460

Obstetrical and Pediatric Anesthesia

PDPH is a common complication of neuraxial
blockade in parturients: a meta-analysis of

obstetrical studies

[Les céphalées post-ponction durale sont une complication courante du bloc neu-

raxial chez les parturientes : une méta-analyse d’études obstétvicales|

Peter T. Choi MD FRCPC,*T Saramin E. Galinski MD,* Lawrence Takeuchi MD FRCPC,* Stefan Lucas MD,§
Carmen Tamayo MD MPH,q Alejandro R. Jadad MD DPhil FRCPCE

Purpose: Postdural puncture headache (PDPH) is an iatrogenic
complication of neuraxial blockade. We systematically reviewed the
literature on parturients to determine the frequency, onset, and
duration of PDPH.

Methods: Citations on PDPH in the obstetrical population were
identified by computerized searches, citation review, and hand
searches of abstracts and conference proceedings. Citations were
included if they contained extractable data on frequency, onset, or
duration of PDPH. Using meta-analysis, we calculated pooled esti-
mates of the frequency of accidental dural puncture for epidural
needles and pooled estimates of the frequencies of PDPH for
epidural and spinal needles.

Results: Parturients have approximately a 1.5% [95% confidence
interval (Cl) 1.5% to 1.5%) risk of accidental dural puncture with
epidural insertion. Of these, approximately half (52.1%; 95% Cl,
51.4% to 52.8%) will result in PDPH. The risk of PDPH from
spinal needles diminishes with small diameter, atraumatic needles,
but is still appreciable (Whitacre 27-gauge needle 1.7%; 95% Cl,
[.6% to 1.8%). PDPH occurs as early as one day and as late as
seven days after dural puncture and lasts |2 hr to seven days.

Conclusion: PDPH is a common complication for parturients
undergoing neuraxial blockade.

Objectif : Les céphalées post-ponction durale (CPPD) sont une com-
plication iatrogéne du bloc neuraxial. Une revue systématique des
publications sur les parturientes a permis de déterminer la fréquence,
le délai d'installation et la durée des CPPD.

Méthode : Les citations sur les CPPD dans la population obstétricale
ont été repérées par des recherches informatisées, la revue des
références et des recherches manuelles de résumés et de comptes
rendus de conférences. Les références retenues devaient comporter
des données sur la fréquence, le délai d'installation et la durée des
CPPD. Nous avons calculé, par méta-analyse, les estimations
groupées de la fréquence de ponction durale accidentelle par aiguilles
péridurales et celles de la fréquence de CPPD par aiguilles péridurales
et rachidiennes.

Résultats : Chez les parturientes, le risque de subir une ponction
durale accidentelle avec une aiguille péridurale est d’environ 1,5 %
[intervalle de confiance de 95 % (IC) 1,5 % a 1,5 %]. Environ la
moitié de ces ponctions (52,1 % ; IC de 95 %, 51,4 % a 52,8 %)
va provoquer des CPPD. Le risque de CPPD avec les aiguilles rachi-
diennes diminue pour des aiguilles atraumatiques de petit diamétre,
mais demeure appréciable (aiguille Whitacre 27 G 1,7 % ; IC de 95
%, 1,6 % a 1,8%). Les CPPD surviennent parfois aussi tét qu’un jour,
et aussi tard que sept jours, apreés la ponction durale et durent de 12 h
a sept jours.

Conclusion : Les CPPD sont une complication courante chez les
parturientes qui subissent un bloc neuraxial.
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OSTDURAL puncture headache (PDPH) is
an iatrogenic complication of neuraxial anes-
thesia and results from the puncture of the
dura mater. The signs and symptoms of
PDPH result from loss of cerebrospinal fluid, traction
on the cranial contents, and reflex cerebral vasodila-
tion.! As female sex and young age are purported risk
factors,! the complication is common in the obstetrical
population, who frequently receives epidural or spinal
analgesia and anesthesia during labour and delivery.

The frequency, onset, and duration of PDPH have
been evaluated by numerous researchers. Using meta-
analysis, Halpern and Preston? examined the influence
of spinal needle design on the frequency of PDPH in
all populations. Atraumatic needles and smaller diame-
ter needles were associated with lower frequencies of
PDPH compared to cutting needles and larger diame-
ter needles respectively. The authors recommended
that small diameter, atraumatic needles be used for
spinal anesthesia. Onset and duration have been
reported in a number of case series and comparative
studies; however, commonly quoted figures for onset
and duration are often based on data from mixed or
non-obstetrical populations.

In this report, based on the existing research data
from obstetrical populations, we present pooled esti-
mates of accidental dural puncture (ADP) risk for
epidural needles and PDPH risk for epidural and
spinal needles and systematically review the literature
on onset and duration of PDPH in this population.
Our report extends the information provided by
Halpern and Preston? by providing percentages rather
than odds ratios for PDPH frequency for both epidur-
al and spinal needles and by reviewing the data on
onset and duration of PDPH specific to the obstetri-
cal population.

Methods

Literature search and study identification

The initial literature search was completed in February
1999 as part of the development of an obstetrical
PDPH bibliographic database,? utilizing a previously
described search strategy and inclusion criteria.* The lit-
erature search was repeated in February 2002. Citations
on PDPH in the obstetrical population were identified
by computerized searches (MEDLINE 1966 to
February 2002, CINAHL® 1982 to February 2002,
HealthSTAR 1975 to February 2002, Cochrane
Library 2002 Issue 1), citation review, and hand search-
es of abstracts and proceedings of major anesthesia con-
ferences. Any citation, regardless of study design and
language, was included in this review if it contained
extractable data on frequency, onset, or duration of
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PDPH. We evaluated the methodological quality of
randomized controlled trials (RCT) and observational
studies (cohort or case-control studies) using the Jadad
scale® and the Quality Index® respectively.

Data extraction

Information on the intervention (epidural, spinal),
needle design, co-interventions, the number and fre-
quency of ADP (if epidural) and PDPH, and the dura-
tion and onset of PDPH were extracted from each
citation by two independent reviewers. Disagreements
were resolved by consensus.

Statistical analysis

In order to provide estimates of dural puncture (DP)
and PDPH risk by needle type and size, combination
of single-measurement proportions was necessary. We
assumed that the studies would be heterogeneous and
that between-study variance and within-study variance
would both contribute to the total variance of the
pooled event rate; therefore, a random effects model
was chosen. Laird and Mosteller’” have described the
statistics; calculations were performed using a
Microsoft Excel 97 spreadsheet. Frequencies of events
were reported with their 95% confidence intervals
(CI). For studies with zero events, the upper 95% CI
was calculated as described in Ho ez al.® Because DP
and PDPH could be caused by either the epidural nee-
dle or the spinal needle when combined spinal epidur-
al procedures are performed, events from combined
spinal epidural procedures were examined separately
from events caused by epidural or spinal needles.

Two sensitivity analyses were planned & priors. First,
we compared estimates generated from retrospective vs
prospective studies. Second, we compared estimates
generated from RCT with those generated from all
studies. These analyses were conducted when two or
more studies contributed to each arm of the compar-
isons. The Z-statistic was used with P values calculated
using SOLO Probability Calculator© (BMDP
Statistical Software). A P value of less than 0.10 was
considered significant.

A preliminary survey of the eligible studies suggest-
ed that quantitative pooling of data on onset and
duration would be statistically difficult due to the vari-
ability in the reporting of temporal data. For onset,
some authors reported the number of PDPH for each
postpartum day; other authors reported the number
of PDPH over a range of days. Most authors reported
duration of PDPH as a range. Because of the wide dif-
ferences in data presentation, we did not perform
meta-analyses of onset or duration of PDPH but
report our findings in a narrative fashion.
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Results

We identified 87 citations of primary studies contain-
ing information on PDPH frequency, onset, or dura-
tion. Thirty-six were excluded: 21 were abstracts, one
was a duplicate publication, and 14 did not contain
extractable data on PDPH. A total of 51 articles (full
manuscripts)®%° were included in this review (Table A,
available at www.cja-jca.org).

Methodological quality

Twenty-two RCT?3 and 13 cohort studies® 3 were
evaluated (Table I). There were no case-control stud-
ies. Inter-rater reliability was 0.58 and 0.68 for the
Jadad scale and the Quality Index respectively. RCT
had a median quality score of 2 (range 1-5) out of a
maximum score of 5 on the Jadad scale. Cohort stud-
ies had a median quality score of 15 (range 5-20) out
of'a maximum score of 30 on the Quality Index.

DP and PDPH rates
Thirty-nine studies (16 RCT,!0-12,14,16-21,23,24,26,28-30 tepy
cohort studies, 33363843 and 13 case series®47-51,53-60)
contained data on frequency of ADP or PDPH (Table
I). Figures 1 to 3 summarize the meta-analyses of ADP
and PDPH risks for different epidural and spinal nee-
dles. The pooled risk for ADP for all epidural needles
was 1.5% (95% CI, 1.5% to 1.5%; Figure 1). Once DP
occurred, the risk of PDPH was 52.1% (95% CI, 51.4%
to 52.8%; Figure 2). The risk of PDPH varied amongst
spinal needles and ranged from 1.5% to 11.2% (Figure
3). We did not find a statistically significant difference in
PDPH risk between the different diameters of Whitacre
needles nor between the different diameters of Quincke
needles. Whitacre 25-gauge (G) and 27-G atraumatic
needles had lower PDPH risk compared to Quincke
cutting needles of the same diameters (25-G, 2.2% vs
6.3%, P < 0.001; 27-G, 1.7% »s 2.9%, P = 0.008).
Sprotte 24-G atraumatic needles had a lower PDPH
risk than Quincke 24-G needles but the difference was
not statistically significant (3.5% »s 11.2%, P = 0.17).

Reports of PDPH risk with combined spinal
epidural procedures varied in the types of epidural and
spinal needles used (Table A).10-20.25.2946 Therefore,
the data were not pooled. With the exception of one
study,*® these studies examined few (15 to 35) patients
and reported no events. Brownridge reported 38
PDPH in 442 patients for an 8.6% (95% CI, 6.0% to
11.2%) risk of PDPH 40

Only five needle groups (“all epidural needles”,
Hustead 18-G, Whitacre 25-G, Sprotte 24-G, and
Quincke 25-G) had sufficient studies to undergo sen-
sitivity analysis (Table IIT). We found statistically sig-
nificant differences for “all epidural needles” in the
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TABLE I Methodological quality of randomized controlled trials
and cohort studies included in this systematic review

Randomized controlled trial Jadad scale scorve

(max score = 5)

Sechzer et al. 1978°
Rawal et al. 198810
Norris et al. 198911
Barker et al. 199012
Camann et al. 199013
Cesarini et al. 19904
Kestin et al. 199115
Mayer et al. 199216
Shutt et al. 199217
Campbell ez al. 199318
Devcic et al. 199319
Caldwell et al. 199420
McKenzie 1994%!

Patel et al. 1994%?
Smith et al. 199423
Hopkinson ez al. 19977
Dunn et al. 1998%°
Huffnagle et al. 1998%°
Runza et al. 1998%
Richardson ez al. 199928
Choi et al. 2000%°
Vallejo ez al. 200030

—

QO = = NN U R NN WU R NN R O

Cohort studies Quality Index score
(max score = 30)

Craft et al. 19733 16

Crawford 197932 5

Naulty et al. 199033 19

Ross et al. 19933 15

Echevarria et al. 19943 13
Herpolsheimer e al. 199436 12

Bayhi et al. 1995% 8

Hwang et al. 199738 10

Hwang ez al. 1997b% 10

Lambert et al. 199740 18

Birnbach ez al. 20014! 20

Landau ez al. 2001#2 16

Rutter et al. 200143 17

ADP risk obtained from RCT compared to the risk
obtained from all studies and for Whitacre 25-G nee-
dles and Sprotte 24-G needles in their PDPH risks
obtained from prospective studies compared to the
risk obtained from retrospective studies (Table II).
The estimates of risk obtained by RCT for the first
case and prospective studies for the other two cases
were higher than estimates of risk from all studies in
the first case and from retrospective studies in the
other two cases.
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TABLE II Sensitivity analyses of estimates of DP and PDPH risks

Needle Prospective* Retrospective* Pyalue
All epidurals (DP) 0.91% (0.91% - 0.92%) 0.85% (0.85% - 0.85%) ns

All epidurals (PDPH) 48.9% (47.1% - 50.8%) 55.6% (54.4% - 56.8%) ns
Hustead 18-G (PDPH) 44.7% (38.2% - 51.3%) 35.8% (33.8% - 37.7%) ns
Whitacre 25-G 2.7% (2.6% - 2.7%) 0.88% (0.86% - 0.89%) 0.048
Sprotte 24-G 4.0% (3.9% - 4.0%) 1.7% (1.7% - 1.8%) 0.003
Quincke 25-G 6.2% (6.1% - 6.4%) 6.1% (6.0% - 6.3%) ns
Needle Randomized trinls* All studies* P yvalue
All epidurals (DP) 2.9% (2.8% - 2.9%) 1.5% (1.5% - 1.5%) 0.002
All epidurals (PDPH) 61.7% (44.2% - 79.3%) 52.1% (51.4% - 52.8%) ns
Hustead 18-G (PDPH) 44.7% (38.2% - 51.3%) 41.3% (39.1% - 43.5%) ns
Whitacre 25-G 3.0% (2.9% - 3.2%) 2.2% (2.2% - 2.2%) ns
Sprotte 24-G 3.6% (3.6% - 3.7%) 3.5% (3.5% - 3.5%) ns
Quincke 25-G 6.0% (5.7% - 6.4%) 6.3% (6.3% - 6.4%) ns

DP = dural puncture; PDPH = postdural puncture headache; G = gauge; ns = not significant. * All values are pooled estimates, which are
expressed as percentages and their 95% confidence intervals in parentheses.

Onset and duration of PDPH

Twenty studies reported temporal data on onset or
duration of PDPH. Thirteen studies (five
RCT,!31517:2527 two cohort studies,?®? and six case
series*6:48:49,52,55,59) reported the onset of PDPH, but six
studies?”-31:32:46:48,55 did not provide information on the
number of patients for each day on which PDPH began
(Table A). For epidural needles, the reported onset of
PDPH ranged from less than one day to six days after
ADP: 49 began within one day of ADP,** 20 began two
days after ADP,*® 15 began within two days,3! 12 began
after two days,®® 30 began within three days,3' one
began four days after ADP??® 55 began within five
days,>? and 226 began within six days.>? For spinal nee-
dles, the reported onset of PDPH ranged from one to
seven days after DP: two began one day after DP* 74
began within two days of DP,!>32 67 began within three
days, 7484 four began within four days,”” 37 began
within five days,**> and 38 began within seven days.*
The heterogeneous presentation of the data amongst
studies prevented us from determining the median or
mean time of onset for PDPH.

Ten studies (three RCT,'%2?? five cohort stud-
ies, 323437739 and two case series***?) reported the dura-
tion of PDPH (Table A). No study reported data on the
number of PDPH resolved by PDP day. Only one
study*® reported the duration of PDPH after ADP from
epidural needles. In the study by Holdcroft and col-
leagues, 13 of 1,000 patients experienced a PDPH,
which lasted as long as six days.*> Treatment of PDPH
was not reported. For spinal needles, the duration of
PDPH ranged from one to seven days.!522,32,34,37-39,44
Further analysis of the data on onset and duration was

not attempted as the data were confounded by differ-
ences in prophylactic and therapeutic interventions
between studies and by uncertainty on the length of
patient follow-up. Median patient follow-up was six
days in the eight studies®!7:27:313337:3949 that reported
length of follow-up along with data on onset or dura-
tion of PDPH. Length of follow-up was unclear in the
other 12 studies.

Discussion

In this review, we provide pooled estimates of the risk
of ADP for epidural needles and the risk of PDPH for
epidural needles and spinal needles. We also summa-
rize the data on onset and duration of PDPH in the
obstetrical population.

Meta-analysis enabled the pooling of data to pro-
vide estimates of PDPH rates for different needle
shapes and sizes. Previous meta-analyses? on needle
shapes and sizes have expressed results as odds ratios,
which are difficult for clinicians and patients to inter-
pret. Our meta-analyses provide numerical estimates
of the risks of DP and PDPH (Figures 1 to 3). With
the exception of the “all epidural needles” group, the
numbers of events, on which the DP and PDPH risks
are calculated, are low for the various needle shapes
and sizes despite pooling. Even with pooling of data
from several studies, the CI for some estimates is large
suggesting large differences in the PDPH rate
between studies from which the pooled estimate was
calculated. Meta-analyses with less than 200 outcome
events, like the ones reported in this review, are con-
sidered “small” and should be interpreted with cau-
tion.* Sensitivity analyses are performed to examine
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Frequency of Dural Puncture (%)
0 1 2 3 4 5 6 7 8 9 10

STUDY (DURAL PUNCTURE)  NUMBER % (95% Cl)
Holdcroft 1976 17/ 1000 o
Rawal 1988 1/15 " g
TOTAL TUOHY 16G 18/1015  27(26-2.9) L
Caldwell 1994 0/33
Richardson 1999 6/294
Richardson 1999 9/240 &
Choi 2000 0/32
TOTAL TUOHY 18G 15/599 2.0(19-2.1) [ ]
Norris 1989 20/771 o
Norris 1989 21/787 @
Huffnagle 1998 8/160
TOTAL HUSTEAD 183G 49/1718  3.0(3.0-3.0 -]
Webb 1992 47225 ®
Gleeson 1998 2506 / 294268
Jaitly 1998 29/3414
Paech 2001 100/ 12500 &4
Rutter 2001 71715030 [ 2
ALL EPIDURAL NEEDLES ~ 2792/328769 1.5(1.5-1.5) [ ]

FIGURE 1 Meta-analysis of dural puncture frequencies for epidural needles in the obstetrical population. The dots represent the per-
centages of patient experiencing the event. The horizontal lines represent the 95% confidence intervals.

Frequency of PDPH (%)
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FIGURE 2 Meta-analysis of postdural puncture headache (PDPH) frequencies for epidural needles in the obstetrical population. The
dots represent the percentages of patient experiencing the event. The horizontal lines represent the 95% confidence intervals.
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Frequency of PDPH (%)
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FIGURE 3 Meta-analysis of postdural puncture headache (PDPH) frequencies for spinal needles in the obstetrical population. The dots

represent the percentages of patient experiencing the event. The horizontal lines represent the 95% confidence intervals.
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the robustness of the estimates. Statistical differences
were seen in several analyses. In each case, prospective
studies estimated higher risks than retrospective stud-
ies or all studies combined. This may suggest under-
reporting in retrospective studies.

Further attention to the design and reporting of
DP and PDPH is merited in future studies. Median
quality scores for RCT (2/5) and cohort studies
(15/30) were low. Suggestions for improvement have
been reported previously.*

Attempts to determine the onset and duration of
PDPH highlight the challenges and limitations of pool-
ing data. Pooling requires data to be converted into
discrete forms (e.g., proportions), continuous forms
(e.g., means) or similar probabilities (e.g., P values).
Conversion of the temporal data to forms amenable to
meta-analysis was not possible in this study.
Furthermore, the large variations in length of patient
follow-up and in prophylactic and therapeutic interven-
tions for PDPH limited the conclusions that we could
make. Thus, we presented the information in a descrip-
tive format.

Our pooled risk of DP is similar to risks reported
previously.®? In contrast, the frequency of PDPH fol-
lowing ADP is lower than commonly quoted fig-
ures;®2%* however, the number of reported events, on
which we based our pooled estimates, are low.
Additional reports of the PDPH risk in parturients
receiving epidural analgesia or anesthesia would
increase the precision of our pooled estimates. The
PDPH risks observed with atraumatic and cutting
spinal needles are consistent with previous reports®?93
and support the recommendations that the smallest
diameter atraumatic needle should be used for spinal
analgesia or anesthesia.? We are unable to provide a
pooled estimate of the PDPH risk with combined
spinal epidural procedures based on current data.

Although we focused only on the obstetrical popu-
lation, our observations on the onset and duration of
PDPH are consistent with previous reviews, which
were based on data from mixed populations. Although
female sex and young age may be risk factors for devel-
opment of PDPH, they are unlikely to affect the onset
or duration of the complication. The size of the nee-
dle may also influence the onset and duration of
PDPH. The heterogeneity of the published data pre-
cluded any quantitative analysis of this potential factor.

In general, the onset of PDPH will occur within
the first seven days after a DP and lasts up to seven
days. However, symptoms of PDPH can persist
beyond this time. MacArthur and colleagues found
that 17 of 74 parturients with ADP (23.0%; 95% CI,
14.9% to 33.7%) experienced symptoms for nine
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weeks to eight years (median 78 weeks).%> With the
current trend towards shorter hospital stays after
delivery, PDPH may not occur until the patient has
been discharged (and no longer followed by the anes-
thesiologist). Patients and their caregivers (midwife,
family physician, or obstetrician) need to be educated
on the signs and symptoms of PDPH so that diagno-
sis and treatment occurs in a timely fashion.

How can we use these results?

When interpreting these results, we offer the follow-
ing caveats. First, the pooled estimates in this meta-
analysis are unadjusted for operator skill, which may
be inversely related to DP risk. Most studies did not
provide sufficient information to permit adjustment
for operator skill. The risk of DP may be lower if we
pooled data only from procedures performed by high-
ly skilled operators.

Second, our estimates of PDPH risk are based on
all PDPH. Due to the infrequent reporting of the
severity of PDPH and the variation in the definitions
used for severity, we did not estimate risks for mild,
moderate, and severe PDPH. Knowledge of the risk
for moderate or severe PDPH is useful for clinicians as
these headaches frequently require treatment from
anesthesiologists. We are not aware of any obstetrical
study that has examined whether knowing the risk of
PDPH »s knowing the risk of moderate or severe
PDPH influences the patient’s decision to receive neu-
raxial analgesia or not.

Third, our estimates are based on studies of varying
sample sizes with different complication rates.
Whether the pooled estimates underestimate or over-
estimate the truth is controversial. On one hand, most
studies evaluated less than 1,000 patients. These small
studies tended to report high levels of risk or, less fre-
quently, no risk compared to large studies. Thus, the
pooled estimates may overestimate the true risk.
However, this is unlikely, at least for DP risk, as the
small studies contributed only 1.1% of the patients
from which our pooled estimate is based. On the
other hand, three of the seven large studies used a ret-
rospective design, which may underestimate the fre-
quencies of DP and PDPH.

How can we apply these results? We suggest that
PDPH is generally a frequent complication. Parturients
have approximately a 1 in 67 risk of an ADP during
epidural insertion. Approximately half of all ADP will
result in PDPH. With spinal needles, the risk of PDPH
diminishes with smaller diameter, atraumatic needles,
but the risk is still appreciable (e.g., a 1 in 59 risk for
Whitacre 27-G needles). Most parturients with PDPH
will experience the onset as early as one day and as late as
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seven days following DP. The complication usually lasts
from one to seven days. For a hospital with 4,000 vagi-
nal deliveries per year and an epidural rate of 60%, these
risks translate into 36 ADP and 18 PDPH per year. If
one assumes that one third of all PDPH will begin after
two days postpartum and the average length of hospital
stay will be two days, the diagnosis of PDPH will not be
made in hospital in as many as six of the 18 patients.

These estimates should be interpreted within the
context of other perioperative complications also. For
example, the estimates are comparable to the frequen-
cy of perioperative myocardial infarction reported in
prospective cohort studies of all consecutive patients
undergoing non-cardiac surgery. In this context, the
DP risk with epidural needles and the PDPH risk with
spinal needles are still “low”.

Finally, these estimates should not be interpreted
dogmatically. For the individual clinician, his or her fre-
quency of DP or PDPH will be influenced by other fac-
tors such as level of skill and time of day. Prospective
follow-up of our own patients, ideally by another indi-
vidual blinded to our intervention, can provide individ-
ualized risk estimates and trends over time.
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