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Background: Norepinephrine has been associated with improved heart rate (HR) and cardiac output (CO) compared to phenylephrine
as a treatment for post-spinal hypotension during caesarean delivery (CD) in singleton pregnancies. Our current study compared the
effects of norepinephrine and phenylephrine in maintaining maternal hemodynamics after spinal anaesthesia in twin pregnancies
during elective CD.
Methods: This was a double-blinded, randomized, controlled study. From December 2017 to December 2018, 62 women with healthy
twin term pregnancies undergoing elective CD under spinal anaesthesia were studied. Following spinal induction, either norepinephr-
ine (6 μg/mL) or phenylepinephrine (75 μg/mL) was infused at 60 mL/h to maintain systolic blood pressure (SBP) near baseline until
delivery. HR, SBP, systemic vascular resistance (SVR), and CO were collected using anaesthesia monitors and continuous-pulse
waveform analysis. The primary outcome was maternal CO. Other parameters of maternal hemodynamics, umbilical cord blood gases,
and adverse events were also compared.
Results: Hemodynamic variables (CO, SBP, HR, and SVR) between spinal anaesthesia induction to skin incision were similar
between the two groups (P = 0.889, 0.057, 0.977, and 0.416, respectively). The incidence of bradycardia was significantly higher in the
phenylephrine group (69%) than in the norepinephrine group (24.2%, P<0.001). Maternal nausea and vomiting, hypotension, reactive
hypertension, and neonatal outcomes did not differ between the groups.
Conclusion: When administered as a prophylactic fixed-rate infusion, phenylephrine and norepinephrine are both capable of
maintaining maternal blood pressure following spinal anaesthesia in twin pregnancies. There were no differences in the maternal
hemodynamics or foetal outcomes between women receiving norepinephrine and phenylephrine.
Previous Presentations: Presented at the 51st Society for Obstetric Anesthesia and Perinatology Annual Meeting, Phoenix,
Arizona, May 1–5, 2019.
Clinical Trial Number and Registry: No. ChiCTR-IOR-17013358.
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Introduction
Multiple gestation pregnancies, especially twin pregnancies, have become considerably frequent with assisted reproduc-
tive technology. Twin pregnancy usually occurs among older mothers with more medical and obstetric conditions.1 Even
in uncomplicated twin pregnancies, hemodynamic changes are considered greater than those in singleton pregnancies.2–4

Limited data exist on the adaptation to hemodynamic changes during spinal anaesthesia for caesarean delivery (CD).5–7
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Phenylephrine is a popular vasopressor used for the treatment of spinal hypotension during CD. Being a pure α-
adrenergic agonist, it is associated with a dose-dependent decrease in maternal heart rate (HR) and cardiac output
(CO).8,9 Norepinephrine, with its β-adrenergic properties, is associated with improved HR and CO over phenylephrine
during CD.10–13 However, studies have focused on comparing the use of these two vasopressors during CD in singleton
but not twin pregnancies.10–13 Although healthy parturients and healthy fetuses seem to tolerate these hemodynamic
changes well, the findings may not be extrapolated to twin pregnancies. Concerns persist over the effect of decrease in
maternal CO on two fetuses and their uteroplacental blood flow, as not much is known about it.

Twin gestation presents a particular challenge owing to more severe aortocaval compression and greater cardiovas-
cular changes compared with singleton gestation.14,15 We aimed to compare maternal hemodynamics and foetal outcomes
in women receiving prophylactic norepinephrine and phenylephrine infusions following spinal injection for CD. The
primary outcome of this prospective study was changes of maternal CO which was used as a surrogate marker of
uteroplacental perfusion.16 We hypothesized that the β-adrenergic effects of norepinephrine offer greater maternal and
foetal benefits in twin pregnancies.

Materials and Methods
This study was approved by the Ethical Committee of Shanghai First Maternity and Infant Hospital (Ethical Committee
No. KS17105), and written informed consent was obtained from all participants in the trial. The trial was registered prior
to patient enrolment in the Chinese Clinical Trial Registry (Reference number: ChiCTR-IOR-17013358, Principal
investigator: Weijia Du, Date of registration: November 13, 2017). The hospital is the largest birth and referral centre
in China, with an annual delivery volume of more than 30,000 babies.

Sixty-four women were enrolled from December 2017 to December 2018. Informed consent was obtained from all
participating women after explaining the nature of the study and procedures involved, including the need for an arterial
catheter. Data are reported according to the CONSORT guidelines. The following inclusion criteria were to be met:
women with primary twin pregnancy at term (37–38 weeks) without any medical or obstetric complications undergoing
elective CD under a single-shot spinal anaesthesia. Exclusion criteria included pre-existing/pregnancy-induced hyperten-
sion, known cardiovascular/cerebrovascular diseases, known foetal abnormality, allergy to study medications, extreme
weight (<50 or >100 kg) or height (<140 or >180 cm), or those with contraindications for spinal anaesthesia.

Women were allowed to have clear liquids up to 2 h prior to scheduled anaesthesia induction. Upon arrival in the
operating room, they were placed in the supine position with a left lateral tilt and attached to standard anaesthesia
monitors (Infinity C500; Dräger Medical, Lübeck, Germany). Following lidocaine infiltration, a 20-G arterial catheter
was placed in the right radial artery after an Allen test, and an 18-G intravenous catheter was placed on the forearm.
Continuous arterial-pulse waveforms were interfaced with a pulse analysis module (PulseCOTM, Cambridge, United
Kingdom), an integrated part of the LiDCOrapid Monitoring System (LiDCO Ltd., Cambridge, United Kingdom).

Baseline hemodynamic data were collected over 3 min following arterial line insertion. The patient was then placed in
a left lateral decubitus position. Following skin infiltration with 2–3 mL of 1% lidocaine, a 25-G Whitacre needle (BD
Medical, Franklin Lakes, NJ) was inserted through an introducer at the L3 or L4 level. After confirmation of free flow of
cerebrospinal fluid, 12 mg 0.5% isobaric ropivacaine (Naropin, AstraZeneca AB, Södertälje, Sweden) and 5 μg sufentanil
were injected intrathecally. After induction of spinal anaesthesia, the patient was returned to the left-tilted supine
position. Rapid co-loading with 500 mL lactated Ringer’s solution was completed over 5 min followed by continuous
infusion so as not to exceed the total volume of 1000 mL before delivery.

For randomization and blinding, 64 slips (32 for each group) were prepared and sealed in envelopes by staff not
involved in the study. An online random number generator (available at: http://www.psychicscience.org/random.aspx,
accessed July 9, 2017) was used to obtain the randomization codes, which were calculated using a closed-sequence
algorithm to ensure equal numbers in each group. The study drug was prepared in a 50-mL syringe according to the
randomization code by an unblinded research nurse. An additional 20-mL solution of the same drug was also prepared
for additional boluses. The concentrations of the drugs (6 μg/mL norepinephrine and 75 μg/mL phenylephrine) were
determined based on the potency ratio of approximately 13:1.12 The infusion and bolus drugs were blinded to the patients
and the personnel performing the study as well as the surgery and anaesthesia providers.
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Infusion of the study drug was initiated upon spinal injection via a side limb of the intravenous fluid access. The
initial infusion was commenced at a fixed rate of 60 mL/h for 3 min, after which the infusion was either stopped or
continued based on the systolic blood pressure (SBP): the infusion was stopped if the SBP was above 110% baseline, and
it was continued or restarted if the SBP was less than 90% baseline. If hypotension (defined as SBP at or below 80%
baseline) was observed, 1 mL of the bolus solution was given and repeated as needed. The total volumes of study
solutions given by bolus and infusion up to the time of delivery were recorded.

The incidences of hypotension, hypertension (defined as SBP at or above 120% baseline), and bradycardia (defined as
HR < 60 bpm) were recorded. Severe bradycardia (defined as HR < 50 bpm) was to be treated by stopping the infusion.
Severe bradycardia accompanied by hypotension was to be treated with intravenous atropine.

Spinal block level was tested by loss of cold sensation 5 min following the spinal injection. The density of the
surgical block was confirmed with pinpricks. Times of spinal injection (induction), skin incision, uterine incision, and the
two deliveries (twin A and twin B) were recorded. Umbilical venous (UV) blood samples were drawn for blood gas
analysis from a double-clamped umbilical cord segment. In our experience, umbilical arterial (UA) samples are not
always reliably obtained in twins, and thus, UV samples were therefore used as surrogates. Apgar scores at 1 and 5 min
following delivery were also recorded. Complications observed during the spinal anaesthetic technique were recorded
and managed as deemed appropriate by the anaesthesia care team.

The LiDCOrapid system was connected to the monitor to extract data from the arterial line. Beat-to-beat data were
regularly checked for extreme values and replaced using non-linear interpolation. Most extreme values resulting from
zeroing, flushing, blocking, or kinking of the arterial catheter can be automatically identified by LiDCOrapid monitor as
“bad”. While there were also some values closed to “bad” records, we set the upper and lower acceptable limits based on
clinical discretion for these variables: SBP, HR, CO, and SVR. These limits were set individually for every data file.

Statistical Analysis
The primary outcome measurement was standardized CO prior to skin incision. The secondary outcomes were group
differences in hemodynamic variables, including SBP, HR, SVR, and side effects. The sample size calculation was based
on data from previous studies conducted by Ngan Kee et al.17 We used PASS Software (NCSS, Kaysville, UT) to
calculate that a sample size of 30 patients per group would have greater than 80% power to detect a 20% difference in
CO between groups following spinal injection with a two-sided α error probability of 0.05 assuming an anticipated mean
value in the phenylephrine group of 5.4 L/min and standard deviation (SD) of 1.5 L/min. To account for potential
dropouts, the sample size was increased by 5%, resulting in a final sample size of 32 patients per group.

Statistical analyses were performed using SPSS version 22 (IBM, Armonk, NY). Q-Q plots and the Shapiro–Wilk test
were used to test the normality of the distribution of univariate intergroup data. Normally distributed outcome data were
presented as mean (SD) and analysed among groups using the Student’s t-test. Non-normally distributed data were
summarized as median (interquartile range) and were compared using the Mann–Whitney U-test. Categorical variables
were analysed using the chi-squared test. Statistical significance was set at P <0.05.

Summary measures were used to compare serial hemodynamic data between the two groups.18 All values were
calculated as percentages of baseline. Values were only analysed from spinal induction to skin incision since the table
tilting upon skin incision and the external fundal pressure to facilitate delivery could alter the intra-abdominal pressure
and lead to inaccurate results.19 Areas under the curve (AUCs) for values plotted against time were calculated using the
trapezium rule18 as described by Ngan Kee et al.13 Since the time between spinal induction and skin incision varies
amongst women, we divided the AUCs of SBP, CO, HR, and SVR for each patient by the number of data points to obtain
standardized values. Calculated AUCs were compared between the groups using the Mann–Whitney U-test.

Results
Patient recruitment and flow are shown in Figure 1. A total of 85 women were screened and 64 women were enrolled.
Two patients were excluded because of failed spinal block and data loss. After exclusions, data were analysed for 62
patients, with 31 in each group. Demographics and baseline hemodynamic data were comparable between the two groups
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(Table 1). The spinal block height and operative characteristics are shown in Table 1. The total volume of the study drug
was comparable when using norepinephrine (9 mL [interquartile range, 6–14 mL]) or phenylephrine (7 mL [interquartile
range, 5.5–9 mL]) to maintain SBP in the target range (P=0.079).

Figure 1 Study CONSORT diagram showing patient recruitment and flow.

Table 1 Patient and Intra-Operative Characteristics

Norepinephrine Group
(n=31)

Phenylephrine Group
(n=31)

P value

Age (yr) 32 [29–43.5] 32 [29.5–35] 0.719

Weight (kg) 75.48 (9.974) 73.62 (7.228) 0.708

Height (cm) 163 [159–167] 162 [160–165] 0.784
BMI 28.14 (2.99) 27.7 (2.73) 0.599

Gestation (days) 260 [259–263] 260 [259–262] 0.102

Monochorionic monoamniotic (MCMA) 2 (6.9%) 3 (10.3%) 0.64
Any conceiving problems and fertility issues 22 (75.9%) 17 (58.6%) 0.162

Baseline systolic blood pressure (mmHg) 125 (9.5) 126 (7.0) 0.0584

Induction-to-incision interval (min) 12[13–14] 13[10.5–15.5] 0.863
Incision-to-uterine incision interval (min) 1[1–2.5] 2[1–3.5] 0.077

Uterine incision-to- twin A delivery interval

(min)

3[2–2.5] 3[3.5–2.5] 0.229

Twin A-to-twin B delivery interval (min) 1[1.0–1.0] 1[1.0–1.0] 0.731

Block height (dermatome) T4[T3–T4] T4 [T3–T3.5] 0.92

Infusion duration (min) 15 [13–16.5] 16 [14–18] 0.229
Total volume of study drugs (mL) 9[6–14] 7[5.5–9] 0.079

Note: Values are mean (SD) or median [interquartile range].
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Comparison of the calculated AUCs standardized for each patient from spinal induction to skin incision showed that
CO (P=0.889), SBP (P=0.057), HR (P=0.977), and SVR (P=0.416) were not significantly different between the two
groups (Figure 2). For demonstration purposes, continuous changes of standardized CO, SBP, HR, and SVR, respec-
tively, collected by the LiDCOrapid monitor were expressed as data over a 10-min window immediately after drug
infusion (Figure 2). In our institution, the typical time between spinal induction and skin incision for primary CD is
between 10 and 15 min. We, therefore, used 10 min as the common denominator.

The incidence of HR below 60 bpm was higher in the phenylephrine group (69%) than in the norepinephrine group
(24.2%, P<0.001, Table 2). Both groups had comparable rates of hypotension (norepinephrine vs phenylephrine: 41.4%
vs 44.8%, P=0.791), hypertension (norepinephrine vs phenylephrine: 34.5% vs 58.6%, P=0.065), and intraoperative
nausea and vomiting (norepinephrine vs phenylephrine: 31.0% vs 24.1%, P=0.557).

The neonatal outcomes are summarized in Table 3. There were no differences in the UV pH between the groups.
Apgar scores at 1 and 5 min were comparable between the groups. None of the neonates required positive-pressure
ventilation or newborn intensive care unit admissions.

Discussion
We found that phenylephrine and norepinephrine have similar efficacy in maintaining maternal CO and other hemody-
namic variables following spinal anaesthesia in twin pregnancies, and the foetal outcomes were similar. These findings
are different from those of Ngan Kee et al13 in single pregnancies, which showed an advantage of norepinephrine in
maintaining CO and HR over phenylephrine.

Maternal CO, rather than blood pressure, could be an important factor in determining uterine blood flow and foetal
acid-base balance.16,20 The hemodynamic benefits of norepinephrine shown by Ngan Kee et al in singleton pregnancy13

should, in theory, be more pronounced in women with twins since an increase in CO could help offset severe aortocaval
compression from the larger gravid uterus. In our study in twin pregnancy, however, not only did we not see any foetal
benefits, but the hemodynamic advantages described by Ngan Kee et al were not observed.13 We offer several
explanations for the difference. First, a twin pregnancy is associated with a more cephalic spread of the spinal block
than a singleton pregnancy,7 which partially reversed the β-adrenergic effects of norepinephrine with a relative increase
in parasympathetic activity and decreased venous return.21 In addition, hyperbaric spinal bupivacaine is not available in
our market, and the isobaric ropivacaine could have contributed to a more cephalad spread during spinal anaesthesia. The
obstruction to venous return from the gravid uterus could be more severe in twin pregnancy and the extremely limited
venous return in twin pregnancy could have restricted the left ventricular end-diastolic volume available to generate a
higher CO. To complicate the issue, we were not able to tilt the operating table beyond 15° with twin pregnancy owing to
the risk of a fall. Studies have found that a 30° left-tilted position improved the cross-sectional area of the inferior vena
cava compared with 15° or supine positioning in singleton women;22,23 however, it was hard to achieve this in our study.
Notably, while norepinephrine is not a pure β1-selective adrenergic agonist, its effect on β2-adrenoceptors leading to
vasodilation is considered to be minor; however, little is known of this effect on pregnancy, particularly on twin
pregnancy. It is not certain to what extent the β2-adrenergic effect contributed to the findings in our study. Second, the
main difference between this study and Ngan Kee et al13 is that we measured cardiac output and other hemodynamic
variables invasively and continuously, which is the strength of our study. LiDCO cardiac output monitor has been
demonstrated to be reliable in many different physiological and pathological conditions, and be able to measure the effect
of therapeutic interventions in the obstetric population.24–26

In this study, we compared norepinephrine at a concentration of 6 μg/mL with phenylephrine at a concentration of 75
μg/mL (at a potency ratio of 13:1). Although several dose-finding studies suggest that 50 μg/min could be a preferable
starting point for prophylactic phenylephrine infusion,27,28 we used a relatively high initial infusion rate of phenylephrine
(75 μg/min) considering that post-spinal hypotension in twin pregnancies could occur earlier and is more severe when
compared with singleton pregnancies.7 Despite the high dose, however, SBP could not be maintained at baseline level
with the infusions alone during the first 4 min following spinal induction in both groups. This phenomenon can be
explained by the more rapid onset and higher cephalic spread of spinal anaesthesia in twin pregnancies.7 Twin gestation
is associated with a more severe aortocaval compression29 and a lower vascular tone,2,15 which both contribute to a more
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Figure 2 Continuous changes in cardiac output (A), systolic blood pressure (B), heart rate (C) and systemic vascular resistance (D) standardized to the percentage of
baseline values. On the left side of the panels, data are continuous values for the first 10 min from drug infusion. On the right side of the panels, bars show the area under
the curve for the two groups.
Abbreviations: NE, norepinephrine; PHE, phenylephrine.
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rapid and severe development of hypotension following spinal anaesthesia.30 Further studies are warranted to investigate
the optimal vasopressor choices and protocols for managing hypotension following spinal anaesthesia in twin
pregnancies.

The incidence of bradycardia was significantly higher in the phenylephrine group than in the norepinephrine group,
which is consistent with other studies.31,32 However, none of the women experienced severe bradycardia warranting
atropine treatment, and no significant differences were observed in continuous HR changes between the two groups.
Thus, we suggest that bradycardia related to phenylephrine is not a predominant clinical problem in this study and could
be rapidly corrected by switching off the infusion.33 Relatively higher incidences of hypotension (41.4% vs 44.8%) and
hypertension (34.5% vs 58.6%) were observed in our study using continuous hemodynamic data collection via an arterial
line compared to previous studies with routine intermittent measurements.13,34

Our study has certain limitations. First, we were only able to report UV blood gas values rather than UA samples
owing to the technical challenge of obtaining UA blood from twins. In a study comparing graded mixtures of
phenylephrine and ephedrine by Ngan Kee et al,35 there was a certain degree of correlation between UA and UV
blood gas values. UV blood gas values, while being less sensitive, may serve as a “crude” measure for severe foetal
distress. Our study involved low-risk women only, and there was no clinical foetal distress. Second, for the study
purpose, we used a fixed on-and-off infusion of drugs to attain the baseline systems.11,13 Integration with BP recordings
may offer more practical utility for the management of BP in the future. Third, this study failed to achieve significance of
the primary outcome. The underlying reason may be due to inadequate power. Further studies are warranted to

Table 2 Maternal and Neonatal Side Effects

Norepinephrine Group (n=31) Phenylephrine Group (n=31) P value

Maternal Side Effects
Hypotension episodes 12 (41.4%) 13 (44.8%) 0.791

Bradycardia episodes 7 (24.1%) 20 (69.0%) 0.001

Reactive hypertension 10 (34.5%) 17 (58.6%) 0.065
Nausea and vomiting 9 (31.0%) 7 (24.1%) 0.557

Note: Data are presented as number (frequency).

Table 3 Neonatal Outcomes

Norepinephrine Group (n=31) Phenylephrine Group (n=31) P value

Twin A
Birth weight (g) 2647 (318) 2666 (270) 0.805

Apgar score at 1min 9 [9–10] 9 [9–10] 0.608
Apgar score at 5min 10 [10–10] 10 [9–10] 0.119

Umbilical venous blood gases

pH 7.34 [7.32–7.35] 7.34 [7.31–7.36] 0.743
PO2 (mmHg) 28 [24–28] 25 [21.5–28] 0.075

PCO2 (mmHg) 44.4 (5.9) 46.0 (5.59) 0.29

Base excess (mmol/l) −2.09 (1.87) −1.77 (1.51) 0.472
Twin B
Birth weight (g) 2677 (243) 2552 (246) 0.056

Apgar score at 1min 9 [9 to 10] 9 [9 to10] 0.463
Apgar score at 5min 10 [9.5 to 10] 10 [9 to 10] 0.766

Umbilical venous blood gases

pH 7.30 [7.29 to 7.32] 7.31 [7.28 to 7.32] 0.407
PO2 (mmHg) 20 [17 to 25] 22 [17 to 25] 0.708

PCO2 (mmHg) 53.5 [49.6 to 55.1] 51.3 [47.05 to 55.65] 0.46

Base excess (mmol/l) −1.8 [−3.65 to −1.45] −1.8 [−3.3 to −1.3] 0.513

Note: Values are mean (SD) or median [interquartile range].
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investigate the effectiveness and safety of norepinephrine in twin pregnancies by improving the design of the study,
including increasing the sample size, modifying the primary outcome to enhance the likelihood of reaching a decisive
conclusion.

In summary, when administered as a prophylactic fixed-rate infusion, phenylephrine and norepinephrine had similar
efficacy for maintaining maternal hemodynamics including CO, SBP, HR, and SVR after spinal anaesthesia induced with
12 mg 0.5% isobaric bupivacaine and 5 μg sufentanil. The neonatal outcomes were similar. Considering the lack of
additional benefits and the fact that it is best administered through a central venous access or upper extremity,30,36 the
routine use of norepinephrine in CD, particularly for a twin pregnancy, needs to be further investigated.
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