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lobectomy: a prospective pilot study

Lin Huang', Henrik Kehlet*'® and René Horsleben Petersen’

Abstract

Background: Minimally invasive surgery combined with enhanced recovery programmes has improved outcomes
after lung cancer surgery and where early mobilisation may be an important factor. However, little is known about
pulmonary function and oxygenation during mobilisation after video-assisted pulmonary lobectomy. The aim of this
prospective pilot cohort study was to explore the effect of postural changes (from supine to sitting to standing) on
pulmonary function and oxygen saturation in a well-defined enhanced recovery programmes setting after video-
assisted thoracoscopic surgery lobectomy.

Methods: A total of 24 patients were evaluated daily for postoperative pain score, pulmonary function (forced
expiratory volume 1s) and oxygen saturation in supine, sitting and standing position from 6 h after surgery to 6 h
after chest drain removal.

Results: Mobilisation from supine to standing position showed a significant 7.9% increase (p = 0.04) in forced
expiratory volume in 1s percentage and oxygen saturation about 1.8% (p< 0.001) without increasing pain (p = 0.809).
Conclusions: Early mobilisation should be encouraged to enhance recovery after video-assisted thoracoscopic surgery
lobectomy by increasing lung function and oxygen delivery.
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Introduction

Pulmonary function is known to decrease after major
surgery including thoracic surgery (Craig 1981) with
potential consequences on risk of pulmonary and other
complications. Although postoperative changes in pul-
monary function may be related to pain and the surgical
stress response (inflammation), body position may also
be important, since moving from supine to sitting or
standing position may improve pulmonary function
(Craig et al. 1971, Meyers et al. 1975, Hsu and Hickey
1976, Bonnet et al. 1988).

Although the concept of “fast-track” or “enhanced
recovery” surgery (ERAS) from the beginning included
early mobilisation (Kehlet 1997), little information is
available on the effect of postural changes on pulmon-
ary function and oxygenation in ERAS programmes
including minimal invasive surgery (Balvardi et al.
2021), despite initial observations in non-ERAS open ab-
dominal surgery showing improved oxygen saturation
when moving from supine to standing position (Mynster
et al. 1996).

Improvements in care and surgical technique with
minimal invasive thoracoscopic surgery (VATS) have
improved pulmonary outcomes combined with ERAS
implementation (Batchelor et al. 2019), but specific
studies on the role of posture on lung function and
oxygenation are not available.

Consequently, the aim of this study was to explore the
effect of postural changes on pulmonary function and
oxygen saturation in a well-defined ERAS setting after
VATS lobectomy.

Methods

Study design and patient selection

The study was exploratory, prospective and observa-
tional, adhering to the Strengthening the Reporting
of Observational Studies (STROBE) (Gharaibeh et al.
2014) and approved by Danish Regional Ethics
Committee (H-20041481) and registered in the
Danish Data Protection Agency (P-2020-791) and
ClinicalTrials.gov (NCT04508270). Written consent
was obtained from all participants.

Patients (age > 18years) who spoke Danish and
were scheduled for VATS lobectomy from September
08, 2020, to December 17, 2020, at the department of
Cardiothoracic  Surgery, Copenhagen University
Hospital, Rigshospitalet, were approached for inclu-
sion. Exclusion criteria included bilobectomy, seg-
mentectomy, wedge resection, lobectomy combined
with other surgical procedures, thoracotomy, unable
to stand up, unable to discontinue oxygen therapy in
the first postoperative 6h or unwilling to complete
lung function or oxygen saturation test. All patients
received a standard perioperative care with intubation
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with intravenous inhalation anaesthesia and multi-
modal pain management as published previously
(Hansen and Petersen 2012, Wildgaard et al. 2012).
Since no similar study has been published, we did not
conduct a formal power calculation. Given reasonabil-
ity and feasibility (Hertzog 2008), we planned to in-
clude 24 patients, viewed as a detailed pilot study
before embarking on a large outcome trial.

Collection of demographics and clinical data

Age, sex, body mass index (BMI), American Society of
Anaesthesiologists classification (ASA), comorbidity
[Charlson Comorbidity Index (CCI)], smoking situation
(never smoke, current smoker or former smoker),
duration of surgery, blood loss, duration of chest
drainage and length of hospital stay (LOS) were
extracted from the electronic medical records (Epic,
Madison, Wisconsin).

Measurement of pulmonary function, oxygen saturation
and postoperative pain

When the patient was awake without continuous oxygen
therapy after 6h from the end of surgery (POG6h),
pulmonary function and SpO, was measured in supine,
sitting and standing position. Simultaneously, postopera-
tive pain was evaluated.

The process was repeated on the morning of the
postoperative day 1 (POD 1), POD 2 and 6h after
chest drain removal (PODRG6). After 15 min rest, the
measurements were done in supine position,
followed by a 5min interval before changing to the
next posture. Each patient was assessed three times
with every posture, using the best value for
calculation.

SpO, was monitored via an oximeter, Vitalograph®
copd-6™ (Model 4000 respiratory monitor, Vitalo-
graph, Ennis, Ireland) probing left index finger. A
respirometer, PureSAT® (Model 2500 pulse oximeter,
Nonin medical, Inc., Plymouth, MN, USA), was used
to assess pulmonary function, including forced expira-
tory volume in 1s (FEV; and FEV;%). Postoperative
pain was measured by numeric rating scale (NRS)
with eleven-point numeric range (from ‘0’ no pain to
‘10" worst pain).

All data was anonymously stored on Research Elec-
tronic Data Capture (REDCap™) tool (Harris et al. 2009).

Statistical analysis

The distribution of continuous variables was evalu-
ated via Kolmogorov-Smirnov and Shapiro-Wilk
test. Variables with normal or non-normal distribu-
tion were presented as mean and standard deviation
(SD) or median and interquartile range (IQR), re-
spectively. Categorical variables were showed using
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frequencies (percentage). A mixed-model analysis of
variance (ANOVA) with Tukey correction was used
to assess differences of repeated measurement in
SpO,, FEV1% and NRS (supine, sitting and standing
at PO6h, POD 1, POD 2 and PODR6. A p value of
<0.05 was chosen as statistically significant. The
statistical software SPSS (version 25.0, IBM-SPSS
Inc., Armonk, NY) and R (version 4.0.3, R Founda-
tion for Statistical Computing, Vienna, Austria) was
used for analyses.

Results
Of 47 eligible patients, 24 patients meet the inclusion
criteria for final analysis (Fig. 1).

Patient demographics and clinical characteristics
are shown in Table 1 and are not deviating from a
conventional series of VATS lobectomy (Hansen
and DPetersen 2012). Patient median age (IQR
[range]) was 71 (66, 72 [57, 81]) years. Mean (SD)
BMI was 26.9 (5.4) kg/m> Most patients had a
smoking history, including 15 (62.5%) former
smokers and 4 (16.7%) current smokers. The median
(IQR [range]) of CCI was 1.5 (1.0, 3.0 [0, 9.0]).
Mean (SD) duration of surgery was 96 (22) min and
blood loss 47 (74) ml. Of note, duration of chest
drainage was short (median 1.0 days, mean 1.5 days)
as well as length of hospitalisation (LOS) (median
2.0 days, mean 2.2 days).
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Postoperative changes in FEV;%, SpO, and postopera-
tive pain (NRS) are detailed in Table 2 and Fig. 2. The
data on changes in FEV%, SpO, and NRS are shown in
Fig. 2. The overall results showed a significant increase
in all parameters after mobilisation from supine to
standing, except pain (mean FEV% 7.9%, 95% CI 2.08 to
12.96, P = 0.04; mean SpO, 1.8%, 95% CI 0.99 to
2.70, P < 0.001; mean NRS 0.3, 95% CI - 0.62 to
1.06, P = 0.809).

Mean FEV % increased from supine to sitting 3.7%
(95% CI 2.1 to 5.4, P = 0.012) on PO6h, 3.0% (95% CI
1.4 to 4.6, P = 0.014) on POD 1, 3.3% (95% CI 0.5 to 6.1,
P = 0.014) on POD 2 and 4.5% (95% CI 3.0 to 6.1, P =
0.013) on PODR6. From supine to standing, there was a
further increase to 9.3% (95% CI 6.4 to 12.1, P = 0.004)
on PO6h, 7.3% (95% CI 4.6 to 10.1, P = 0.005) on POD
1, 7.2% (95% CI 2.2 to 12.1, P = 0.005) on POD 2 and
7.8% (95% CI 5.1 to 10.5, P = 0.004) on PODRS6, but
without a difference in FEV,% from sitting to standing
(Fig. 2A).

Mean SpO, from supine to sitting increased 0.7%
(95% CI 0.1 to 1.3, P = 0.002) on PO6h, 1.6% (95%
CI 1.0 to 2.1, P = 0.001) on POD 1, 1.3% (95% CI 0.3
to 2.3, P = 0.001) on POD 2 and 1.5% (95% CI 1.0 to
2.1, P = 0.001) on PODR6. From supine to standing,
there was an even more pronounced increase of 1.3%
(95% CI 0.4 to 2.2, P = 0.002) on PO6h, 2.0% (95%
CI 1.3 to 2.9, P = 0.001) on POD 1, 1.9% (95% CI 0.4
to 3.4, P = 0.001) on POD 2 and 2.3% (95% CI 1.4 to

13 patients excluded

-1 patient < 18 years

-4 patients who could not speak Danish
-6 patients refusing to join

-1 patient missed interview

-1 patient with mental disease

10 patients withdraw

-1 patient converted to segmentectomy
-2 patients resected more than one lobe
-5 patients with oxygen dependency

-2 patients rejecting to targeted test

Fig. 1 The flowchart of patients enrolled, included and analysed

47 eligible patients

v

34 patients included

v

24 patients analyzed
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Table 1 Participants demographic and clinical characteristics

Variable
Age?, years 71 (66, 72 [57, 81))
Sex©
Male 12 (50)
Female 12 (50)
BMI®, kg/m? 269 (54)
ASA®
1 0
2 3(125)
3 21 (87.5)
>3 0
Smoke status®
No smoke 5(20.8)
Former smoker 15 (62.5)
Current smoker 4 (16.7)
FEV,%"° 925 (19.1)
SpO,®, % 97.1 (16)
Chronic pain© 2(83)
Charlson Comorbidity index® 1.5 (1.0, 3.0 [0, 9.0))
Duration of surgeryb, mins 96 (22)
Blood loss®, ml 47 (74)
Duration of chest drainage®, days 1.0 (1.0, 20 [0, 7.0])

20(1.0,2.8[1.0,80])

ASA American Society of Anaesthesiologists classification, BMI body mass
index, FEV;% percentage of predicted forced expiratory volume in 1s value,
SpO, oxygen saturation

“Value presents as median (interquartile range [range])

bValue presents as mean (standard deviation)

“Value presents as frequency (percentage)

Length of hospital stay?, days

3.1, P = 0.001) on PODR6. Changing posture from
sitting to standing did not significantly increase mean
SpO, (Fig. 2B).

Postoperative pain did not increase during mobil-
isation (Fig. 2C).

Discussion

Summarising, these first data on the effect of well-
defined mobilisation (change of posture from supine to
sitting to standing) after fast-tracking VATS lobectomy
confirms previous findings from non-ERAS open
abdominal surgery with improved oxygen saturation
during mobilisation (Mynster et al. 1996). Although
early mobilisation has been advocated as part of an
ERAS programme from the very beginning (Kehlet
1997), detailed data on the degree of mobilisation are
scarce (Basse et al. 2002; Fiore Jr. et al. 2017;
Balvardi et al. 2021). However, an early mobilisation
programme with objective assessment of degree of
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mobilisation (step count) and aiming at 200 m walk/
day by staff-assisted transfers did not find any positive
outcomes at 4 weeks postop in ERAS colonic programme
(Fiore Jr. et al. 2017). Similarly, from the same trial, this
mobilisation regime did neither positively influence pul-
monary function and outcome from days 1-3 postopera-
tively. However, there was no mentioning of a potential
association between pulmonary function during the
mobilisation. Also, the compliance with the mobilisation
programmes was not complete or analysed in detail
(Balvardi et al. 2021).

Since bed rest per se may have detrimental effects on
several organ systems (Harper and Lyles 1988), early
mobilisation continues to be rational to improve func-
tion such as muscle function and decreased risk of
thromboembolic complications. However, the problem
to show the exact differential effect of early postopera-
tive mobilisation on outcome has been difficult and
probably not realistic due to the multimodal interven-
tional nature of enhanced recovery programmes
(Kehlet 2020). Nevertheless, the present data and the
similar observations from non-ERAS open abdominal
surgery (Mynster et al. 1996; Basse et al. 2002) serve as
a major stimulus for the integration of enforced early
mobilisation in perioperative care and which may be of
special value when performing pulmonary surgery with
an inherited risk of pulmonary complications (atelec-
tasis, pneumonia, respiratory failure, etc.) and need for
oxygen support (Kaneda et al. 2007). Consequently, the
enforced early postoperative mobilisation should des-
pite some negative long-term data from an ERAS co-
lonic programme (Fiore Jr. et al. 2017; Balvardi et al.
2021) be prioritised in nursing care and studied in
more detail with objective monitoring of mobilisation
in VATS and other pulmonary procedures. In this con-
text, reasons for not being mobilised should be ana-
lysed with regard to organisational vs. patient-related
factors. Importantly, early mobilisation may be hin-
dered by early orthostatic intolerance (Jans and Kehlet
2017, Nakada et al. 2021) calling for further studies on
the pathogenic mechanisms and prevention (Jans and
Kehlet 2017; Kehlet 2020).

The strength of this study includes the detailed
methodology with well-defined measurements in dif-
ferent body positions. Despite of a small sample size,
there were valid outcomes without missing data. The
limitations include a lack of a formal power calculation
being a first and explanatory pilot study. Furthermore,
the activity may not have had enough discrimination
between sitting and standing, and a longer walk pro-
cedure may have improved the design. Finally, the clin-
ical outcome implementations of the relatively small
changes in FEV;% and SpO, during mobilisation need
to be addressed in future larger trials.



Page 5 of 7

(2021) 10:26

Huang et al. Perioperative Medicine

uoneinies uabAxo ¢0ds ‘lenowas ulesp
1592 Jae Y 9 94JOd ‘Aep aanesadoisod god ‘A1961ns Jo pus ay) wouy Y 9 Jalye y9d ‘uted aannesadolsod Buissasse 1oy jeds bulies [edLUSWNU SYN ‘SNJeA S | Ul Swn|oA Aiolesidxa padioy paidipaid Jo sbejusdiad 94434
(uoneIASp piepuels) Ueaw MOYS sanjep

R (Cren 4 1)Ll N9l (€9l (1'1) 90 ¥ 0¢ (L0 6T (S0 ST (Loce (S0 e (S0 ¢ce o ve rove o 1c SdN
1ocse (dvve ((096ce ([@Dese @LLve Wavee (L09ve (LdTve (099t Wl)ese ((Lese ©0D9ve (Ldcse ([@0)ove (09 veo % "“0ds
(8 vy wol) L'ly  (€91) 99¢  (S¥l)98E (O¥l) L¥E (6€EL) ¥lE (091) 86€ (STl) §6€  (FEL) ST B¥L) ¥ay (SEL) 89 (Svl) L'ee (€91 L1y (Cvl) 9LE  (O¥L) g€€ %'A35

Buipuers Bumis auidng  Bulpuels Bumis auidns Buipuers Bumis auidns  Bulpuers Bumis auidng  Buipueis Bunmis auidng

94aod ¢aod Ldod Yyo0d llel2AQ  s9|qeliep

21005 ujed pue uopeinies uabAxo ‘uopouny Bun| aneiadolsod T ajqeL



Huang et al. Perioperative Medicine

(2021) 10:26

Page 6 of 7

80

60

FEV1%

a0

100

SP02

%0

85

P=0.004 P=0.005 P=0.005 P=0.004
l P-o 475]
P—O 284
P—O 366 P=0.640 P-O 013
P-o o1z ‘ P—° 014 ‘ P=0.014 ‘ ‘
PO6h POD 1 POD 2 PODR6
P=0.002 P=0.001 P=0.001 P=0.001
P-O 405 P=0.394 P=0.269
P-O ooz P=0.001 P_o 624 P=0.001
P=0. oo1 I

il

NRS

)

]

Fig. 2 Postoperative changes in A percentage of predicted forced expiratory volume in 1's value (FEV,%), B oxygen saturation (SpO,), C
numerical rating scale (NRS) for assessing postoperative pain under three positions-supine (blue box), sitting (red box) and standing (green box)-
within after 6 h from the end of surgery (PO6h), postoperative day 1 (POD 1), POD 2 and 6 h after chest drain removal (PODR6). Data are median

PO6h POD 1 POD 2
P=0.872 P=0.455 P=0.410
P=0.923 P—O 838
P=0.947 p_o 587
P=1.000
| P=0.410

PO6h POD 1 POD 2

with a box from first quartile to third quartile and a vertical line showing range

PODR6

P=0.790

P=0.894

P=0. 690'_T
1

PODR6




Huang et al. Perioperative Medicine (2021) 10:26

Conclusion

In summary, these first detailed data on the effect of mo-
bilisation from supine into sitting and standing position
on lung function and oxygenation after fast-tracking
VATS lobectomy support the value of early mobilisation
and calling for larger outcome studies with a well-
defined enhanced mobilisation program.
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