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Study Summary:

Title: Patient-Controlled Sedation in Port Implantation (PACSPI 2) — a randomized
controlled trial.

Design: A randomized controlled trial at two centres with a total of 340 patients.

Aims: To determine if patient-controlled sedation (PCS) with propofol and alfentanil reduces
patient-reported pain perception during implantation of subcutaneous venous port (SVP).

Outcome Measures: The primary outcome is pain perception. Secondary outcomes include
patient satisfaction and efficacy measures such as periprocedural time consumption,
sedation levels, insertion conditions as well as safety measures, adverse events and quality
of recovery.

Population / Eligibility: Patients =218 years with cancer in need of SVP.

Exclusion criteria:

¢ Inability to operate the PCS apparatus.

¢ Inability to communicate in Scandinavian languages.

e Patients who require general anaesthesia or patients eligible for LA only on
anesthesiologist’s assessment (i.e. severe sleep apnea).

e Propofol or alfentanil allergy.

¢ Non-fasting according to guidelines of the Swedish Society for Anaesthesia and Intensive
Care (SFAI).

e Failure to achieve peripheral vascular access.

e Pregnancy

e Previous participation in study

Trial medication: Propofol 10mg/ml, Alfentanil 0,5mg/ml. A syringe loaded with 36ml
Propofol and 4ml Alfentanil in a patient controlled sedation (PCS) pump with 0.5ml aliquots
per pressed handheld button.

Duration of Trial Participation: Participation in the trial will continue until the patient is
discharged from the postoperative unit having completed the patient questionnaire. For
measurement of quality of recovery a telephone interview will be performed one day
postoperatively.

Study period: Q 4 2022-Q3 2024.
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3 Abbreviations and Definitions

Listing of Tables, Listings and Figures
References

Supplements

AE Adverse Event

ASA American Society of Anesthesiologists

CCS Clinician-controlled sedation

CONSORT Consolidated Standards of Reporting Trials

CRF Case Report Form

CWF Consent Withdrawal Form

DSMB Data and Safety Monitoring Board

EPM Etikprévningsmyndigheten, Swedish Ethical
Review Authority.

GABAA y-Aminobutyric Acid A

GCP Good Clinical Practice

GDPR General Data Protection Regulation

ICH International Council for Harmonisation

ITT Intention-to-treat

LA Local Anaesthesia

LMV Lakemedelsverket, Swedish medical
products agency

LVLS Last visit last subject

NRS Numeric Rating Scale

OAA/S Observer Assessment of Alertness /
Sedation Scale

PCS Patient-controlled sedation

QoR-15 swe Quality of Recovery-15 swedish

RCS Radiologist-controlled sedation

RCT Randomized Controlled Trial

SAE Serious Adverse Event

SFAI Swedish Society for Anaesthesia and
Intensive Care

SPOR Swedish Perioperative Register

SVP Subcutaneous Venous Port

SUSAR Suspected Unexpected Serious Adverse
Reaction

TIVAD Totally Implantable Venous Access Device

TSG Trial Steering Group
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4 Introduction

More than 60.000 patients are diagnosed with cancer every year in Sweden. Many of these
patients are eligible for chemotherapy through a totally implanted venous access device
(TIVAD) commonly referred to as a subcutaneous venous port (SVP). According to the
Swedish Perioperative Register [1] the implantation of SVPs is one of the most common
surgical procedures in Sweden. However there is no current guidance as to which
procedural analgesic strategy is superior during SVP-implantation.

The implantation procedure can be performed in local anaesthesia (LA) only, LA in
combination with analogosedation or under general anaesthesia. Practice is likely to be
based on local institutional traditions rather than evidence-based guidance.

During SVP implantation using LA alone one fourth of patients experience severe pain and
discomfort often leading to administration of sedatives and analgesics for pain relief [2].

Clinician-controlled sedation (CCS) involves administration of procedural analgosedation by
a trained clinician. However, it carries the risk of oversedation and generates higher costs
compared to alternative sedation methods [3, 4]. Patient-controlled sedation (PCS) is an
alternative sedation method to CCS, enabling patients to self-administer and self-regulate
their sedation and analgesia during the procedure. The procedural use of PCS with different
sedatives and analgesics is well described and regarded as a safe alternative with a lower
incidence of analgesic or sedative rescue interventions compared to CCS in a number of
clinical settings [5]. Propofol and alfentanil, with their short-acting properties, ensure rapid
induction and recovery, making them suitable for outpatient procedures.

The optimal procedural sedative and analgesic strategy regarding the care for patients in
need of SVP-implantation is unclear and to the best of our knowledge no randomized
controlled trial (RCT) has assessed PCS with propofol and alfentanil as adjunct to LA during
SVP-implantation.

A patient’s ability to resume normal activities after surgery and anaesthesia is an important
indicator of a successful perioperative experience. Quality of recovery-15 (QoR-15) is a
validated psychometric patient-centered outcome measure after day case surgery. QoR-15
has not been used in patients undergoing SVP implantation. This study will assess patients”
perioperative experience by using QoR-15.

In this multicenter RCT we aim to examine the effect of PCS with propofol and alfentanil on
patients” self-reported pain perception scores, overall satisfaction scores, sedation scores
and incidence of adverse events.
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4.1 Existing Research and pilot studies

Review of the literature

Searching for publications in the literature is challenging due to widespread terminology of
TIVAD’s. No less than ten different synonyms were identified (central venous port catheter;
subcutaneous venous port; totally implantable access device; totally implantable venous
access system; port-a-cath, totally implantable access port; long term central venous
catheters, central venous access device, totally implantable subcutaneous port,
subcutaneously implanted port-chamber catheter, implantable chest wall port). All synonyms
are aiming at the same device- a subcutaneously buried device connected to a catheter with
its tip in a large bore vein.

We conducted a review of the literature.

Pubmed was searched up to 10" March 2022 for randomized controlled trials.

We searched pubmed with the above mentioned synonyms AND patient-controlled sedation.
1 RCT with 40 patients was identified comparing effects between PCS and radiologist-
controlled sedation (RCS) during tunnelled central line insertion [6]. The applied medication
being midazolam and fentanyl in both PCS and RCS.

Search for the above mentioned synonyms AND sedation AND adults resulted in 8 studies of
which 3 are designed as RCT’s [6-8].

4.2 Purpose of the analyses

These analyses will assess the efficacy of patient-controlled sedation on reduction of patient-
reported pain and distress during subcutaneous venous port insertion. It will measure
patients’ perioperative experience.

4.3 Study Objectives

The primary objective is to determine the efficacy of patient-controlled sedation (PCS) as
adjunct to local anaesthesia (LA) on patients” self-reported pain perception during SVP-
implantation. Patients in the treatment arm will undergo SVP insertion in LA combined with
PCS and in the control arm SVP insertion will be conducted in LA.

The second objective is analyses of patient distress and satisfaction as well as secondary
efficacy outcomes and determination of the relative safety of the treatment arm on defined
safety outcomes and all adverse events and costs.

Primary endpoint: The primary endpoint is assessment of patient-reported pain perception.
Endpoints are assessed by the use of the numeric rating scale (NRS):

e maximal intraprocedural pain level on NRS

Secondary endpoints:
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satisfaction with pain treatment during implantation

maximal distress level

importance of receiving sedatives during implantation

overall satisfaction

overall satisfaction with the staff

maximal pain from arm with PCS infusion

importance of being in control of sedation administration
grading of implantation conditions by the implanting physician
perioperative and procedural time consumption

delivered doses of alfentanil and propofol

rescue-therapy by nurse

differences in cost

vital parameters: oxygen saturation, heart rate, blood pressure

sedation levels according to Observers Assessment of Alertness/Sedation scale

(OAA/S)
procedural data,
Quality of Recovery-15 (QoR-15)

Safety endpoints:

arterial puncture
pneumothorax
hypotension
arrhythmia
hypoxia

airway intervention
respiratory rate

Version 1.0 2022-10-03
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5 Study Methods

5.1 General Study Design and Plan

The study is an open multicentre randomized controlled trial with a study and a control arm in
a 1:1 ratio. Patients will be randomized to either a control arm of LA for SVP-implantation or
a study arm of PCS with propofol and alfentanil as adjunct to LA for SVP-implantation. The
aim is to randomize 340 patients with an estimated patient recruitment over 18 months with a
following 6 months of data cleaning and analysis. The trial will be performed at two centres;
County Hospital Ryhov, Jonk&ping, Sweden and University Hospital Linkdping, Sweden.
SVP implantation procedure and perioperative time period is estimated to 2-4 hours. The
primary endpoint is assessment of patients” self-reported pain perception. Secondary
outcomes include patient satisfaction, implantation conditions, sedation level, sedative and
analgesic medication consumption, procedural time consumption as well as safety aspects,
adverse events and estimation of perioperative experience. Participation in the trial ends
after telephone inquiry one day postoperatively.

Control arm:

SVP-implantation in LA:

Subcutanous venous ports were introduced in 1981. A SVP is a small device around 3cm in
diameter with an injectable membrane buried just under the skin. It is connected to a thin
tube with its tip in a large bore vein. Access to the SVP is achieved by puncturing the skin
with a needle.

Local anaesthetic causes the absence of pain sensation in the location where applied by
decreasing the rate of depolarization and repolarization of excitable membranes such as
nociceptors and nerves. The most commonly used solutions are from the amide group
differing in pharmacokinetics. In order to reduce a burning sensation on infiltration
substances can be combined with sodium bicarbonate. There will be no restrictions in the
choice of LA-solution being left up to local practice at participating sites. With the beginning
of the procedure LA is subcutaneously applied to patients in both groups. LA used at
participating centres are Mepivacaine 10mg/ml, 20-40ml subcutaneously or Lidnocaine
10mg/ml, 20-40 ml subcutaneously.

Study arm:

SVP-implantation in LA and PCS:

In addition to LA, patients in the study group are able to self-administer a combination of
propofol and alfentanil using a patient-controlled sedation pump. The pump enables the
patient via a hand-held button to trigger the release of a single bolus of 0.5ml containing
4.5mg propofol and 25ug alfentanil under an 8 second period. This results in a maximal

possible amount of 7 bolus doses per minute.
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Propofol is a short-acting anaesthetic agent commonly used for general anaesthesia and
procedural sedation. Several mechanisms of action have been proposed both through
potentiation of GABAAa receptor activity and in higher doses behaving as GABAa receptor
agonist. When used for intravenous sedation a single dose wears off within minutes
demanding for continuous or intermittent application.

Alfentanil is a short-acting synthetic opioid analgesic agent with rapid onset of effects at u-
opioid receptors. These properties make it suitable to provide analgesia for brief procedures
and to infuse for longer procedures and yet provide relatively rapid recovery.

Rescue sedation will be available to patients in both groups on the patient’s or operator’s
demand. Rescue sedation consists of propofol and alfentanil administered by the clinician
and is documented in the e-CRF.

Setting:
This trial will be carried out in the following anaesthesia departments:

OP/IVA-klinken, County Hospital Ryhov, Sweden
AnOplVA-kliniken, University Hospital Linképing, Sweden

5.2 Method

Participants will be instructed on use of the PCS pump (Syramed uSP6000, Arcomed AG,
Switzerland) by a nurse anesthetist. The syringe is loaded with 36 ml propofol (10 mg/ml)
and 4 ml alfentanil (0.5 mg/ml). Each time the patient presses the handheld button, an
aliquot of 0.5 ml is injected (4.5 mg propofol/0.025 mg alfentanil). The injection time is set to
8 s, restricting self-administration to a maximum of 7 bolus doses per minute corresponding
to 31.5 mg propofol and 0.175 mg alfentanil per minute. No lockout period is applied. Local
anaesthesia is injected in the operating site. Vital parameters prior to the procedure are
recorded. Patients are monitored using electrocardiography for heartrate (HR), non-invasive
blood pressure (BP), oxygen saturation (SpO3), and respiratory rate (RR) at 5-min intervals
during the procedure. Bradycardia is defined as HR <40 beats/min, tachycardia as HR >100
beats/min, hypotension as systolic BP < 90 mmHg or a decrease of >30% from baseline,
hypoxia as SpO2 <90% or a decrease of >5% from baseline, and bradypnea as RR of <8
breaths per minute. Supplemental oxygen via a capnograph-fitted nasal cannula is
administered to all patients at 2 L/min during the procedure. The Observer's Assessment of
Alertness/Sedation score (OAA/S) [9] is used to determine the sedation level during the four
procedural steps: 1) sterile swabbing, 2) injection of LA, 3) catheter tunneling, and 4) sterile
drape removal. The operating anesthesiologist assesses the operating conditions on a 4
point scale with 1 enabling the operator to perform the procedure without time delay and 4
having to abort the procedure. Puncture attempt is defined as continuous needle
advancement to establish vein puncture. An unvalidated patient perception assessment tool
with seven dimensions applying the NRS is used to evaluate patient perception. QoR-15 will
be measured att 3 timepoints. Preoperatively, postoperatively before patient discharge and
one day postoperatively.
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5.3 Inclusion-Exclusion Criteria and General Study Population

Inclusion criteria:

e Adult patients (=18 years) with cancer scheduled for SVP-implantation at participating
anaesthesia departments.

Exclusion criteria:

¢ Inability to operate the PCS apparatus,

¢ Inability to communicate in Scandinavian languages.

e Patients who require general anaesthesia or patients eligible for LA only on
anesthesiologist’s assessment (i.e. severe sleep apnea).

e Propofol or alfentanil allergy. *

¢ Non-fasting according to guidelines of the Swedish Society for Anaesthesia and Intensive
Care (SFAI).

e Failure to achieve peripheral vascular access.

e Pregnancy **

e Previous participation in study

Anaesthesiology assessment will be conducted at the following stages: SVP request, trial
inclusion and preoperatively. Assessment includes co-medication assessment.

*According to Summary of Product Characteristics (SmPC) the following is regarded as
contraindication:

Propofol: allergy or hypersensitivity against propofol or any of the excipients of the emulsion,
Patients who are allergic to peanut or soya.

Alfentanil: hypersensitivity to the active substance, to other opioids, or to any excipients
listed under section: List of excipients in SmPC.

**Women in fertile age will be able to participate in the trial after pregnancy testing at the
oncology unit before inclusion into the trial (according to Recommendations related to
contraception and pregnancy testing in clinical trials).

5.4 Enrolment, Flow sheet, Randomization and Blinding

5.4.1 Enrolment

Eligibility for enrolment will be judged by the SVP-scheduling nurse according to inclusion
and exclusion criteria. Screening log will be established.

Patients will be given an information sheet about the possibility to participate at the oncology
/ hematology department prior to SVP booking. On arrival to the preoperative unit a study
team member will give full explanation and a physician will be available to answer questions.
Signed informed consent is obtained by a physician on the day of the procedure. Inclusion
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and randomization and treatment are only applied after the patient not meeting any exclusion
criteria. All participants are free to withdraw at any time from the protocol treatment without
giving reasons and without prejudicing further treatment (section 5.5).

* preop
assessment

* preop * Data collection
assessment * Patient inquiry

* Information Patient in * Receives SVP Patient in « Follow-up QoR-

* Enrolment theatre with PCS/LA, or recovery area 15

« Randomization LA

* Data collection * Data collection

* preop
assessment Patient

* Patienton arrives in pre-
waiting list op area

* Screening

Implantation
request from
treating

physiscian « Follow-up
discontinued

5.4.2 Randomization

Prior to SVP-implantation and when the patient’s eligibility has been confirmed and consent
forms have been completed the patient will be randomized by password-coded
randomization software accessible to the co-investigators at each participating site
(REDCap). All patients must be randomized onto the study prior to SVP-implantation.

Each patient randomized will be allocated a unique sequential patient code number for the
randomization arm together with an allocated study arm.

The randomization scheme will be equal allocation (1:1) using an electronic randomization
tool. Randomization will be performed consecutively. Patients will not be able to be
randomized to the study until all appropriate regulatory requirements have been completed.
If a patient withdraws from the trial the unique patient code will not be used again and the
patient will not be included into the trial again.

5.5 Withdrawal Criteria

Patients will be informed that they have the right to withdraw from the study at any time for
any reason, without prejudice to their medical care. Full details of the reasons for withdrawal
will be recorded on the Case Withdrawal Form (CWF) which must be completed if a patient
wishes withdrawal from the study and send to the principal investigator. By withdrawal from
the study previously collected data remains part of the study database. No subsequent data
will be used after withdrawal.

5.5.1 Blinding
Due to the nature and effects of sedative medication, study participation is not blinded for
neither staff nor participants.
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5.6 Study Variables

Varia Variable Variabel VELE Variable code Variable presentat Analysi Registrati
ble source beskrivnin name characteristic ion s on time
numb [¢] s [implantat
er ion
1. CRF QoR-15 QoR-15 0-10 ordinal Manus 2 n, CRF
pre pre Median,
interkva
rtil
2. CRF Trial PtID 1-340 continuous pre
subject nr
3. CRF gender gender 1=female categorical/no  Table 1 % x/n pre
minal
2=male
4. CRF age age Number 18-105 = continuous Table 1 n, pre
Median,
min
max,
IQR
5. CRF ASA ASA Number 1-5 ordinal Table 1 P% x/n  pre
6. CRF weight weight 30-250 continuous Table 1 n, pre
Median,
min
max,
IQR
7. CRF length length 1,3-2,1 continuous Table 1 n, pre
Median,
min
max,
IQR
8. CRF Treatment | strat 1= palliative categorical/no | Table 1 P% x/n | pre
strategy . minal
O=adjuvant
9. CRF patient Time Hh:mm continuous Table 1 Derive pre
arrival duva preop
duva tid
Median,
min
max,
IQR
10. CRF patient Time op Hh:mm continuous Table 1 Derive pre
arrival or preop
tid
Median,
min
max,
IQR
11. CRF heartrate HR 30-150 continuous Table 1 n, pre
Median,
min
max,
IQR
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12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24,

25.

CRF

CRF

CRF

CRF

CRF

CRF

CRF

CRF

CRF

CRF

CRF

CRF

CRF

CRF

Saturation

BP
systolisk

Laterality
port

Cath type

Local
anaestheti
¢ volume

Local
anaestheti
c type

LA
adjuvans

Vein

Ultrasound
guidande

Puncture
number

Arterial
puncture

Pneumoth
orax

Hematoma
operating
site

Operator

Sa02 50-100 continuous
BT 60-230 continuous
side 1= right categorical/no
minal
O=left
Cat type 0=BBraun categorical/no
minal
1=other
LA_vol 0-100 i ml continuous
LA type O=carbocaine categorical/no
. . minal
1=lidnocaine
2=other
LA 0=nej categorical/no
minal
1=natriumbikar
bonat
2=adrenaline
3=nabi and
adrenaline
vein 0=v jugularis int = categorical/no
minal
1=v subclavia
2=v femoralis
us 1=yes categorical/no
minal
0=no
punctnum = 1-20 continuous
ber
apunct 0=no categorical/no
minal
1=yes
pnthx 0=no categorical/no
minal
1=yes
haemato 0=no categorical/no
m minal
1=yes
operator 0=<19 /year categorical/no
minal
1 =20-49 /year
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Table 1

Table 1

Table 2

Table 2

Table 2

Table 2

Table 2

Table 2

Table 2

Table 2

Table 2

Table 2

Table 2

Table 2

n,
Median,
min
max,
IQR

n,
Median,
min
max,
IQR

P% x/n

P% x/n

Median,
min
max,
IQR

P% x/n

P% x/n

P% x/n

P% x/n

n,
Median,
min
max,
IQR

P% x/n
P% x/n

P% x/n

P% x/n

pre

pre

pre

pre

intra

intra

intra

intra

intra

intra

intra

intra

intra

intra
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26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

CRF

CRF

CRF

CRF

CRF

CRF

CRF

CRF

CRF

CRF

CRF

Help of
colleague

Operating
conditions

Aborted
procedure

Position tip

Op time

Sedation
score at
T1-4
(OAAS)

Sedation
volym

Alfentanil
delivered

Propofol
delivered

Rescue
sedation

Rescue
reason

2 =250/ year
collegue 0=no categorical/no
minal
1=yes
Op_cond 1-4 ordinal
aborted 0=no categorical/no
minal
1=yes
Tip_pos 1=right atrium categorical/no
minal
2=distal v
subclavia
3=other
Op_time minutes continuous
sedT1 OAAS scale (0- ordinal
3)
sedT2
sedT3
sedT4
DelVOL Volume PCS continuous
ml
DelALF Alfentanil mg continuous
DelPROP | Propofol mg continuous
Resque_s 0=no kategorisk/no
ed minal
1=yes
Rescue O=patient’s categorical/no
why request minal
1=operator’s
request
2=other
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Table 2

Table 2

Table 2

Table 2

Table 2

Table 3

Table 3

Table 3

Table 3

Table 3

Table 3

P% x/n

P% x/n

P% x/n

P% x/n

Median,
min
max,
IQR

P% x/n

Median,
min
max,
IQR

n,
Median,
min
max,
IQR

n,
Median,
min
max,
IQR

P% x/n

P% x/n

intra

intra

intra

intra

intra

intra

intra

intra

intra

intra

intra
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37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

CRF

CRF

CRF

CRF

CRF

CRF

CRF

CRF

CRF

CRF

CRF

CRF

CRF

CRF

Rescue
type

Hypoxia
during
procdure
(Sp02<90
% or
significant
difference
compared
to baseline
>5%Sp02)

Bradypnoe
a

capnograp
hic <8/min

Chin llift

Mask
ventilation

general
anesthesia

Tacycardia
>100

Bradycardi
a <40

Bradycardi
a treatment

Hypotensio
n (SBP
<90mmHg)
or
difference
>30%

Hypotensio
n treatment

nausea

Patient
back to
post op
time

Patient
leaving
post op
time

Rescue O=propofol/ categorical/no
type alfentanile minal
1=othert
hypoxia 0=no categorical/no
minal
1=yes
RR 0=no categorical/no
minal
1=yes
Chin_lift 0=no categorical/no
minal
1=yes
Mask_ven = 0=no categorical/no
t minal
1=yes
anesth 0=no categorical/no
minal
1=yes
Takykard 0=no categorical/no
minal
1=yes
Bradykard = 0=no categorical/no
minal
1=yes
brady O=atropine categorical/no
treat minal
1=efedrin
Low_SBP | 0=no categorical/no
minal
1=yes
Hypo O=vatska categorical/no
treat minal
1=sympatomim
etic
nausea 0=no categorical/no
minal
1=yes
Back_DU  Hh:mm continuous
VA
Disch_DU = Hh:mm continuous
VA
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Table 3

Table 3

Table 3

Table 3

Table 3

Table 3

Table 3

Table 3

Table 3

Table 3

Table 3

Table 3

Table 3

Table 3

P% x/n

P% x/n

P% x/n

P% x/n

P% x/n

P% x/n

P% x/n

P% x/n

P% x/n

P% x/n

P% x/n

Median,

min
max,
IQR

Median,

min
max,
IQR

intra

intra

intra

intra

intra

intra

intra

intra

intra

intra

intra

intra

post

post
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51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

CRF

questionn
aire

questionn
aire

questionn
aire

questionn
aire

questionn
aire

questionn
aire

questionn
aire

QoR-15
post

QoR-15
tel

Postop
time

Overall
satisfaction

Satisfactio
n with staff

Maximal
pain(NRS)
during
procedure

1 no pain
NRS 0-3
2 Moderate
pain NRS
4-7

3 severe
pain 8-10
Maximal
pain arm
with
infusion

Satisfactio
n pain
manageme
nt

Importance
of sedation

Importance
of control
over
sedation

15 items

15 items

Postop Leave postop continuous
time (hh:min) —

arrive postop

(hh:min) efter

procedure in

minutes
Ov_satis 0-10 ordinal
Staff_sati = 0-10 ordinal
S
NRS_max 0-10 ordinal
NRS 1-3 ordinal
grupper
Pain_arm @ 0-10 ordinal
Pain_sati 0-10 ordinal
S
Sed_impo = 0-10 ordinal
rt
Contr_im 0-10 ordinal
port
QoR- 0-10 ordinal
15post
QoR-15 0-10 ordinal
tel
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Table 3

Fig 1

Fig 1

Fig 1

Fig 1

Fig 1

Fig 1

Fig 1

Fig 1

Manus 2

Manus 2

n,
Median,
min
max,
IQR

n,
Median,
min
max,
IQR

n,
Median,
min
max,
IQR

n,
Median,
min
max,
IQR

n,
Median,
min
max,
IQR

n,
Median,
min
max,
IQR

n,
Median,
min
max,
IQR

n,
Median,
min
max,
IQR

n,
Median,
min
max,
IQR

n,
Median,
interkva
rtil
n,
Median,

interkva
rtil

post U

post

post

post

post

post

post

post

post

QoR-15
post

QoR-15 tel
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6 General Considerations

6.1 Data requisition
Descriptive patient data is supplied by the patient’s journal Cosmic or the National Patient
Overview (NPO).

Procedurerelated data, medical parameters, registration of sedationrelated events is supplied
by the patient’s anaesthesia journal. Trialspecific documentation is performed in electronic
case report form (REDCap) and in the patient’s anaesthesia journal.

Patient’s self-reported intraprocedural pain assessment and satisfaction is registered on a
patient inquiry. The inquiry is completed by the patient prior to discharge from the recovery
unit.

6.2 Timing of Analyses
The final analysis will be performed after 340 patients are included in the trial. The trial ends
with the last patient being the last subject of the trial.

The final analysis will be performed on data transferred to the file “database PACSPI 27,
having been documented as meeting the cleaning and approval requirements of the Trial
Steering Group (TSG).

6.3 Analysis Populations

6.3.1 Full Analysis Population
All participants who were randomized to either group satisfying the exclusion criteria.

6.3.2 Per Protocol Population
All participants who received a SVP and completed the patient questionnaire.

6.3.3 Intention to Treat Analysis
Analyses will be performed on all participants in the study and control arms respectively
which they were randomized to following the intention-to-treat principle.

6.4 Subgroups
Subgroup analyses are planned on centre, gender, operator’s experience, age, and cancer
treatment strategy.

6.5 Missing Data
Missing data will be quantified and reported in the final manuscript by "common-point
imputation”.
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6.6 Interim Analyses and Data Monitoring

6.6.1 Interim Analyses and Data Quality

Interim analyses are not expected to lead to early closure of neither randomization on safety
nor efficacy grounds. Both techniques are established and clinically approved methods and
complications are very uncommon. After 100 respectively 200 patients analyses of adverse
events (AE) will be performed in which we expect a frequency lower than 15% based on
previous studies [10]. In the event of a higher frequency the sponsor will discuss further
action with the monitor (futility analysis might be considered).

Data validation will be performed after 5 and 10 patients were included in the trial to control
REDCap’s functionality.

All staff involved in the trial will be informed on aim, progression, design and everything that
lies in the staff’s responsibility according to profession.

Primary data sources are defined as patient journal, anaesthesia journal, e-CRF and patient
inquiry and access will be granted to the monitor and controlling institutions on request. The
required informed consent is included in the patient information/consent form.

6.6.2 Stopping Rules
No stopping rules apply.

6.6.3 Bias

Due to the nature and effects of sedative medication study participation is unblinded for both
staff and participants. All patients scheduled for SVP will be screened for inclusion into the
trial. The final analysis is performed by the chief investigator and statistician who remain
blinded due to assessor blinding and coding in randomized groups.

6.7 Multi-centre Studies

This trial will be carried out in the following anaesthesia departments:
OP/IVA-Kklinken, County Hospital Ryhov, Sweden

AnOplVA-kliniken, University Hospital Linkdping, Sweden

Co-investigators at participating sites will have access to the REDCap. Centres are provided

with the PCS pump. There will be no restrictions in the choice of LA-solution being left up to
local practice at participating sites

6.8 Multiple Testing
Not applicable
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7 Summary of Study Data

7.1 Data collection

All patients will be registered at OP/IVA department, County Hospital Ryhov,Jonk&ping,
Sweden. For all data being collected see list of variables (section 5.5).

The following data will be recorded:

a) Demographic data: including patient’s age, gender, date of birth, length, weight, ASA-
classification

b) Tumour presence: chemotherapy strategy

c) Device details: manufacturer, type, previous long-time access

d) Procedure details: implanting conditions, operator status, type and amount of local
anaesthetic, access vein, number of needle passes, line tip position, use of
ultrasound,

e) Vital parameters: heart rate, blood pressure, oxygen saturation at baseline

f) Sedation assessment: depth of sedation at four time points, administered amount of
sedation/analgesic agents, need for rescue sedation and reason

g) Complication data: procedural complications, vital parameters complications due to
sedation, unexpected airway management

h) Periprocedural time consumption

i) Health economic aspects

j) Patient’s pain perception and satisfaction: questionnaire before discharge

k) QoR-15: at 3 timepoints, pre- and postoperatively and one day after discharge

7.2 Derived variables
Time variables will be derived into time consumption. BMI will be derived from patients”
length and weight.

7.3 Electronic case report form (e-CRF)

REDCap will be supplied by University of Linkdping, Sweden. These e-forms are to be
completed in accordance with the CRF completion guidelines issued for the study. All e-
CREFs will be accessible to the chief investigator. E-CRFs will be stored in line with current
regulatory requirements, that is, until 10 years after completion of the study. Essential
documents such as source data and consent forms will be archived in line with current
regulatory requirements and made available for monitoring and regulatory inspection.
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7.4 Follow-Up and End of Trial

Patients will be followed up until completion of QoR-15 day 1 after discharge. The end of
trial will be defined as last patient last discharge.

8 Study Management

8.1 Trial Steering Group (TSG)

The TSG will oversee the running of the trial. Members of the TSG will include the Chief
Investigator and Co-Investigators.

8.2 Data and Safety Monitoring Board (DSMB)

An independent data and safety monitoring board (DSMB) will be established for the trial
(FORUM, Linkoping). The members will have a meeting with the chief investigator prior to
study commencement to discuss the protocol as well as content and format of the DSMB
reports.

The DSMB will once during the trial and at the end of the trial assess the progress of the ftrial,
the safety data and efficacy endpoints according to the monitoring plan.

8.3 Annual Development safety Update Report, (DSUR)

As long as the trial progresses annual reports will be send to the Swedish Ethical Review
Authority and Swedish Medical Products Agency. The report will state the applicable trial
time period, a list of all SAE and SUSAR and contain assessment of safety and risk.

8.4 Ethical considerations

Ethical approval was sought from the Swedish Ethical Review Authority (Dnr 2022-00088-
01). Amendment was granted October 2022 (Dnr 2022-00088-02) Written informed consent
will be obtained from all participants in the study. This trial will be conducted in compliance
with all stipulations of this protocol, the conditions of the Swedish Ethical Review Authority,
the conditions in the Swedish Medical Products Agency, standards of Good Clinical Practice
(defined by the International Conference on Harmonisation), ethical principles that have their
origin in the Declaration of Helsinki and all applicable national and local regulations. This
study is not sponsored by any commercial entity but was funded by Futurum (Academy for
Healthcare, Jonkoéping County, Sweden, grant number: Futurum-963747). The trial will
adhere to the Consolidated Standards of Reporting Trials (CONSORT) guidelines and is
registered at EudraCT. (EudraCT Nr: 2021-003821-31).

Version 1.0 2022-10-03 Page 22 of 36



Patient-Controlled Sedation in Port Implantation (PACSPI 2) - a randomized controlled trial

Patientkontrollerad tillférsel av lugnande och smartlindrande medicin vid inlaggning av venport — en randomiserad studie
EudraCT nummer: 2021-003821-31

EPM: 2022-00088-01

9 Swedish Medical Products Agency and European Medical
Agency

The trial falls under the requirements of the Medicinal Products for Human Use (Clinical

Trials) Regulation. Registration at the European Union Drug Regulating Authorities Clinical

Trials Database (EudraCT) has been performed and approval from the Swedish Medical
Products Agency was sought and granted. EudraCT number 2021-003821-31.

10 Adverse Events

10.1 Definition AE, SAE and SUSAR
AE: An adverse event (AE) is any untoward medical occurrence in a patient administered a
pharmaceutical product and which does not necessarily have a causal relationship with this
treatment. An AE can therefore be any unfavourable and unintended sign, symptom, or
disease temporally associated with the use of a medicinal product, whether or not related to
the medicinal product. All AE are documented on a separate form. Adverse events not
separately documented are listed in Table 1.

Table 1

Symptom Definition Intervention

Respiratory Bradypnea: breaths <8/min verbal stimulation and advice to
depression use PCS less frequent

control patent airway
chin lift/jaw thrust,

establish patent airway oro-or
naso-pharyngeal

bag-valve mask ventilation

Desaturation Saturation <90 % Increase oxygen flow
advice to use PCS less frequent

check airway, proceed as under
respiratory depression if needed

Compromised airway | 1. patent If 2: advice patient to use PCS

less frequent, chin lift.
2. snoring

If 3 advice patient to use PCS

3. obstructed less frequent, chin lift/jaw thrust;
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oro-or naso-pharyngeal airway;
bag-valve mask ventilation

Laryngeal mask or intubation

Bradycardia Heart rate <40 / min Atropin
Efedrin
Hypotension Hypotension (SBP Efedrin

<90mmHgq) or difference

>30% compared to baseline Fluid bolus

Noradrenaline

SAE: A serious adverse event (SAE) is defined as any untoward medical occurrence that at
any dose results in death, is life-threatening, requires inpatient hospitalization or causes
prolongation of existing hospitalization, results in persistent or significant disability/incapacity,
or requires intervention to prevent permanent impairment or damage. The investigator will
follow all AE and SAE until judged to be clinically non-significant. Action taken and outcome
of the AE/SAE are reported in the AE/SAE form.

All SAE are reported on a specific form to the sponsor within 24 hours.

SUSAR: A SUSAR (suspected unexpected serious adverse reaction) will be reported to the
Swedish Medical Product Agency and Ethics committee according to the following time
frame. "Unexpected" means that for an authorised medicinal product that the event is not
described in the product's SmPC. In the case of SUSAR we will seek the Swedish Medical
Product Agency’s help with reporting using CIOMS form due to the non-commercial nature of
this trial. SUSAR resulting in death or lift-threating condition are reported within 7 days after
the sponsor has been informed. All other SUSAR are reported within 15 days of the incident.

10.2 Causality and severity of AE and SAE

The principal investigator is responsible for judgement of causality and severity of reported
AE/SAE and application of used medicinal products in this trial. Reporting is carried out on
AE/SAE forms and the incident will be described and graded with date, causality, severity
and result. Follow-up of patients with signs of AE/SAE is granted until the condition has
subsided.

Causality: All AE are categorized according to the following definitions.

Probable causal relationship:

Evidence to suggest a causal relationship; the influence of other factors is unlikely.
Possible causal relationship:
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Some evidence to suggest a causal relationship (e.g. occurrence within a reasonable time
after administration of the trial medication), but other factors may have contributed to the
event (e.g. another clinical condition or other concomitant treatment).

Unrelated causality:

No evidence of any causal relationship with the trial intervention.

Severity: All AE are categorized according to the following definitions.

Mild: AE results in awareness of sign or symptom, but easily tolerated

Moderate: AE results in discomfort sufficient to cause interference with normal activities
Severe: AE results in incapacitating, with inability to perform normal activities

11 Statistics and Data Analysis

Data will be summarised by treatment group. Number (n), median, interquartile range,
minimum and maximum will summarise continuous efficacy variables, whereas number and
percent will summarise categorical efficacy variables.

All analyses of the continuous efficacy variables will be performed as analysis of variance
with the treatment group.

All summary tables will be structured with a column for each treatment and will be annotated
with the total population size relevant to that table/treatment, including any missing
observations.

Mann-Whitney U and Chi? will be used to test for comparison between groups, depending on
whether data are discrete or continuous.

Primary objective: PCS with propofol and alfentanil as adjunct to LA reduces pain compared
to LA only in SVP-implantation.

The minimum requirement is to demonstrate that the addition of PCS to LA reduces pain
perception compared to SVP-implantation with LA only. Based on the assumption that 25%
of patients experience pain 24 on NRS scale under SVP-implantation, we aim to detect at
least a 50% reduction with PCS as adjunct. To detect this reduction with 80% power, 2-
sided, significance level 5% requires 308 patients in total using 1:1 randomization. With an
assumed drop-out rate of 10% we aim to include 170 patients per arm to show a difference
between study arms.

11.1 Subject Disposition
Screening log will be used to document screening and subsequent enrolment of patients.

11.2 Protocol Deviations
Protocol deviations will be reported. Significant changes in the protocol will only be made
after approval of the EPM and the LMV. Information on trial completion will be send to the

Version 1.0 2022-10-03 Page 25 of 36



Patient-Controlled Sedation in Port Implantation (PACSPI 2) - a randomized controlled trial

Patientkontrollerad tillférsel av lugnande och smartlindrande medicin vid inlaggning av venport — en randomiserad studie
EudraCT nummer: 2021-003821-31

EPM: 2022-00088-01

aforementioned authorities within 90 days after completion. Report in EudraCT's database
will be made within 12 months after trial completion.

Significant deviations comprise the following:

- changes that may compromise the patient’s safety or their physical and psychological
wellbeing.

- changes that compromise the scientific nature of the trial

- changes that are significant of any other reason

Changes affecting a new trial site, new co-investigator or new patient consent form needs
approval of the EPM.

11.3 Demographic and Baseline Variables
The summary statistics will be produced in accordance with section 11.

11.4 Prior and Concurrent Medications
Anaesthesiological assessment includes evaluation of regular medication.

11.5 Treatment Compliance
Not applicable

11.6 Pregnancies
Pregnant women are not enrolled.

12 Patient satisfaction data

Lack of a validated intervention-specific patient-related experience measure (PREM)
guestionnaires mandates use of a trial-specific questionnaire. This questionnaire addresses
intervention-specific quality issues (pain, satisfaction with procedure) and interpersonal
issues (satisfaction with the staff) on an 11-point numeric rating scale (NRS). The
questionnaire is completed postprocedurally before discharge home.

13 Patient perioperative experience and recovery

Quality of recovery-15 (QoR-15) is a validated psychometric patient-centred outcome
measure after day case surgery. The QoR-15 questionnaire will be answered by the patient
at 3 timepoints. Preoperative, postoperative before discharge home and by telephone on
day 1 after the procedure.

14 Confidentiality
Participants” identification data will be required for the registration process. Preservation of
confidentiality of participants is mandatory and registered under the data protection act.
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15 Figures

Baseline variables, procedural characteristics and sedation variables will be communicated
in tabulation. Primary and secondary endpoints will be communicated as table or figure

according to section 17.

Flow sheet log Fig 1

\4

Assessed for eligibility (n=)

Excluded (n=)

Not meeting inclusion criteria
(n=)
No study staff available
Declined to participate (n=)
Requested sedation by
nurse (n=)
Requested GA (n=)
Requested LA only (n=)
Reason unknown (n=)

v

Randomized (n=)

v

v

Allocation to LA (n=)
e Received allocated

sedation strategy
(n=)

e Did not receive
allocated sedation

strategy (n=)

Allocation to LA + PCS
propofol/alfentanil (n=)

Received allocated
sedation strategy (n=)
Did not receive
allocated sedation
strategy (n=)

A

Lost to follow-

up (n=)

Lost to follow-up (n=)

Analyzed in Intention-To-
Treat population (n=)

Analyzed in Intention-To-Treat
population (n=)
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16 Reporting Conventions

P-values = 0.01 will be reported to two decimal places, p-values 20.001 will be reported
to three decimal places; p-values less than 0.001 will be reported as “<0.001”. The
median and any other statistics other than quantiles, will be reported to one decimal
place greater than the original data. Quantiles, such as median, or minimum and
maximum will use the same number of decimal places as the original data. Estimated
parameters, not on the same scale as raw observations will be reported to 3 significant
figures.

17 Funding
The study is funded by Futurum, Jonkoping,Sweden grant number: Futurum-963747

18 Listing of Tables, Listings and Figures

Table 1 will display patient characteristics, containing variable 2-13.
Table 2 Patient characteristics. Data are presented as number (%) or median (minimum-maximum)

LA LA + PCS
Variable 2

Variable 13

Table 2 will display catheter and procedural characterististics, containing variable 14-30.

Table 3 Catheter and procedural characteristics and adverse events. Data are presented as number
(%) or median (minimum-maximum)

LA LA +PCS
Variable 14

Variable 30

Table 3 will display sedation characteristics and adverse events, containing variable 31-

Table 3 Sedation characteristics and adverse events. Data are presented as number (%) or median
(minimum-maximum)

LA LA +PCS
Variable 31
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Variable 51

Figure 1 Patients” self-reported perception and assessment. Data are presented as number (%) or
median (minimum-maximum)

Figure 2 will contain patients” self-reported perception and assessment. Variable 52-59 will be
displayed in a chart.

QoR-15 data collected att 3 timepoints will be presented in a separate manuscript.
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20 Supplements

Bilaga 1

Venportsinlaggande lakares skattning av prodcedurkvalitet/operationsbetingelser
1. Proceduren kan genomfdras utan paverkan i tid eller anpassning

2. Proceduren utférs med viss paverkan i tid eller anpassning

3. Anpassning kravs for procedur med god kvalitet, Iangre tidsatgang

4. Extra lakemedel kravs alt proceduren kan inte utféras

Bilaga 2

OAA/S sederingsskala

Reaktion Score
Reagerar snabbt pa tilltal vid normalt rostlage 5
SI6 reaktion pa tilltal vid normalt réstlage 4

Reagerar endast pa tilltal med hojt rostlage eller upprepade tilltal 3

Reagerar efter mild berdring/skakning 2

Reagerar pa smartstimulering 1

Ingen reaktion pa smartstimulering 0
Content Score

Responds readily to name spoken in normal tone

Responds lethargically to name spoken in normal tone
Responds only after name is called loudly, repeatedly, or both
Responds only after mild prodding or shaking

Responds only after painful trapezius squeeze

Does not respond to painful trapezius squeeze

O = W W

Sederingsskala i original
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Bilaga 3

Patientenkat

Hur nojd ar du med ditt Inte alls néjd 1 2 3 4 5 6
omhandertagande i samband med
venportsinlaggnig?

Hur upplevde du kontakten med Inte alls bra 1 2 3 4 5 6
personalen du har traffat i samband
med venportsinldggningen?

Hur mycket smarta hade du som mest  Inte alls ont 1 2 3 4 5 6
i samband med
venportsinlaggningen?

Hur ndjd ar du med din Inte alls nojd 1 2 3 4 5 6
smartbehandling under ingreppet?

Ar det viktigt att 3 lugnande medicin  Inte alls viktigt 1 2 3 4 5 6
under ingreppet?

Hur mycket smérta upplevde du i Inte alls ont 1 2 3 4 5 6

armen dar infusionen var kopplad?

Hur viktigt ar det for dig att sjalv Inte alls viktigt 1 2 3 4 5 6
kunna kontrollera tillférseln av
lugnande medicin?

QoR-15swe (Quality of Recovery-15 Sweden)

Del A
Hur har du matt de senaste 24 timmarna?

10

10

10

10

10

10

10

Pa en skala fran 0 till 10, dar O = Inte nagon gang {daligt} och 10 = hela tiden {utmarkt}

1 Kunnat andas lugnt Inte nagon 0o 1 2 3 4 5
gang
2 Kunnat njuta av maten Inte nagon 0 1 2 3 4 )
gang
3 Kant dig utvilad Inte nagon 0 1 2 3 4 5
gang
4 Kunnat sova gott Inte nagon 0 1 2 3 4 )
gang
5 Kunnat skéta toalettbesok Inte nagon 0 1 2 3 4 5
och personlig hygien utan gang
hjalp
6 Kunnat kommunicera med Inte nagon 0 1 2 3 4 5
anhoriga eller vanner gang
7 Fatt stdd fran Inte nagon 0 1 2 3 4 5
sjukhuspersonal gang
8 Inte nagon 0 1 2 3 4 5
gang

Version 1.0 2022-10-03

10

10

10

10

10

10

10

10

Mycket nojd

Mycket bra

Varsta smartan jag vet

Mycket n6jd

Mycket viktigt

Varsta smartan jag vet

Mycket viktigt

hela
tiden

hela
tiden

hela
tiden

hela
tiden

hela
tiden
hela
tiden
hela
tiden
hela

tiden
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10

Del B

Kan du utféra ditt arbete
eller dina vanliga
aktiviteter hemma

Kant dig trygg och haft
kontroll dver din tillvaro

Haft en kansla av allmant
valbefinnande

Inte nagon 0
gang
Inte nagon 0
gang

5 6 7 8 9 10 hela
tiden
5 6 7 8 9 10 hela
tiden

Har du kant nagot av féljande symptom de senaste 24 timmarna?

pa en skala fran 10 till O,

6

10

Medelsvar smarta

Svar smarta

lllamaende eller krékning

Kant angest eller oro

Kant dig ledsen eller
deprimerad

Inte nagon
gang

Inte nagon gang
Inte nagon gang

Inte nagon gang

Inte nagon gang

Version 1.0

dar 10 = Inte nagon gang {utmarkt}

0o 1 2
0o 1 2
0o 1 2
0o 1 2
0o 1 2
2022-10-03

och 0 = hela tiden {daligt}

3 4 5 6 7 8 9 10 hela tiden
3 4 5 6 7 8 9 10 hela tiden
3 4 5 6 7 8 9 10 hela tiden
3 4 5 6 7 8 9 10 hela tiden
3 4 5 6 7 8 9 10 hela tiden
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Bilaga 4
SFAI fasteregler

T,
2
B
.'JI
-
=
]

Preoperativ fasta vuxna och barn.

Sammanfartning av riktlinjer fir preoperativ fasta som
publicerats av European society of Ansesthesiology 2011 {Smith
I, Kranke P, Murat I, Smuth A&, (FSullivan (G, Sareide E, Spies C, in't ¥Veld B;
Ewropean Society of Anaesthesiology. Perioperative fasting m adults and children:
guidelmes from the European Society of Amesthesiology. Ewr J Amzestivesiof. 2011;
2E(B 556=-69)

Sammanfatining gjord av Karolina Persson 5T lakare Lund och
Giunilla Islander nktlinjesredakitr.
Accepterad av SFAls styrelse 2013-03-12

Preoperativ fasta vuxna och barn.

Kortfattat: Infor en anestesi kan/bir patienter dricka klara vitskor
Sram till tva timmar och dta fram till sex timmar innan anestesistart.

Evidens Rekomim-
endathon

Fasta innan operation; vuxna och barn
WVuxna och barn skall uppmanas att dricka klara viitskor 1++ A
{vatten, juice utan fruktkott, kaffe eller te utan mjolk) fram

till 2 timmar innan en planerad operation {inkl. kejsarsnitt)
En majoritet av forjattarna godkande mfilk y

i kaffe efler te wppiill 1/5 av volyinen.

Konsensis kinde ef nds.

Sex timmars preoperativ fasta for allt utom klara vitskor som 1+ A
definierats ovan.

Patienter med fetma, gastroesofageal reflux, diabetes eller 2- D
gravida kvinnor som inte ir i firlossningsarbete kan

fislja dessa rutiner.

Notera art dessa tillstdnd | sig kan pdverka det
anestesiodogiska omhdndertagander.

Anestesier skall inte skjutas upp for att patienten tuggat 1- B
tuggummi sugit pd en karamell eller rikt en cigarett

innan planerad anestesistart.

Detia baseras enbart pd effekten pd ventrikeltdmningen. |
Man skall avrdda frdn allt nikotinintag, rakning,
tuggummi eller plister innan elektiv Kirurgi.

Fasta innan operation fiir spidbarn.
Spadbarn skall 4 ndring innan elektiv kirurgi. Brostmjilk kan 14+ A
2es fram till 4 immar innan anestesi, dvrg mjolk fram tll
6 timmar. Darefter kan klara viitskor ges som till vuxna,

143)
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Motorikstimulerande och annan farmakologisk intervention
Det finns inte tillrickliga bevis fisr att rekommendera rutinanvindning
av antacida, metoclopramid, eller H2 receptorblockerare innan elektiv
kirurgi hos icke-obstetriska patienter.

H2 receptorblockerare skall ges kvillen innan och pd operationsdagens I++ A
morgon infor ett elektivt kejsarsnitt.

Dt skall noteras ant detta rdd baseras pd surrogatmdi

sasom volym och pH av magsafi och inte pd ndgra studier

av mddradddligher.

En intravendis H2 receptorblockerare skall ges innan ett akut kejsarsnitt; 1++ A
Detta skall kompletteras med 30 ml av 0,3 mol | natrium-citrat om
generell anestesi planeras.

Dt skall noteras att detta rdd baseras pd surrogatmdit

sasom volym och pH av magsaft och inte pd ndgra studier

av mddradddligher.

Kolhydrater per os
Det fir utan risk for patienter (diabetiker inkluderade) att dricka 14+ A
kolhydratrik vatska fram till 2 timmar innan elektiv kinrgi.
Evidensen dr baserad pd suudier av kolhydrainnehdllande
produkier som utvecklais specielll fir preoperativi
bruk fvanligivis maltodextriner); det innebdr ant det dr inte
sakert att alla kelhydratinnehdllande vaskor dr riskfria

At inta koldhydratrika drveker innan elektiv kinurgi dkar det 1++ A
subjektiva vilbefinnandet, minska torst och hunger och minskar
postoperativ insulinresistens.

Dt finns inga evidens fiv alif ldngden pd postaperativ

vidrd eller mortalivet pdverkas.

Fasta obstetriska patienter

Kvinnor i forlossningsarbete skall tillatas att fritt dricka klara 1++ A
viitskor (definition se ovan).
Under pigfende forlossningsarbete skall kvinnan avridas 1+ A

fréin att ita mat.
Foirfattarna il rikilinfen tnser att detta kan vara
svdrt an genomfdra framfar allt hos ldgrisk patienter,
Larismalt slaggivi fGda, bar has | danke.

Niir skall patienten birja dricka igen efter narkos/operation
WVuxna och barn skall tillitas att dricka sd snart de s onskar efter 1++ A
elektiv kirurgi. Patienten behivver inte nadvandigtvis ha druckit
innan hemging frin poliklinisk narkos.

X(3)
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Fiirklaringar

Evidens
1++ Baserat pd higkvalitativa metaanalyser, systematiska review-undersékningar av randomiserade

1+
1-

konirollerade studier (RCT) eller RCT med mycket Lliten risk for bias.
Wil genomiftirda meta-analyser, systematiska review-understkningar,
Meta-analyser, systematiska review-undersdkningar eller RCT med stor risk fiir bias.

1++ Hagkvalitativa systematiska case-control studier eller cohort studier med liten risk for confounding

2+

1-

3
4

factors.

Wil genomitieda case control studier med liten nisk fir confounders eller bias och en moderat probabilitet
att relationen Sr kausal.

Case-control studier eller cohort studier med hig risk fir confounders eller bias och signifikant risk fir att
relationasambandet inte dr kausalt.

lcke analytiska studier e.g. fallbesknivningar eller fallserier.”

Expert apinion

Gradering av rekommendationerna

Graderingen av rekommendationema baseras pd styrkan av evidensen. Det reflekterar inte klinisk betydelse.

Minst en meta-analys, systematisk review eller RCT klassad som 1++

och direkt applicerbar pd malpopulationen eller

flera studier som ger evidens som huvudsakligen &r klassade som 1+ och

direkt applicerbar pi malpopulationen eller visar en generell samstdmmighet av resultaten.

Flera studier inkluderande studier som klassats som 2++ och som ar direkt applicerbara pd mdlpopulationen
samt visar samstimighet i resultaten eller extrapolerads evidens frin studier som klassats som 1++ eller 1+,
Flera studier inkluderande studier som klassats som 2+ och som ir direkt applicerbara pd milpopulationen
samit visar samstimighet i resultaten eller extrapolerade evidens frin studier som klassats som 2++.
Evidensklass 3 eller 4

Extrapolerade evidens frin studier som klassats som 2+

Rekommenderad “hest practice”™ baserat pd klinisk erfarenhet hos firfattarna till denna riktlinje
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