithelium," suggest the presence of postoperative airway
epithelial differentiation in the patient.”

One of the key issues in a synthetic transplantation
setting is the recruitment of repair cells that promote
the integration and remodelling of the newly
transplanted material. The cellular components
contributing to regeneration can be recruited either
from local tissue or from circulating progenitor cells.
We observed HSC mobilisation together with increased
amounts of circulating MSCs, which contrasts with
previous findings® of no mobilisation of MSCs, when
G-CSF was used as mobilising agent alone. Indeed,
surgery-induced inflaimmation and chemokine and
anaphylatoxin release at the implantation site could be
the reason for the observed MSC mobilisation in our
patient. We detected release of a large array of soluble
mediators associated with wound healing, which could
promote MSC mobilisation, as previously reported by
other investigators.”” Additionally, G-CSF induced
neutrophil expansion, and release of proteases, which
we also detected, could have promoted progenitor
mobilisation.” Progenitor mobilisation presumably
occurs by weakening their anchoring within the niche,
either by degradation of the anchoring ECM components
or their retention factor SDF-1a itself.*® Bone marrow
progenitor cell activation, recruitment, tissue repair,
and local immune suppression at the surgery site could
be enhanced by blood activation products, such as
C3a and thrombin,**which were formed upon scaffold
implantation. We detected a strong systemic release of
growth factors and matrix metalloproteinases, which
are probably produced by recruited progenitor and other
immune cells. Furthermore, we recorded a substantial
and very early increase of the epoetin-receptor expression
with simultaneous upregulation of antiapoptotic genes,
such as BCL2L1. During inflammation, trauma cytokines
are released which upregulate epoetin receptors but
inhibit tissue protection by downregulation of local
epoetin production and antiapoptotic downstream
pathways, favouring cell apoptosis. To avoid this early
postoperative absence of local epoetin production, we
administered regenerative (500 UI/Kg) epoetin doses,
aiming to favour and trigger early local tissue protection
and regeneration.

Taken together, these results provide evidence that
a successful organ regeneration strategy has been
accomplished (panel). The successful overall clinical
outcome of this firstin-man bioengineered artificial
tracheobronchial transplantation provides ongoing proof
of the viability of this approach, in which a cell-seeded
synthetic graft is fabricated to patient-specific anatomical
requirements and incubated to maturity within the
environment of a bioreactor. Additionally, in-depth cellular
biochemistry analyses have provided new insight into the
mechanisms by which the so-called pharmacological
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boosting factors contribute to cell mobilisation,
differentiation, and ultrastructural organisation of the
fully engrafted tracheobronchial construct.
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