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Veldrevet hospital i transformation

Vi gor
det nodvendige

og tilstraekkelige

Ressourcer

« Viveelger klogt og giver det rette
tilbud til den enkelte
« \ieren baeredygtig organisation
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Veldrevethed handler om at anvende de ressourcer, vi har, sa de
skaber mest mulig vaerdi for patienterne og sikrer en basredygtig
organisation. Effektiv ledelse og faelles styringsredskaber, klare
mal, veldefinerede processer, et godt arbejdsmilj@ og en staerk
kvalitetskultur bidrager bl.a. til veldrevethed.

Vi kan ikke blive ved med at drive hospital pa samme made som
vi g@r nu. Sa kommer vi til at mangle ressourcer og
kapacitet. Derfor har vi brug for transformation:






f\r Aktuelt

I . Lxgefaglige direktorer: Vi vil stgtte
it med || legerneiat prioritere
\\ ba n‘ng. f\\, Hospitalslaegerne skal have frihed til at prioritere mellem patienter,
\ \Sesop I < i .
\ \ede R sa de, der traenger mest, behandles forst. Det kan politikerne ikke,
\ R og det ansyacydlyi bizaloe logorne med at lafte ckriver fo

legelige

Ledelsesopbakningen geelder

for alle faggrupper
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PROCES OMKRING LUNGE NET

;f Forundring/nysgerrighed

q Unders@gelse - forskningsprojekt

Fremlceggelse kongres
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Prognosis of Patients with Bronchopulmonary Neuroendocrine Neoplasms in a
Tertiary Neuroendocrine Tumor Centre of Excellence.

Rewitz KS, Granbask H, Tabaksblat EM, Dahl Baunwall SM, Dam G.

Neuroendocrinology. 2022;112(12):1214-1224. doi: 10.1159/000525379. Epub 2022 Jun 7.

PMID: 35671706

INTRODUCTION: The European Neuroendocrine Tumor Society (ENETS) reports variables of prognostic
significance in bronchopulmonary neuroendocrine neoplasms (BP-NENSs). The aim of this study was to

investigate prognostic factors, recurrence-free survival (RFS), and overall sur ... B

Recurrence Rates and Patterns after Radical Resection of Lung_Carcinoids.
Askildsen E, Soldath P, Langer SW, Andreassen M, Knigge U, Petersen RH.

Cancers (Basel). 2024 Aug 27;16(17):2978. doi: 10.3390/cancers16172978.

PMID: 39272839 Free PMC article.

Atypical lung carcinoid (AC) is widely accepted to recur more often after radical resection than typical

lung carcinoid (TC). ..We retrospectively reviewed files from patients with AC and TC who had been

radically resected at our European Neuroendocrine Tumo ...
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Baggrund

Er der undergrupper
uden tilbgefald

Vceksthastighed ?
Lymfeknuder?

Tumorstarrelse
100

60

40

20
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Baggrund

LUNGE NET
Typical carcinoids (TC) Well-differentiated <2
Atypical carcinoids (AC) Well-differentiated 2-10 Yes/no

é Kirurgisk resektion - oftest med kurativt sigte

t Lav risiko for recidiv og god prognose

Langvarigt og ekstensivt follow-up program efter kurativ )
kirurgi e

a?> Ingen skelnen mellem TC og AC - pd trods af at TC har bedre prognose
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Baggrund

FOLLOW-UP PROGRAM

CT scanning af thorax og abdomen

« 0-24ar: Halvarligt
« 2-54ar Arligt
« 5-104r Hvert andet &r

« Efter 10dr. Individuel vurdering
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Baggrund

FORMAL

« At se pd risikoen for tilbagefald hos patienter med typisk lunge
carcinoid (TC) efter kirurgi (kurativt sigte)

« At diskutere, hvorvidt det nuvcerende omfattende og
langvarige kontrolforlgb kan retfcerdiggaeres
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Metode

DESIGN OG

STATISTIK 2009 -

- EHE

BB

AUH

2020

Rigshospitalet

Patienter med Typisk lunge NET behandlet med kurativt sigte,

dvs.:
* Ingen metastaser

« Hele tumor fjernet (RO-resektion)

Fulgt fra operationsdato indtil
* Recidiv
* Dgd (competing risk)
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Administrativ end of follow-up (maj 2024)




Resultater

ALLE PATIENTER

(e 330 patienter

—h 2,806 ar
BHl  Median: 8,1 &r (IQR: 5,9 - 11,2)

@ 10 recidiver

10 ars kumuleret risiko for recidiv:

Alle patienter: 3,4 % (95% Cl: 1,7 - 6,0)
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5% -

4% -

3%

2%

Cumulative Incidence

1%

0%

Kumuleret risiko for recidiv

Atrisk: 330

327

320

316

4

Follow-up time (years)

307

5

278

6
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Resultater

N-STATUS

Table. Summary of baseline characteristics

All No recurrence | Recurrence 16% - _ o 1.

p < 0.001

N + 40 (12%)  34(11%)

6% -

T-classification 14% -
T1-T2 309 (94%) 300 (94%) 9 (90%) 129,
T3-T4 21 (6%) 20 (6%) 1(10%) 3
N-classification @ 10%-
N - 290 (88%) 286 (89%) E N
o 8% -
:é — N+
@
=0
€
|
O

4%

2%

10 ars kumuleret risiko for recidiv: —
0% |

N' ],6% (95% Cl: 0,5_3,8) T T T T T T T T T T T
N+ 15,6 % (95% Cl: 6,3 - 28,8) 0 1 2 3 4 o 6 7 8 9 10
Follow-up time (years)
Atrisk:
N- 290 288 284 280 273 248 218 180 151 127 100
N+ 40 39 36 36 34 30 28 24 19 17 14

COT IV
N e,
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Diskussion og konklusion

Risiko for straleinduceret cancer ved
kontrolprogram!

» Kvinde, 18 ar: 3,1 %

» Kvinde, 30 ar: 1,4 %

* Tilbagefald 1,6% (1/4 blev behandlet igen)

1 Heijboer et al., Lung Cancer, 2024
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Follow-Up is Not Justified in Patients with Typical Lung Carcinoids Treated with Curative Intent
J , K.5. Rewitz™23 P lepsen'?7 L. Knigge® | Langer® 519 R.H. Petersen®>5, M. Andreassen

Department of Hepato logy & Gastroenterology, Aarhus University Hospital, Aarhus, Denmark “EMETS Center of Excellence, Aarhus University Hospital, Sarfius, Denmark IDepartment of Clinical Medicine,
Asrhus University, Asrhos, Denmark "szarr:nen: of Cardiothoracic Sungery, Rigshospitalet, Copenhagen, Denmark SEMETS Center of Excellence, Rigshospitalet, Copen hagen, Denmark

Poster ID:
‘Department of Clinical Medicine, University of Copenhagen, Copenhagen, Denmark *Department of Clinical Epidemiology, Sarhus University Hospital, Aarhus, Denmark 'Elepurtrn:n: of Gastraintestinal Surgery,
Rigshaspitalet, Copenhagen "IJ-:parl'.mEnt af Nephrology and Endacrinalagy, Rigshospitalet, Copenhagen, Denmark FDepartment of Oncolegy, Rigshospitalet, Copenhagen Al?
Background Aim Results
. o N : P[i““r!.l aim = 330 patients included in the analysis
ly,  TyPica 4 Carcinoids | L"T'Cl:jMENa]r;fthhr_ll-dlﬁerenhatcd To investigate the risk of recurrence in patients with TC treated with : ;"“‘”‘"‘"" [P z-m‘:;“"'“- median £ 1 year: {IQR: 5.9 -11.2)
& neurgendocring nedplasm & lung. -l - - — o _ = Fatients with recurmende
surgically curative intent, focusing on the prognostic significance of N- and « 4 without lymph node inuolvement at diagnosts
after treatment with curstive intent, recurrences are T-status. = &with lymph node irchement at diagnasis
rare, and TC zre associsted with a wery favorable secondary aim = ID-year cumulatiee risk of recurrence for patients without lymph
prognosis mode involvement: LE%

To discuss the justification of the currently recommended comprehensive

and leng-t=rm follow-up program in these patients. Table 1. BaseSine characteristics at tme of SUTRETY. * s o s

0
T i (5271 65 [55-58]

Femala sax 731 [72%) A [a0ssh

Turmeor location**

The prognostic significance of hymph-node status and
tumar size on recurrence risk is unclear

Current follow-up guidelines from ENETS and ESMOD
recommend comprehensive and long-term follow-up

145 [48 %} 5 |56 M|
including regular computed tomaegraphy (CT) imaging CON CLUSIO N 156 [52 %} A [44.%]
with substantial radiztion exposurs.
EL ] 9 |S0%)
Patients with TC without lymph node involvement 30 (%) 1 (205}
Methods i z
e have very low risk of recurrence T pp—
Patients includs 3811%] & [E0%}
Aarkbus University Hospital | Rigshaspitalet, Copenhagen - Fgure 1. Cumubtive incdence (rsk of recunence] according to lenph
EhETE Coe S The benefits of the current follow-up program are o #
EEE EEE outweighed by the substantial radiation exposure s
and derived risk of radiation-induced cancer gs 3 |
* Fram 2008 - 2020: Al TC patients diagnosed at the two centers result of the follow-up program E “
WENE assessec [ L. :I
¢ Inclusion criteria : -
*  TC patients treatec with surgical ourative intent - - H = = - a SR NN L1 9RO 21 -380
Nev st matastases M0} We recommend tailoring the follow-up program " o ) L1 N I
Statistics based on lymph node status, with node-negative -
Statistics -
=+ Aalen dohansen method to estimate the cemulative incidence of FatiE“tS hEi“E excluded from lE‘EUIﬂr fﬂllow—up P23 4 b 8 T 8 F oW
recurrence at I, 2, 5, and 10 years, treating death as a competing risk e =
*  Fine Gray subdistribution hamrd ratios to evaluate the effect of bymph program:s T T T -
node insalvement |yes vs no)and tumer sine (T1-T2 vs T3.T4) L % ® W ¥ ¥ ¥ B M ¥ i
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with I:m:rmcnl;, riothing |s mertioned about d.:grm:: rmu the dagnass was made, imaging, Ristalogy confirmation prior o surglcal inberverzion.

Collection of Information: “AN recurrence were revewvwsed by an experience cinlcian andfor pathalogist.” This sentence oould be Incuded in recumrence section.
Statistical First few lines cousd come Eo: initlal part of study design.

Armults:
Follow up time: at mary places avthors hase mentioned 280G years, 2483 years, 323 years ebc: reed to comect (.
Last bne for results: tumour stre did not affect the risk ... @ this needs ta be rephrased

Discussion part: Authors mertion thet TC patieris with LN negative should be dsdharged after radcal surgery: what ane the'r views on post operabve functional iImaging ard ooss sectional imaging to condinm no local discase?
Authors should reviow a recent study: irvoiing 10244 patients from UK and US database: bbbps:/del 0rg/ 10,1 S30VERC-F5-0211 (Mare Line El Asmar ot at, Endocrine relsted cancer EAC-25-D211)

Referee: 2

Commenis ba the Author
This Danish muticerzer ENETS Centers of Excellence cohort study anatyzed 330 patients with typical lung carcinaids {TC) treated with radical sungery betvween 200% and 2020 Median follow-up was 8.1 years. Gverall, the 10-yeer cumulatve recurrence rsk was 3.4%, but b was onty 1.6% in node-negative

patieriis versus 15.6% in those with lymgh rode invelvemert (SHR 11,1, p<0.001). Tumar 52e had ne significant mpact on recurmenoe. Most recumences were detected by routine faliow-up imaging, but In node-regative petients, ondy ane of four recurrences led o ourative-intens treatment. Gheen the low
recurrence risk and potential harmes from surveilance (rad ation, false postives), the authors recommend omitting regular follow-up In node-regative TC patients, whike contiruing it for node-positve cases.

Wihlle the dataset bs sizeabie and the analytic framework emplays appropriste competing-risks methods for the primary endpoint, there are severzl imisations to be dsossed.
1. The study design s a retrospective historical oohart drawn from beo ENETS Certers of Exceliance, with Inclusion restricted to histalogically confirmed typical card noids resacted with curative intent (RO, MO} Athough such a restriction reduces heterogenety, it sisa rarrows external val dity to high-volume
expert settings. Surgical quality, perioperative staging, and multdsdplinary adjudication in ENETS centers may not refiect commun ity practice, where understaging and variation in resection/ systematic nodal dissection are more frequent; recommendations based on this expenence may therefore ot bransiate

o brosder healthcare ernironments. The suthars themselves acknowledge the predominance of kbecomsy, the relathsely smal fumars, and the expert context, all of which sekect for favorabie blology and metiodious cane pathways, thereby potentlally depressing chserved recurmence ris refathoe bo avenage
practice.

2. Acenkral threat to valdty & differeriial staging inbensity across procedures. Aratomical resections were acoompanied by systemat'c nodal dissection, wheness wedge resectiors wsed nodal samging "based on the sungeon's disoretlon.” This leaves roam for coout N discase beirg misclessPed 25 MO, particularty
ri the 12% wha underwent wadge resection; notably, three af fen total recumences cocurred after wedge resection. Even IF the authers refrain from csusal interpretation due ta lew counts, disoreticrary nodal sampling can blas the apparant progness of “node-negatve” paterts downward by moving seme
truly node-positive patients into the ND stratum, theretry dilubing the risi estimate that undenpins the proposed polcy change. & sensitivity analyss excluding wedge resections or restricting to patients with werified systematic nodal dissection wouid help quantify this blas.

3. The defritlon ard ascertairment of recurrence combine Ristologic comfirmation wikh multidscptnery consensss In cases detecied radologically but not blopsed. Whike pragmetic, this compaosite endpaing risis incorparation and clessfoation bWas, mainly because the bwo cenbers wsed d fferent sureedllanos
schedules and medalites (e.g., MRI abdomen instesd of CT in younger patents at ore certer), which may influerce the probabiity and tming of detecting smail, asymptomatic everts. Without adjustment for conter-level diferences in survelllsnce intersity and iImaging maodality, heterogensity in detection
could ekher inflate ar deflate recurence inddence dfferentially across subgroups, chalienging the comparabiity of cumuiztive incdence aoross the MO 2nd N-positive streta and institutions.

4, The handling af competing risks |s broasdly appropeate for estimating crude probabl ity of recurrence; the Asier-Johansen estimator with death as 2 competing event 2igrs sith the dinkcal estimand. However, the manusoipt asserts that "death dus to TC weould heave been preceded by a detectabie recurmenee,”
and on that bas's assumes that recurrence does not ooour wetll detection. Inreal-world follow-up, particularty with staggered imaging, some patients mey de of discase or dsease-related causes withow interval documentation of radoiogic recurrence, leading to informiative misdassification: |abent recurmenoes
can be absorbed into the competing event. This structural assumption biases the cumulativee incidence doswsnward f undetecied reosmences coour between scheduled scans or after cessathon of folow-up, and R ako complicates the interpretation of the Fine—Gray subdisiribution hazards IF ascertanment
depends o suredllance schedule mtensity. A sensitivity analysis varging the detection assumption, or an lliness-death multi-state approadh, would better characterize this croertainty.

5. The madelng strategy limits inferanoe. The authors fE oniy unheariabie Fire-Grey models for lymph node status and tumaor size, 'With ben total everis, model persimony |5 necessary; nanctheless, unhvariable estimabes risk corfounding by fectors cormelsted with M-stabus, =uch as cenbral versus peripheral
coation, procedure type [wedge vs segmentectomy vs lchectomy ), Ki-67, mitatic count, and age. Even a constrained mu kivarsbie spproach with peralization or propersity score weighting could help test the robustness of the nedie effect. As preserted, the strikng subdistribution hazard rath for M-positedty
{SHR 11.1} b accompanied by an extensive confidence imbardal (3.1-33.0), reflecting extrems imprecsion and leaving the tnue magnitude vncertain. Corwarsely, the null finding for tumaor size (SHR 1.7; 95% CI 002-13.3) & aimast certaindy underpowered 2nd should nat be overintenpresed as evidence of
the ahsenoe of effect. These features argus far caution in transisting the point estmates nte practioe recommendations.

&. Missingness and clasdfication issues ane insufficently detalked. Thirteen patients are bsted as Ky, but it is unchear haw they were handied in the exposure defintion far the Fine-Gray madels that dichotomize nodal status as “yes s nos” Inclusion af M within the “no” category waould bias estimabes towssard

the nul If any of these patients were node-positve but not sempled. Smilarly, tumer locaton |s missing in twenty-one patients, and KH&T s missing |n four, yet there (s no desaiption of imputation strategies or compliete-case analyses. A trarsparent accourting of missing data and a senstiviey analysis
exciuding Ny of Lsing multiphe imputation would strengthen credibiify.

7. The endpoint strategy does not account for competing dinkczily rekeveant outcomes af surveifznce beyond recurmence. The recommendation to cease imaging innode-negetive patients |s supported by an extemal moded ing study af redation-induced cancer risk under specific protocals, and by 2 survey from
MNECLC surveilance desorbing doesnstream testing from false pesitives. Howsever, the manuscript does not guasttfy pobentis! benefibs unigue o this populatien, sudh as detection of second primary lung carncers or actionable non-carcinaid frdings, nor does (b recalbrabe radiation modelng ta the two-center
schedules used here (which indude MRI abdomen far younger patients at one center, patentially reducing dose). The net-bencfit argument, therefane, relkes on non-specific external evidence rather than an anatysis af benefit=harm trade-offs in the present cohart. Incorporating 2 center-specific estimate of
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ANBEFALING OG GUIDELINE

» Patienter med TC uden lymfeknudemetastaser behandlet
med kurativt sigte har meget lav risiko for recidiv og ber
ekskluderes fra follow-programmer.

* Patienter med lymfeknudemetastaser bar fortsat falges efter
nuvaerende anbefalinger.

* Indfert i DK (Uni-5)
« ENETS -lung task force
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