Notes about Oncology papers 

A long-term follow-up study reported 11 years after the original study (ref. 5)
Evidence (ref. 1314), which became available after ref. 5 was published, seems to have given the authors reason to reanalyse the data from ref. 5. 

Abbreviations
AC: 4 cycles of iv doxorubicin 60 mg/m2 and cyclophosphamide 600 mg/m3
DDC: dose dense chemotherapy
DFS: disease-free survival
DLCO: carbon monoxide diffusing capacity 
DRDI: DDC-related DLCO injury, i.e. maximal DLCO reduction of more than 20 %.
G-CSF: granulocyte colony-stimulating factor/growth factor 
P1P4: P1 baseline, before DDC; P2after AC; P3after T; P4long-term follow-up at different times 
PFT: pulmonary function test
P1 PFT: PFT taken at the time P1
T: G-CSF support every 14 days followed by 12 doses of weekly iv paclitaxel 80 mg/m2
QoL: quality of life

Definitions 
Anthracyclines: a class of chemotherapeutic drugs extracted from Streptomyces bacterium; e.g. doxorubicin and cyclophosphamide
DLCO recovery in the follow-up cohort: difference in percentage from baseline between the DLCO value at P4 and the lowest DLCO value at either P2 or P3. 
Taxanes: cytoskeletal disruptors or microtubule-targeting agents; a class of diterpenes; e.g. paclitaxel. In the nucleus of the dividing cell, they bind to the microtubules and stop reproduction.

Alternative title
Pulmonary diffusion capacity in breast cancer patients treated with dose-dense chemotherapy long-term prospective follow-up of pulmonary and oncological outcomes

Alternative introduction 
[bookmark: _Hlk60250305]Commonly used breast cancer treatment – DDC protocols (AC-T regimen)10,11 combined with growth factor support and radiotherapy – is associated with diverse short- and long-term sequelae for various reasons.  Among BC survivors, fatigue is the single symptom that mostly affects QoL.4 A possible cause may be mild persistent pulmonary injury (DLCO) from either chemotherapy, 
radiotherapy or both.2 

Papers published after our original study (34 women included 2006–07)5 – focused on DLCO changes during DDC administration – of this follow-up cohort, recommend that DCLO values should be recorded as a percentage of the predicted value based on height and age,13 and that at least 16% difference in DLCO is necessary to be deemed significant because of large intersession variability.14  

In our original study , we found that 59% of patients had a relative DLCO decrease of at least 20% from baseline, and that the mean absolute DLCO decrease was 16%. To document long-term outcomes in accordance with the latest recommendations,13-14 and to report meaningful differences between the original and follow-up cohorts, we reanalysed the DLCO data from the original study.5 To reduce confounding, DRDIs were defined as DLCO reductions of more than 20%.

Analyses were corrected for hemoglobin, which along with age, weight, smoking history, chronic lung diseases and menstruation cycle, can influence the DLCO results [14o–16o].	Comment by Kari Skinningsrud: References that end with o are from the original study (ref. 5 in the follow-up paper)

Long-term results after adjuvant cyclophosphamide-and-doxorubicin containing DDC have been reported,6 but the patients assessed received 5-fluorouracil as additional treatment, were administered DDC every three weeks (vs two weeks in our study), and did not receive paclitaxel.  

In this follow-up of our DDC cohort, our aim was to document long-term outcomes – pulmonary and oncological – as well as impact of treatment and patient characteristics on DLCO recovery. 



Figure which could be included in results Flow of patients from the original to the follow-up cohort 


34 in original cohort

4 did not undergo P3 PFT 
3 were missing at the time of the follow-up




27 follow-up P4 PFTa



2 were excluded because P4 PFT 
was done after recurrence of breast cancer


25 follow-up cohort




aIncluded after a median of 27 months (range 897) from onset of DDC 
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