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Abstract

Respiratory distress syndrome (RDS) is a disorder caused by a deficiency of surface-
active agent called pulmonary surfactant, in the pulmonary alveoli. This deficiency
leads the alveoli to collapse, impeding air entry, gas exchange, and oxygenation in
newborns. Conventional treatment involves exogenous surfactant administration,
ventilation, and hydroelectrolytic management.

However, there are alternative treatments to prevent RDS that can be administered to
pregnant women (steroids, thyrotropin-releasing hormone, and ambroxol) or to
newborns in their first few hours of life (continuous positive airway pressure,
prophylactic surfactant in single or multiple doses, and digoxin). These approaches
may be effective and cost less than conventional treatment. Conventional treatment
requires trained medical personnel to attend to the newborn, ventilation, tempera-
ture control, and electrolytic and nutritional support, which can cost up to USD 14,226
per event.

This chapter seeks to analyze the effectiveness of each of these alternative treatments
in preventing RDS in preterm newborns, so that it can be applied in communities with
limited resources.

Keywords: ambroxol, respiratory distress syndrome, antenatal steroids, preterm
birth, alternative therapies
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Respiratory Management of Newborns

1. Introduction

The lungs are composed of different structures. The alveoli are the functional units of the lungs
that allow oxygen gas (O,) from the environment to be exchanged for carbon dioxide (CO,)
from the bloodstream.

In order for this process to take place, contact between the air-filled alveoli and the capillaries
of the lung is essential. However, certain conditions can affect this process by preventing air
from entering the alveoli, diminishing blood flow in pulmonary capillaries, or impeding
alveolus-capillary contact, which hampers gas exchange and leads to decreased O, and
increased CO, levels in the blood [1].

Alveoli comprise (a) type I pneumocytes, cells that provide shape and support and (b) type II
pneumocytes, cells responsible for producing the surface-active agent called pulmonary
surfactant. A surfactant is a substance made up of phospholipids (80%), proteins (12%), and
neutral lipids (8%). Surfactants decrease the surface tension inside the alveoli. When there is
insufficient surfactant, the alveoli collapse, preventing air entry and gas exchange. This is
accompanied by a decrease in O, in the tissues and a gradual increase in respiratory effort,
leading to this disorder being known as respiratory distress syndrome (RDS) [1-3].

This disorder affects up to 30% of premature newborns (<37 weeks of gestation) and accounts
for 9.3-12% of hospital admissions to neonatal intensive care units [4—6]. Some studies have
reported that the following factors are linked to the development of RDS: birth by cesarean
section, gestational diabetes, meconium aspiration, and neonatal asphyxia [7].

Conventional treatment, which has been shown to reduce mortality rates by up to 18%,
involves the exogenous administration of natural or synthetic surfactant at a dose of 100
mg/kg, up to 2-3 times, once RDS is diagnosed. The treatment also involves the use of
mechanical ventilation, temperature control in an incubator, and electrolytic and nutritional
support. However, this treatment has multiple adverse effects, such as pneumothorax,
bronchopulmonary dysplasia, and retinopathy secondary to ventilation support and the
continuous administration of supplemental oxygen over prolonged periods, malnutrition, and
infections [2, 8].

As a consequence, many researchers have studied alternatives to prevent the development of
RDS and reduce the frequency of these complications.

2. Alternative treatments for the prevention of RDS

The following are some treatments designed to prevent the development of RDS in newborns.

2.1. Early administration of surfactant

Numerous studies have reported that the administration of surfactant in the first few hours of
life prior to the development of RDS reduces the mortality rate of preterm newborns. In 2012,
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Bahadue and Soll carried out a systematic review of six clinical trials involving 3577 preterm
newborns and analyzed the effectiveness of administering surfactant in the first 2 hours of life.
The authors found a significant reduction in the risk of death [RR 0.84 (0.74-0.95)] compared
to delayed selective surfactant administration with neonates with established RDS [9]
(Figure 1).

Study or subgroup Early treatm ent Late treatm ent Risk Ratio Weight Risk Ratio
niN

n/H M-H.Fixed 85% CI M-H.Fixed, 35% CI
1 Synthetic surfactant
European Study 1992 3riziz 55/208 —a— 131 % 066 [ 045, 0.95]
OSIRIS 1992 296/1344 33771346 . 79T % 0EE[0.7F.1.011]
Subtotal (95% CI) 1556 1554 * 528 % 0.85 [ 0.75, 0.96 |
Total events: 333 (Early tleatm emJ 392 iLate tleatm ent
Heterogeneity: Chi* = 2.04, df = 1 (P = 0.15); F =51
Test for overall effect: 2 = 2. 51 (P=0.012)
2 Animal-derived surfactant
GCortner 1998 37154 21163 05% 1.59[0.27, 9.37]
Kenishi 1992 1/16 Zjle 0s5% 0.50[0.05,4.98]
Lefort 2003 1435 21740 = 46% 076 [046,1.26]
Flavka 2002 2j21 7R Y/ 16% 0.30[0.07.1.28]
Subtotal (35% CI) 226 241 ~ 7.2 % 0.69 [ 0.44, 1.09 ]
Total events: 20 (Early treatment), 32 (Late treatment)
Heterogeneity: Chi® = 2.33, df = 3 (P = 0.51); I =0.0%
Testfor overall effect: Z = 1.58 (P = 0.11)
Total (95% CI) 1782 1795 * 100.0 % 0.84 [ 0.74, 0.95 ]
Total events: 353 (Early treatment), 424 (Late treatment)
Heterogeneity: Chi® = 4.84, df = 5 (P = 0.44); 7 =0.0%
Test for overall effect: Z = 2.82 (P = 0.0048)
Testfor subgroup differences: Chi® = 0.70, df = 1 (P = 0.40), F =0.0%
IEI.I IEI.2 IEI.S Il I2 I5 I1EI

Favors early Favors delayed

Figure 1. Early vs delayed administration of surfactant (risk of death).

Bahadue also analyzed adverse effects in patients that received early administration of
surfactant and reported that there was a decrease in the risk of developing chronic lung disease
[RR 0.69 (0.55-0.86)], pneumothorax [RR 0.69 (0.59-0.82)], pulmonary interstitial emphysema
[RR 0.60 (0.41-0.89)], and bronchopulmonary dysplasia [RR 0.94 (0.88-1.00)] [9] (Figures 2-5).

Study or subgroup Early treatm ent Late treatment Risk Ratio Weight Rizk Ratio
n/N n/N M-H,Fixed, 35% CI M-H.Fixed. 95% CI
1 Synthetic surfactant
05IRIS 1992 106/1344 151713486 . B9.1 % 0.70[0.55 0.89]
Subtotal (95% CI) 1344 1346 * 89.1% 0.70 [ 0.55, 0.89 ]

Total events: 106 (Early treatment), 151 (Late treatment)
Heterogeneity: not applicable
Test for overall effect: 2 = 2.92 (F = 0.0035)

2 Animal-derived surfactant

Gortner 1998 7il54 12/1632 —— E9X 0E2[0.25 1.52]
Plavka 2002 4521 7iaz e 40% 0E0[D.20,1.75]
Subtotal (95% CI) 175 185 - 10.9 % 0.61[ 0.30, 1.22 ]
Total events: 11 (Early treatment), 19 iLate treatment)
Heterogeneity: Chi® = 0.00, df =1 I:P =0.87); F =0.0%
Test for overall effect: 2 = 1.39 (F=0.16)
Total (95% CI) 1519 1531 * 100.0 % 0.69 [ 0.55, 0.87 |
Total events: 117 (Early tleatm ent), 170 iLate tleatmem:l

Heterogeneity: Chi* = 0.15, df = 2 (P = 0.93): P =0.0¢
Test for overall effect: 7 = 3.21 (P = 0.0013)
Testfor subgroup differences: Chiz = 0,14, df =1 (P = 0.71), I =0.0%

0.01 0.1 1 10 100
Fawvors early Favors delayed

Figure 2. Early vs delayed selective surfactant treatment (chronic lung disease).
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Study or subgroup Early treatment Late treatment Rizk Ratio Weight Rizk Ratio
niN niN M-H,Fixed, 85% Cl M -H.Fixed, 55% Cl
1 Synthetic surfactant
European Study 1992 3B/212 550208 - 181 % 0EB[0.47, 0.98]
OSIRIS 1992 16071344 232/1348 . 7RSSR 069 [0.57, 0.83]
Subtotal (95% CI) 1556 1554 4 93.6 % 0.69 [ 0.58, 0.81 ]
Total events: 198 (Early treatment), 287 (Late treatm ent)
Heterogeneity: Chi* = 0.01, df =1 (P = 0.93); P =0.0%
Test for overall effect: Z =4 .40 (P = 0.000011)
2 Animal-derived surfactant
Gortner 1998 67154 BILE3 — 1.9% 1.06[0.35 3.21]
Lefart 2003 B/35 11740 — 33% 0.B3[0.38 1.83]
Plavka 2002 os21 2 — 11% 015([0.01, 273]
Subtotal (95% CI) 210 225 - o4 % 0.78 [ 0.42, 1.45 ]
Total events: 14 (Early treatment), 20 iLate treatment)
Heterogeneity: Chi* = 1.56, df = 2 i(F = 0.46); I =0.0%
Test for overall effect: 2 = 0.79 (P = 0.43)
Total (95% CI) 1766 1779 + 10000 % 0.69 [ 0.59, 0.82 ]
Total events: 212 (Early treatment), 307 (Late treatm ent)
Heterogeneity: Chi* = 1.85, df = 4 (P = 0.76); B =0.0%
Test for overall effect: Z =4.45 (F = 0.00001)
Test for subgroup differences: Chi® = 0.15, df = 1 (F = 0.70), I* =0.0%
0.01 0.1 1 10 100

Favors early

Favors delayed

Figure 3. Early vs delayed selective surfactant treatment (pneumothorax).

Study or subgroup Early treatm ent Late treatm ent Risk Ratio Weight Risk Ratio
nfM niM M-H, Fixed, 95% CI M-H,Fined, 85% Cl

1 Synthetic surfactant

European Study 1992 29/212 467208 .' 7a2% 0.E2[0.40,0.54]
Subtotal (95% CI) 212 208 - 79.2 % 0.62 [ 0.40, 0.94 ]
Total events: 29 (Early treatment), 46 (Late treatm ent)
Heterogeneity: not applicable
Test for overall effect: 2 = 2.22 (F = 0.026)
2 Animal-derived surfactant

Cortner 1998 6/154 89/163 — 148% 0.71[0.26,1.94]

Flavka 2002 0/z1 32 ——————F——— 5.8% 015[0.01, 2.73]
Subtotal (95% CI) 175 185 o 20.8 % 0.55[ 0.22, .39 |
Total events: & (Early treatment), 12 (Late treatment)
Heterogeneity: Chi* = 1.01, df =1 iP = 0.32); I* =1%
Test for overall effect: 2 = 1.27 (P = 0.20)
Total (35% CI) 387 393 L 4 100.0 % 0.60 [ 0.41, 0.89 |
Total events: 35 (E:uls«I treatm emJ SE (Late treatment)
Heterogeneity: Chi® = 0.99, df = 2 (P = 0.61); |2 =0.0%
Test for overall effect: 7 = 2. SE (P =0.010]
Test for subgroup differences: Chi# = 0.05, df =1 (P = 0.82), ¥ =0.0%

0.01 0.1 1 100

Favars early

10
Favors delayed

Figure 4. Early vs delayed selective surfactant treatment (pulmonary interstitial emphysema).

Study or subgroup Early treatm ent Late treatm ent Risk Ratio Weight Risk Ratio
n/M niM M-H, Fixed, 95% CI M-H,Fixed 85% Cl
1 Synthetic surfactant
05IRIS 1892 48371344 49771346 . 904 % 0.97 [0.88,1.08]
Subtotal (95% CI) 1344 1346 + 90.4 % 0.97 [ 0.88, 1.08% ]
Total events: 483 (Early treatment), 497 (Late treatment)
Heterogeneity: not applicable
Test for overall effect: 2 = 0.53 (F = 0.59)
2 Animal-derived surfactant
Cortner 1998 36/154 3B/163 —— 6.7 % 1.00[0.67,1.49]
Konizhi 1992 6/16 11416 e — 2.0% 0.55[0.27,1.11]
Lefort 2003 6/35 5/40 T 0.8% 370046, 4.11)
Subtotal (95% CI) 205 219 - 9.6 % 0.94 [ 0.67, .31 ]
Total events: 48 (Early treatment), 54 (Late treatment)
Heterogeneity: Chi* = 2,79, df = 2 (P = 0.25); I =2B%
Test for overall effect: 2 = 0,37 (P = 0.71)
Total (95% CI) 1549 1565 + 100.0 % 0.97 [ 0.88, .07 |

51 iLate treatment)

Total events: 531 (Early treatment), 5
T = 0.41); I =0.0%
53

Heterogeneity: Chi® = 2.91, df = 3 (P
Test for overall effect: 062 (P=
Test for subgroup differences: Chi®

=0.04, df =1 (P=0.84), I* =0.0%

0.1 0.2 0.5 1
Fawvaors early

Figure 5. Early vs delayed selective surfactant treatment (bronchopulmonary dysplasia).

2 3 1
Favors delayed
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2.2. Administration of multiple doses of surfactant

Some researchers have carried out clinical trials to determine the effectiveness of administering
multiple doses of surfactant to newborns to prevent RDS or reduce its complications. In 2009,
Soll and Ozek carried out a systematic review to investigate whether this alternative treatment
could decrease the risk of RDS and complications in preterm newborns. Only three clinical
trials could be included in the review, but the authors concluded from these that there was a
decrease in the risk of developing pneumothorax for neonates that received up to a maximum
of four doses of surfactant spaced 6-12 hours apart compared to those who received single
doses [RR 0.51 (0.30-0.88)]. There was a non-significant decrease in the risk of death for
newborns who received multiple doses of surfactant [RR 0.63 (0.39-1.02)]. They concluded that
the ability to give multiple doses of surfactant to infants with ongoing respiratory insufficiency
leads to improved clinical outcome and appears to be the most effective treatment policy
(Figures 6 and 7) [10].

Study or subgroup Multiple Single Risk Ratio Weight Risk Ratio
niN n/N M-H, Fixed, 35% CI M-H.Fixed. 95% CI
1 Animal derived surfactant extract
Dunn 1390 307 424 L e E— 45% 067 [0.17. 2.68]
Speer 1982 15/167 32/176 —E— 332 % 0.45[0.28 0.88]
Subtotal (95% CI) 194 200 ~a— 37.7 % 0.51[ 0.30, 0.88 |

Total events: 18 (Multiple). 36 (Single)
Heterogeneity: Chiz = 0.15, df =1 (P = 0.70); F =0.0%
Test for overall effect: Z = 2.45 (F = 0.014)

2 Synthetic surfactant

Corbet 1935 48/416 SB/410 B 623K 0820057, 1171
Subtotal (95% CI) 416 410 - 62.3 % 0.82 [ 0.57, L17 ]
Total events: 48 (Multiple). 58 (Single)
Heterogeneity: not applicable
Test for overall effect: 2 = 1.12 (F = 0.2§)
Total (95% CI) 610 610 - 100.0 % 0.70 [ 0.52, 0.94 ]
Total events: 68 (Multiple), 94 CSmgIeJ
Heterogeneity: Chi® = 2.11, 2P =0.35; F =5%
Testfor overall effect: Z = 2. 35 I:P =0.0159)

I0.1 I0.2 I0.5 I1 I2 I5 IllJ

Favars multiple Fawvors single

Figure 6. Multiple vs single doses of pulmonary treatment (pneumothorax).

Study or subgroup Multiple Single Risk Ratio Weight Risk Ratio
niN niMl M-H, Fixned, 35% CI M-H.Fixed. 95% CI

1 Animal derived surfactant extract

Dunn 1990 1427 1/24 10% 0.89[0.06 13.45]

Speer 1392 22/167 37176 —— 335% 0.63[0.39,1.02]
Subtotal (95% CI) 194 200 e 345 % 0.63 [ 0.39, .02 ]
Total events: 22 (Multiple), 33 (Single)
Heterogeneity: Chi* = 0.06, df =1 (F = 0.80); F =0.0%
Test for overall effect: 2 = 1. 88 (P =0.061)
2 Synthetic surfactant

Corbet 1935 40/416 70/410 B 5.5 % 0.56 [0.33, 0,811
Subtotal (95% ClI) 416 410 - 65.5 % 0.56 [ 0.39, 0.81]
Total events: 40 (Multiple), 70 (Single)
Heterogeneity: not applicable
Test for overall effect: 2 = 3.09 (P = 0.0020)
Total (95% CI) 610 610 - 100.0 % 0.59 [ 0.44, 0.78 |

Total events: 63 (Multiple), 108 (Single)
Heterogeneity: Chiz = 0.21, df = 2 (P = 0.90); |* =0.0%
Test for overall effect: Z = 3.61 (P = 0.00031)

0.05 0.z 1 5 20
Favors multiple Favors single

Figure 7. Multiple vs single doses of pulmonary surfactant (mortality).
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2.3. Early application of continuous positive airway pressure (CPAP)

CPAP is an alternative treatment for newborns with RDS that involves the application of a
type of respiratory support that applies air at low pressure in a continuous manner to keep
the airway open. This treatment increases functional residual capacity and oxygenation with
fewer secondary effects [11].

It has been observed that this type of respiratory support carries a lower risk of secondary
complications such as barotrauma, pneumothorax, and pulmonary emphysema, among
others. Recent studies of CPAP application in premature neonates in the first few minutes of
life have shown that the risk of death is lower [RR 0.68 (0.5-1.92)] than for neonates who receive
conventional ventilation. It has also been reported that the early application of CPAP in
patients who developed RDS and received conventional treatment reduced the duration of
mechanical ventilation (25 vs. 28 days) [12].

These findings were confirmed in a systematic review by Bahadue, who reported that the early
application of CPAP and the selective administration of surfactants in preterm neonates

reduced the risk of death compared to newborns who received only prophylactic surfactant
[RR 0.84 (0.74-0.95)] [9].

To study long-term outcomes, Vaucher and colleagues carried out a follow-up assessment at
22 months of 1310 neonates that had been treated with CPAP to prevent RDS and found a
decrease in the frequency of neurological and respiratory problems compared to patients
treated with conventional therapy involving mechanical ventilation [RR 0.93 (0.78-1.10)] [13],
similar findings were observed in the prospective study performed by Stevens and colleagues
in 918 infants; those who received CPAP had fewer episodes of wheezing, respiratory illnesses,
and visits to emergency room for breathing problems compared to infants who received
conventional therapy [28.9% vs. 36.5%, 47.7% vs. 55.2%, and 68% vs. 72.9% (p < 0.05), respec-
tively] [14].

On the basis of these results, the American Academy of Pediatrics recommends the early use
of CPAP in conjunction with surfactant administration as an alternative to prevent RDS in
preterm newborns [15].

2.4. Administration of digoxin

In 1955, Lendrum suggested that cardiac insufficiency secondary to pulmonary edema was a
predisposing factor for RDS. Several clinical trials were carried out to determine whether the
administration of digoxin in the first few hours of life would improve heart contractility and
reduce the risk of developing RDS [16, 17].

As part of a systematic review in 2011, Soll and Ozek analyzed the efficacy of digoxin appli-
cation in preventing RDS at doses of 0.01-0.06 mg/kg every 12 hours in 212 preterm newborns.
They found that, despite improvements to cardiac insufficiency, there was no significant
reduction in mortality compared to newborns who did not receive digoxin [RR 1.27 (0.78-
2.07)]. The authors concluded that although hemodynamic disturbances play a role in the
overall pathogenesis of RDS, the specific contribution of early congestive heart failure does
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not appear to be significant factor in RDS, and the treatment with digoxin has no proven value
in infants solely affected with RDS [18] (Figure 8).

Study or subgraup Treatment Cantral Risk Ratio Weight Risk Ratio

n/N niN M-H,Fixed,35% CI M-H,Fixed,35% CI
Braudo 1969 18/44 11743 — B s17x 1.60[0.86, 2.981
Martin 1963 9/59 11/66 . 483 % 0.92[041,2.05]

Total (95% CI) 103 100 e —— 1 (0.0 % 1.27 [ 0.78, 2.07 |

Total events: 27 (Treatment), 22 (Control)
Heterogeneity: Chi® = 1.16, df = 1 (P = 0.28): P =14%
Testfor overall effect: Z = 0.95 (P = 0.34)

0.5 0.7 1 1.5 2

Figure 8. Digoxin vs placebo for preventing or treating respiratory distress syndrome (mortality).

2.5. Administration of thyrotropin-releasing hormone and antenatal steroids

In 1972, Liggins and Howie demonstrated that the administration of steroids (betamethasone)
to pregnant women at risk of giving birth prematurely reduced the risk of their newborns
developing RDS [RR 0.69 (0.59-0.73)] because the steroid passes through the placenta, reaches
the fetal pulmonary alveoli, and stimulates the production of surfactant by type II pneumo-
cytes. However, the use of this treatment did not become commonplace until 1987. It has since
reduced the rate of neonatal mortality and is the preventive therapy of choice for obstetricians
[19, 20].

Later, Liggins found that the administration of thyrotropin-releasing hormone (TRH) in
combination with antenatal steroids increased the production of phospholipids and the
distension of fetal sheep’ lungs [19]. In 2013, Crowther carried out a systematic review
analyzing 4600 pregnant women who were administered TRH and steroids prior to delivery.
However, no significant differences were observed in terms of reducing the risk of death for
premature newborns [RR 1.05 (0.86-1.27)] (Figure 9) or prevention of RDS compared to
neonates born to women who received antenatal betamethasone therapy [RR 1.05 (0.91-1.22)]
(Figure 10). However, it was observed that the administration of the combination of TRH and
antenatal steroids did significantly increase the risk of adverse effects such as nausea, vomiting,
and headaches [RR 3.92 (3.13—4.92), RR 2.35 (1.35-4.09), and RR 1.73 (1.36-2.22), respectively]
(Figures 11-13) [21].

Study or subgroup TRH+steroids Steroids Risk Ratio Weight Risk Ratio
n/N n/N M-H,Fixed, 95% Cl M-H,Fixed 95% CI

ACTOBAT 1995 64/699 52/698 —— 29.5% 1.23[0.87.1.75]
Ballard 1998 54/563 52/571 —— 3.2% 1.050[0.73,1.51]
Chile 1998 2B/180 24/16E — 141% 1.0B[0.65 1.78]
Europe 1999 B/136 17/1328 . — 95% 048 [0.21.1.08]
Jikihara 1990 10/63 E/E1 s — 35% 161 [0.62.4.17]
Enight 1994 214201 26/217 —— 14:2% 0.87 [0.51,1.50]

Total (95% CI) 1842 1852 > 100.0 % 1.05 [ 0.86, 1.27 ]

Total events: 185 (TRH+steroids), 177 (Steroids)
Heterogeneity: Chi* = 5.63, df = 5 (P = 0.34); I* =11%
Testfor overall effect: Z = 0.46 (P = 0.64)

Testfor subgroup differences: Mot applicable

01 0z 05 1 2 5 10
Favours TRH+steroids Favours steroids

Figure 9. Thyrotropin-releasing hormone + steroids vs steroids alone for RDS (mortality).

17



18 Respiratory Management of Newborns

Study or subgroup TRH+steroids Steroids Rizk Ratio Weight Rizk Ratio
n/h niN M-H.Random,95% Cl M-H.Random.95% Cl

Abuhamad 1999 23/55 1E/48 — Flx 1.12[0.69, 1.80]
ALTOBAT 1995 242/684 20B/EES - 225 % 1.17[1.00,1.36]
Eallard 1998 263/563 2574571 E 2 243 % 1.05[0892,1.19]
Carlan 1931 3713 1/11 —_———+—* 0.5% 4.23[0.58, 30.99]
Chile 1998 417172 29/160 —— B.5% 1.32[0.86 2.01]
Europe 1999 58/136 49/132 —— 136% 117 [0.87,1.57]
Jikihara 1990 19/63 27061 — 73% 06EE[043, 1.09]
Kim Zooo 13730 /31 o e — 4.0% 149[0.75 2.96]
Knight 1994 457201 63217 —8— 122 % 0.70[0.51,087]

Total (95% CI) 1917 1916 L 100.0 % 1.05[0.91, 1.22 ]

Total events: 712 (TRH+steroids), 667 (5teroids)

Heterogeneity: Tau® = 0.02; Chi? = 15.35, df = 8 (P = 0.05); * =48%

Test for overall effect: Z = 0.67 (F = 0.50)

Test for subgroup differences: Not applicable

0.2 05 1

0.1
Favours TRH+steroids

2 El
Favours steroids

Figure 10. Thyrotropin-releasing hormone + steroids vs steroids alone for respiratory distress syndrome.

Study or subgroup TRH+steroids Steroids Risk Ratio Weight Risk Ratio
n/N niN M-H. Fixed, 95% CI M-H Fixed 95% Cl
ALTORAT 1985 248/506 EB7 /505 . BE.EX 2E9[291,470]
Ballard 1998 53/486 107495 —— 128% 540([278,1049]
Knight 1954 27183 07195 0.6% 5.33[0.26,110.20]
Total (95% CI) 1175 1195 - 100.0 % 3.92 [ 3.13, 4.92 ]
Total events: 302 (TRH+steroids), 77 (Steroids)
Heterogeneity: Chi® = 1.17, df = 2 (P = 0.56); I* =0.0%
Test for overall effect: 2= 11,85 (P < 0.00001)
Test for subgroup differences: Not applicable
01 0.2 0s 1 2 5 10

Favours TRH+steroids

Figure 11. Thyrotropin-releasing hormone + steroids vs steroids alone for RDS (nausea).

Favours steroids

Study or subgroup TRH+:steroids Steroids Risk Ratio Weight Risk Ratio
n/N niN M-H.Fixed, 95% CI M-H.Fixed 95% CI

ACTOBAT 1995 40/506 17/505 —.— 100.0 % 2.35([1.35,4.09]
Total (95% CI) 506 505 = 100.0 % 2.35 [ 1.35, 4.09 ]
Total events: 40 (TRH+steroids), 17 (Steroids)
Heterogeneity: not applicable
Test for overall effect: Z = 3.02 (P = 0.0025)
Test for subgroup differences: Not applicable

0.2 05 1 10

0.
Favours TRH+steroids

2 5
Favours steroids

Figure 12. Thyrotropin-releasing hormone + steroids vs steroids alone for RDS (vomiting).

Study or subgroup TRH+steroids Steroids Risk Ratio Weight Risk Ratio
n/N ni/N M -H.Fixed, 35% C| M -H.Fixed, 35% CI

ACTOBAT 159895 138/506 BO/505 . 100.0% 1.73[1.36, 2.22]
Total (95% CI) 506 505 - 100.0 % L73[ 136, 2.22]
Total events: 133 (TRH+steroids), 80 (Steroids)
Heterogeneity: not applicable
Test for overall effect: 2 = 4.39 (P = 0.000011)
Test for subgroup differences: Not applicable

[ [T 2 5 10

Favours TRH+steroids

Favours steroids

Figure 13. Thyrotropin-releasing hormone + steroids vs steroids alone for RDS (headaches).
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2.6. Administration of magnesium sulfate

The administration of magnesium sulfate to pregnant women is used by obstetricians to inhibit
labor and birth before 37 weeks of gestation by altering the union and distribution of calcium
in the muscle fibers of the uterus, thus reducing the frequency of contractions [22].

In 2015, McNamara carried out a systematic review to analyze the efficacy and safety of
magnesium sulfate (4 g loading dose and 2-5 g/h via infusion) administered to 360 pregnant
women at less than 37 weeks of gestation to inhibit preterm labor. McNamara observed that
this treatment reduces the risk of developing RDS [RR 0.31 (0.11-0.88)] and decreases the time
that neonates spend in intensive care [MD -3.10 (0-5.48 to -0.72 days)]. However, there is too
little evidence available to recommend the regular use of this treatment (Figures 14 and 15) [23].

Study or subgroup High-dose Low-dose Risk Ratio Weight Risk Ratio
nih niM M-H,Fixed,95% C| M-H,Fixed, 85% C|
Eehrad 2003 4/50 13/50 —.— 1o0.0% 0.31[0.11, 0.881]
Total (95% CI) 50 50 o 100.0 % 0.31[ 0.11, 0.88 ]

Total events: 4 (High-dose), 13 (Low-dose)
Heterogeneity: not applicable

Test for overall effect: 2 = 2.20 (P = 0.028)
Testfor subgroup differences: Not applicable
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Figure 14. Magnesium sulfate for respiratory distress syndrome.

Study or subgroup High-dose Low-dose Mean Difference Weight Mean Difference
N Mean(5D) N Mean (5D} IV, Fixed, 95% C| IV, Fixed. 95% C|
Behrad 2003 50 10.5 (3.8 50 13.6 (7.7) .' 100.0% -3.100[-5.48, -0.72]
Total (95% CI) 50 50 <= 100.0 % -3.10 [ -5.48, -0.72 ]

Heterogeneity: not applicable
Test for overall effect: £ = 2.55 (F = 0.011)
Testfor subgroup differences: Not applicable
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Figure 15. Magnesium sulfate for RDS (days of stay neonatal intensive care unit).

2.7. Administration of ambroxol

Ambroxol is a metabolite derived from bromhexine that increases the movement of cilia in the
cells of the respiratory tract, facilitating the transport of mucus in the airway and inhibiting
the activity of lysosomal phospholipase, the enzyme responsible for the degradation of
pulmonary surfactant [24].

Laoag-Fernandez and Seifart carried out several clinical studies to analyze the effectiveness of
ambroxol as an alternative treatment in the prevention of RDS because it allows easily reaching
the fetus through placental circulation. These studies allowed Gonzalez to carry out a system-
atic review in 2014 [25].

The systematic review included 14 clinical trials analyzing 1047 pregnant women at risk of
preterm birth who were administered a daily 1 g dose of ambroxol for a week.
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The results of the review showed a reduction in the risk of neonates developing RDS compared
to treatments in which women were administered antenatal steroids (betamethasone) or a
placebo [RR 0.79 (0.59-1.07) and RR 0.74 (0.46-1.20), respectively] (Figures 16 and 17) [25].

Study or subgroup ambroxol betam ethasone Risk Ratio Weight Risk Ratio
niN niH M-H,Fixed 95% CI M-H.Fixed,95% CI
1 Single pregnancy
Heytmanek 1990 20/59 13/55 —8— 17.2% 143[0.79, 2.60]
Luerti 1986 E/55 12/56 —8— 152% 0.51[0.21,1.26]
Luerti 1387 11/69 20/68 —— 57 % 0.54 [0.26,1.04]
Salzer 1986 5/59 5/65 — 1% 1.101[0.34, 3621
Wytiska-Binstorfer 1986 315 2/15 I e E— 26X 1.50[0.298,7.73]
Wolff 1987 7isz 9/59 — 1nex 0.88[0.35 2.20]
Zullo 1988 /34 4/28 e 48X 0.84[0.20, 248]
Subtotal (95% CI) 343 356 - 82.2 % 0.86 [ 0.62, 1.18 ]
Total events: 55 (ambroxol), 65 (betam ethasone)
Heterogeneity: Chi® = 6,66, df = & (P = 0.35); I =10%
Testfor overall effect: 2 = 0.95 (P = 0.34)
2 Multiple pregnancy
Luerti 1386 0/4 4/10 6% 0.24[0.02, 3721
Luerti 1987 0/14 il v @& —m——— 8.4 % 0.08[0.01.1.361]
Salzer 1986 2704 0/z 0EX 3.00[0.21,43.66]
Wolff 1987 414 ETE] S 50% 1.00[0.62, 1.60]
Subtotal (95% CI) 26 33 i 17.8 % 0.50 [ 0.24, 1.06 ]
Total events: & (ambroxol), 14 (betamethasone)
Heterogeneity: Chi® = 11.72, df = 2 (P = 0.01); IF =74%
Test for overall effect: 2 = 1.81 (P = 0.070)
Total (95% CI) 369 389 - 100.0 % 0.79 [ 0.59, L.07 ]
Total events: 61 (ambroxol), 79 (betam ethasone)
Heterogeneity: Chi* = 12.07, df = 10 (P = 0.28); F =17%
Test for overall effect: 7 = 1.54 (P=0.12)
Testfor subgroup differences: Chi® = 1.65, df = 1 (P = 0.20), I =39%
R 0.2
Favours Ambroxal Favours Betamethasone

Figure 16. Ambroxol vs betamethasone for respiratory distress syndrome.

Study or subgroup ambroxol placebo or not treatm ent Rizk Ratio Weight Risk Ratio
/N n/N

n M-H.Random,35% C| M-H,Random,35% Cl
Dani 1937 23/42 28/46 B 59.9% 0.90[0.63,1.29]
Wauer 1952 13/56 25/60 —— 401% 0.56 [0.32. 0.981
Total (95% CI) 98 106 el 100.0 % 0.74 [ 0.46, 1.20 |

Total events: 36 (ambroxol), 53 (placebo or not treatment)
Heterogeneity: Tau® = 0.07; Chiz = 2.13, df = 1 (P = 0.14); |7 =53%
Test for overall effect: 2 = 1.22 (P = 0.22)

Testfor subgroup differences: Not applicable
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Figure 17. Ambroxol vs placebo or no treatment for respiratory distress syndrome.

3. Conclusions

We can see that although there are multiple alternative treatment options to prevent preterm
newborns from developing RDS, their effectiveness has not yet been proven (with the
exception of prenatal steroid administration) with evidence that is strong enough due to a lack
of studies with larger numbers of participants and sound methodology. Nevertheless, it is
possible that these might be viable treatments in communities that do not have the financial
resources or the medical care required to attend to these patients. Conventional treatments
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require trained medical personnel who can attend deliveries and care for premature neonates
in hospital units that have the necessary infrastructure as well as mechanical ventilators,
temperature control systems, antibiotics for infection control, and intravenous solutions to
maintain nutritional and hydroelectrolytic homeostasis.

In 2014, Martinez-Valverde and colleagues carried out a study to estimate the costs of provid-
ing care to newborns with RDS in public hospitals in Mexico and found that, on average, the
cost per patient per event can reach USD 14,226, without accounting for the cost of treating
secondary conditions [26].

Undoubtedly, more studies need to be carried out to strengthen the evidence supporting the
use of these alternative treatments. However, they could be a sustainable option in commun-
ities with limited financial resources because they are more readily available and have fewer
adverse effects and lower costs than conventional treatment.
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