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QUM FERERICHTAIEELHEETD
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.._3_.._

— 137 —



i R 95

DEHB LNV IR HREESOFELREETH S,
Japan coma scale (JCS, 3-3-9 EHR) % f#
AL, T%bb [BEMICEHR - X528
fe, L Twa] #IEFELL, 1#HZHEE
T 5,

IR« BUMAE % 18D & U 72 Y A 72 IR/
BThHaD, HIRICHDIGHTE %, 33CL L%
LT 5,
COFTHRICEELROR B TH L LEZ

THY, FHEERRTY, HIIAREHMOEDL

HFROBEEFBREN TV RVWOTIE R VL

DIFELRDH o720 T3 v 7 ICHAHE T CMER

WEBBRZNTBY, SHRBFOBIMOEIZEITE

NI END LA T FELT LD - TET

D, NA IV COBEREUEERETHIL

T ol
2) WERORBRMELZER L7, (LI#REEC

BHT 2
JEBIEHIRZ B S I ERMBEOBEMKA 4 41

WoTBY, IhH6DZFAN— L) BEEE

REDIEIR I A B R B EE TN T iz

T REME & Fe A S 7z RELGEE S (American

Heart Association : AHA) #'4 Fo4 iZBw

T, — BB DR ALE IR 2 TR % IR RE

TOREEIZOVTHIERLTEY, £O—27

BRI B A OEIRICH T 5 0#RAEETH 5,

HIRIC X A EHFENEARCKEE~NOEELERT

BE, —BBRANEIGER L OMEBREE T LE

WHDHIzDTHA, FICHEEEEBNE LB

2% FY B M (perimortem cesarean section :

PCS) 1, HRICBYT BOMEREDOKE RIFET

Hbo 4 F) XAOBELTAERSEE [Saving

Mothers’ Lives ] 2% 2003~2005 4£ @ 3 4E 12,

FECHERY 295 B 49 BIC.OREILEFEOBEW T

PRMAIIT A L HELTHEYY, BRICBIT

HERELIHBRAEDEESRDPEZ 5, ZDLIHI

BRETIEER L TETWAAETH B, BED

HATIE, GO OMERA R S EE O EHamIC

BOIEREEZITIZLA AL TV VD

PVHRTH ) M@ EoL R, BB TOMALR

EORBIEZEZBT-DRE L Lz

3) ERHmOERIC [FKERE (AFE)]
BhHHILESEICBE, MERELTFEORE
FRIMRE 24T O

AFE 35 BT # £ K B A3 BRAR ML FR A oA
THIELICE TR BERTH D, ELIEIRE
LT, M - ik - RERM - DIC 72 &8
bbho TOIRRE, FERFIIAWLTLEZ VN
FEXK - IBRBEDPHEIRNICERT A LITL -
TR A2YHNLERE L, FREFITHT ST T
T4 57 b FRSIZ & ARIERT &, EHD A
HZALDEZONT WA, EDHIZ, K
LD IEIIRCIBIR - kg E e &
12X 5, '

ERE 22 FE DR VR R S N BB TRES S
boTWwiz39EFDH B, 126/ THP AFE
ThHolze TOFRTT7HIREFEH TR FFIC
FREADPRDO LN THEEL SNz, BETEICS
WTIZ AFE &0 b A 54, BRIRAERIC
LHBMOATHS L, MOBHRITEH BRI
LB TE R W — AR S N5 L1
EN7z, AFE OB 2 EIRTH 5 B E R
(UM BBEIR) 224 2ERZIT TR, B
12 DIC % 3&4E L 72 R AAH O B MFEFNIZ BT
L AFE LB E N7 —A5H Y, BEEAHO
KEOTERIMICESR L 28413 AFE 225
BT L, FABBME 2 IRNERER A AFH#E
WENT A EE2RET S, 6, WMETFE
(Fp b EL) OMBFENBRF iR~ =2 7T
VONEZ B E 2 CUEHRRORE £ 72 1EEY
HEIERBET200EF L,

Wk HEE LT, AFE CHEAHOER
KEHIMN - DIC ®BEK IS 5 KR - ZEEY
Wroe# R+ %5 &, %72 postpartum hemor-
rhage DIC + anaphylactoid type @ AFE @& &
BEa kRS - JRIBAET A CER L, BREM
BOMNE BT LW L EEZ TV,

4) EREEHEI~ORETA FI4 12
v, EE) R RIE 1T 9

CORBEIT-o-ROERELZE R, ERHIL
WOPEORRIRCORDIEELFEETH S, &
WY ZETH b,

R 22 1 B~10 B @ 31 Bl o BRIE T A,

— 138 —



SRS B 28 B 15 61 (54%) 4%, EERHHM
THolo ENHMLIEZOPEOREKECORDLE
BEREETH DT TSI EPRDTHIETE
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A5 0BETHY, ERHNIODWTIIMIME
BROMAEE»HIZTT L e ERNEARSES
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ABSTRACT

Recommendations to Save Mother's Lives :
Analyses from the Newly Established Enquiry
System of Maternal Death in Japan

Tomoaki IKEDA "

* Department of Obstetrics and gynecology, Graduate
School of Medicine, Mie University, Tsu 514-8507

The maternal mortality rate in Japan is relatively
low compared to that of other developed countries.
However, maternal death has a huge impact on the
surviving babies, husbands, other family members,
caregivers and the community. For these reasons,
every effort needs to be made to reduce the number
of maternal deaths.

To decrease the maternal mortality rate, we
established an enquiry system for maternal death
with a grant from the Japan Ministry of Health, Labor
and Welfare in 2006. In 2010, it became mandatory to
register all cases of maternal death with the enquiry
board, and with the support of the Japan Association
of Obstetricians and Gynecologists, this allows us to
investigate all the cases of maternal death that have
occurred in Japan.

The newly established enquiry system has re-
vealed important findings that have helped formulate
strategies to save mothers’ lives. One of the most
important findings that has emerged from this
investigation is that the leading cause of maternal
death is obstetrical bleeding, which is ranked lower
than in other developed European countries.

Based on our enquiry, we made six recommenda-
tions in 2010 and five in 2011.

The details of these recommendations are de-
scribed in this document.
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Abstract

We described pregnancy and delivery management in 9 patients with cerebral arteriovenous malforma-
tion (AVM). Six patients presented with intracerebral hemorrhage (ICH) during pregnancy (first hemor-
rhagic episode); 2 patients presented with headache; and 1 patient with incidental detection of AVM. In
the 3 patients with unruptured AVM, the diagnosis was made before pregnancy. In 3 of 6 patients who
presented with ICH, AVM removal was performed during pregnancy. One patient required emergency

~ surgery for the mass effect of the hematoma, and 2 patients with Spetzler-Martin grade I and II AVMs
underwent elective surgery for the prevention of rebleeding. Radiosurgery for multiple AVMs was per-
formed after delivery in one patient. Surgical resection and radiosurgery were performed after abortion
in two patients. Of 3 patients with unruptured AVM, 2 patients became pregnant after radiosurgery and
conservative treatment was initiated in 1 patient for Spetzler-Martin grade V AVM. Cesarean section
was performed in 5 patients (one with severe uncontrollable pregnancy-induced hypertension) and vagi-
nal delivery in 2 patients (one with grade V AVM). Delivery by obstetrical indication was possible in
patients who underwent AVM resection during pregnancy. No rebleeding during pregnancy occurred.
The maternal outcome was good except for the 2 patients with consequences of the initial ICH. The fetal
outcome was good except for 2 cases of abortion. Pregnancy and delivery management in patients with
AVM was successful in our institution. Early surgical intervention for AVM presenting as ICH during
pregnancy could prevent rebleeding and improve the maternal and fetal prognosis.

Key words: arteriovenous malformation, pregnancy, delivery, surgery

Introduction stood in pregnant patients, because the frequency is

rare and changes in the maternal body are compli-

Cerebral arteriovenous malformations (AVMs) may cated during pregnancy. No definitive guidelines for
affect the prognosis for both mother and fetus be- the treatment of AVMs during pregnancy exist and

cause they may result in fatal intracranial bleeding the management of cerebrovascular disease in preg-
during pregnancy.247.1516.18,22) The natural history of nancy is under discussion.+10.2024 We examined the
AVMs is poorly understood, and even less under- results of pregnancy and delivery management in
patients with AVMs in a single institution.
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Table 1 Summary of patient characteristics

Case No. Age (yrs) Parity AVM grade® Lesion Presentation  Gestation at time of presentation

1 27 G1P1 pial AVF rt parietal hemorrhage 21st week

2 34 G1P1 1 rt insula hemorrhage 16th week

3 27 G1P1 11 1t parietal hemorrhage 25th week

4 30 GoPo 11 multiple hemorrhage 25th week

5 31 G2P2 11 1t occipital hemorrhage 5th week

6 22 GOPO 111 rt midbrain  hemorrhage 15th week

7 31 G1P1 11 rt frontal incidental pre-pregnancy

8 30 GOPO 11 It parietal headache pre-pregnancy

9 28 G1P1 \Y rt parietal headache pre-pregnancy

*According to Spetzler-Martin grading scale.
1t: left, P: para, rt: right.

Subjects and Methods

Nine patients with AVM in pregnancy aged 22 to 34
years (mean 28.9 * 3.4 years) were treated in the Na-
tional Cerebral and Cardiovascular Research Center
between April 2005 and April 2011 (Table 1). Six
patients presented with their first episode of in-
tracerebral hemorrhage (ICH) during pregnancy, 2
with headache, and one with incidental finding of
AVM. In the 3 patients with unruptured AVM, the
diagnosis was made before pregnancy. The Spetzler-
Martin grade was I in one patient, II in five, III in
one, and V in one. One patient was diagnosed with
pial arteriovenous fistula (AVF). In each of these
cases, we examined the results of pregnancy and
delivery management, and the maternal and fetal
outcome with ruptured and unruptured AVMs.

Results

I. Maternal management with ruptured AVMs
Six patients presented with their first episode of
ICH during pregnancy; their AVMs were previously
undetected. In 3 patients (Cases 1, 2, and 3), removal
of the AVM was performed prior to delivery. The
ICHs occurred in the 21st week, 16th week, and 25th
week of gestation, and the surgery for AVM was per-
formed in the 21st week, 18th week, and 30th week
of gestation, respectively. The interval between on-
set and the surgery was 0 days, 14 days, and 33 days,
respectively. Emergency surgery was performed for
Case 1 with severe consciousness disturbance due to
the mass effect of the hematoma. In another 2
patients with Spetzler-Martin grade I and II AVM,
the symptoms were mild and elective surgery for
AVM was performed for the prevention of rebleed-
ing because we expected safe resection of the AVM
located in superficial lesion. The management of
pregnancy after removal of the AVM was similar to

AVF: arteriovenous fistula, AVM: arteriovenous malformation, G: gravida,

a normal pregnancy, with vaginal delivery in one
case and cesarean section in two cases. In Case 4,
cesarean section was carried out prior to AVM treat-
ment in the 28th week of gestation because the
mother suffered from hypoxia, hemoptysis, and
transient ischemic attack due to paradoxical
cerebral embolism from a pulmonary AVF. The in-
terval from the cerebral hemorrhage onset to deliv-
ery was 24 days. In this patient, the AVM lesions
were small and multiple, and gamma knife surgery
was conducted 4 weeks after delivery. In Case 5, the
patient presented with ICH in the fifth week of preg-
nancy and had a miscarriage on the 11th day after
ICH. Endovascular embolization and resection for
AVM were performed subsequently. In Case 6, the
patient presented with ICH in the 15th week of
gestation, and artificial abortion was performed 18
days after onset based on the concerns of her family.
Gamma knife treatment was performed subsequent-
ly. There was no rebleeding in any patient, including
the puerperal period (Table 2).

II. Maternal
AVMs

The diagnosis in 3 patients with unruptured
AVMs was made before pregnancy. In Cases 7 and
8, gamma knife surgery had been performed previ-
ously, and pregnancy occurred before confirmation
of the obstruction of the AVM. In Case 9 with Spet-
zler-Martin grade V AVM, there was no surgical in-
dication for AVM. The vaginal delivery had been
performed previously under epidural anesthesia in
this patient. Case 7 had severe pregnancy-induced
hypertension, and an urgent cesarean section was
performed on admission to the hospital in the 28th
week of gestation because her blood pressure was
difficult to control. In another two cases, blood pres-
sure management was successfully performed dur-
ing pregnancy, and the patients delivered at full

management with unruptured
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Table 2 Results of arteriovenous malformation (AVM) treatment, delivery management, and mother and infant

clinical outcomes

Case Timing of AVM AVM treatment

Delivery (week of Reasons for

Outcome for the Outcome for the infant

No. treatment pregnancy) Cs mother (mRS)
1 21st week of removal CS (36) hemiparesis 3 infant well
pregnancy (emergency)
2 18th week of removal CS (40) macrosomia, 0 infant well
pregnancy (elective) previous CS
3 30th week of removal VD (40) — 0 infant well
pregnancy (elective)
4 post-delivery RS CS (28) pulmonary 0 infant well (temporarily
AVF intubated)
5 post-abortion EE + removal AB (7) — 0 —
6 post-abortion RS AB (18) — 3 —
7 pre-pregnancy RS CS (37) previous CS 0 infant well
8 pre-pregnancy RS CS (32) severe PIH 0 infant well (temporarily
intubated)
9 pre-pregnancy  conservative VD (39) e 0 infant well

AB: abortion, AVF: arteriovenous fistula, CS: cesarean section, EE: endovascular embolization, mRS: modified Rankin
scale, PIH: pregnancy-induced hypertension, RS: radiosurgery, VD: vaginal delivery.

term. There were no bleeding complications in any
of the patients over the course of the pregnancy, in-
cluding the puerperal period (Table 2).

III. Method of delivery

Vaginal delivery was performed in two cases, and
cesarean section in five cases. Spontaneous vaginal
delivery occurred in the 40th week of gestation after
removal of the AVM in Case 3, and vaginal delivery
under epidural anesthesia occurred in Case 9 with
Spetzler-Martin grade V AVM in the 39th week of
gestation. Among the 5 patients with cesarean sec-
tion, 3 had coexistent AVM. Cesarean section was
performed due to the existence of the AVM in Case 7
with severe uncontrollable pregnancy-induced
hypertension, in Case 4 with pulmonary AVF, and in
Case 8 who had previously undergone cesarean sec-
tion. Two patients underwent cesarean section after
AVM resection due to maternal factors; Case 1 with
limitation of abduction of the lower limbs because of
hemiplegia and twin pregnancy, and Case 3 with
previous cesarean section and macrosomia.
Mothers and babies suffered no complications dur-
ing labor (Table 2).

IV. Maternal outcome

The 6 patients with ruptured AVMs had modified
Rankin scale (mRS) score of 0 in 4 cases and 3 in 2
cases. The latter resulted from initial cerebral
hemorrhage. The 3 patients with unruptured AVMs
had mRS score 0. There were no new maternal com-
plications due to cerebral AVM, including bleeding
complications, in all patients throughout the preg-
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nancy, delivery, and puerperal periods after the di-
agnosis of AVM (Table 2).

V. Fetal outcome

One patient suffered spontaneous abortion in the
7th week of gestation (2 weeks after onset), and one
patient underwent induced abortion in the 18th
week of gestation (third week after onset). Two
premature infants delivered by cesarean section in
the 28th week and 32nd week of gestation required
temporary respirator management, but their subse-
quent growth and development was good. In the
remaining infants, the growth development was ex-
cellent (Table 2).

Discussion

I. Epidemiology of AVMs during pregnancy

The prevalence of cerebral AVMs is estimated at
0.01-0.50% of the population. AVM is generally
present in patients aged between 20 and 40 years,
and is more common in those over 30 years, the chil-
dbearing age for women.? A previous study reported
21 ischemic strokes and 11 hemorrhagic strokes
among 58,429 deliveries, and 4 of 11 hemorrhagic
cases resulted from AVM rupture.'® Although the
influence of pregnancy on AVM rupture is con-
troversial among investigators,>”1%) in a recent
report, the annual hemorrhage rate during pregnan-
cy was 10.8%; the hemorrhage rate per pregnancy
was 8.1%; and the hazard ratio for ICH during preg-
nancy was 7.91.9 The frequency of rebleeding dur-
ing the same pregnancy period could be as high as
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27%, which is 4 times higher than for the natural
course of a ruptured AVM in the first year.®
However, conservative treatment was done in 20 of
24 cases, and surgical removal was performed dur-
ing pregnancy in only 4 cases. Similarly, rebleeding
of AVM occurred in one of 11 cases, and surgical
treatment during pregnancy was only performed in
7 cases after delivery.®) After AVM rupture during
pregnancy, maternal mortality was 28% and fetal
mortality was 14%.% These risks can be eliminated
only by excision of the AVM. The prognosis for the
mother and fetus would improve if surgical resec-
tion of the AVM is safely performed. In our ruptured
cases, AVM resection was performed in 3 of 6 cases
(50%) before delivery, and the rebleeding rate in the
peri-pregnancy period was 0%. In view of these
results, AVM in pregnant women should be treated
with great care.

II. Maternal management with AVMs in preg-
nancy

Maternal management of patients with ruptured
AVMs should be based mainly on neurosurgical in-
dications rather than on obstetrical indications.?
When neurological deterioration occurs due to
AVM rupture, emergency surgery is necessary. If
the fetus is sufficiently mature, simultaneous
cesarean section is possible. When there is no indi-
cation for emergency surgery for AVM, blood pres-
sure management is important.? However, this is
not necessarily effective for the prevention of
rebleeding because patients with ruptured AVM do
not always have a history of hypertension. Although
radical treatment tended to be performed after deliv-
ery in many case reports and case series, some
authors suggested that early surgical intervention
for AVM before delivery led to improved maternal
and fetal prognosis.1®22) We agree, and try to per-
form AVM resection during pregnancy with an im-
mature fetus if the surgical risk is low after consider-
ing the high risk of rebleeding (Table 3). Indeed, we
performed elective AVM resection with pregnancy
continuation in 2 patients, with good postoperative
maternal and fetal outcomes. The average period be-
tween onset and AVM resection was 23.5 days, and
no rebleeding occurred during the waiting period.
In addition to the maternal and neurosurgical treat-
ment priorities, consideration of the fetus is also
necessary and cooperation between obstetricians
and anesthesiologists is essential during surgery. We
routinely use intraoperative fetal heart rate monitor-
ing. If the fetus has reached the minimum age for ex-
tra-uterine life, obstetricians prepare for emergency
cesarean section in case of fetal distress.

Surgery for AVM is determined primarily by the

Table 3 Management decision chart for patients with
intracerebral hemorrhage from arteriovenous malfor-
mation (AVM) during pregnancy

Operative risk

Low High

Fetus removal of AVM  conservative maternal

immature/  —delivery based management
Early on obstetrical ~ —modified vaginal delivery/
pregnancy indications cesarean section once fetus

was mature
—AVM treatment based on
neurosurgical indications

modified vaginal delivery/

cesarean section

—AVM treatment based on
neurosurgical indications

modified vaginal
delivery/

cesarean section

—removal of
AVM

Fetus mature/
Advanced
pregnancy

Spetzler-Martin grading scale.'¥ A potential compli-
cation of surgery for AVM during pregnancy is the
risk of intraoperative bleeding leading to deteriora-
tion of the uterine and placental circulation.
Although preoperative embolization. is possible for
cases with a high risk of intraoperative bleeding,
such as deep-seated AVMs, the endovascular treat-
ment itself carries the risk of ischemic and hemor-
rhagic complications.®1%21 In addition, there is not
enough evidence to presume the safety of iodinated
contrast agents which cross the human placenta and
enter the fetus. The potential radiation risk and the
potential added risks of contrast medium should be
considered in the preoperative study.?® Previous
reports of endovascular treatment for AVM during
pregnancy are limited.’”) There would be wider sur-
gical indications by discussing the efficacy and risk
more about endovascular treatment for AVMs dur-
ing pregnancy.

Radical treatment for ruptured AVMs in patients
with a mature fetus tends to be performed in the
early postpartum period.?? It is desirable for patients
with unruptured AVMs to undergo radical treat-
ment before pregnancy due to the increasing risk of
AVM rupture during pregnancy. Prior to pregnan-
¢y, multimodal therapies such as direct surgery, en-
dovascular embolization, and radiosurgery can be
performed. In patients with unruptured AVMs diag-
nosed during pregnancy, conservative treatment is
performed based on the risk of surgical treatment.

III. Delivery management

If the AVM is completely resected during preg-
nancy, the method of delivery can be determined
based on the obstetrical indications. Our three
patients who underwent AVM surgery during preg-
nancy could deliver at a mature gestational age. In
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patients with AVM during pregnancy, problems
during labor are related to the excessive cerebral
hemodynamic changes, and cesarean section tends
to be performed in these circumstances.® Cesarean
section can be provided relatively safely, and is be-
coming more common. Recently, the rate of
cesarean section has increased with the increase in
high-risk pregnancies, such as with older maternal
delivery age, and complicated pregnancies, which
have increased up to 15% in a recent report from the
Japanese Ministry of Health, Labour and Welfare.
On the other hand, the maternal risks of cesarean
section were reported to be 7 times higher than those
of vaginal delivery and included maternal death,
massive bleeding, infection, thrombosis, and injury
to organs such as the bladder, although the fre-
guency was very low.»1114 If a patient’s previous
delivery was performed by cesarean section, repeat-
ed cesarean section tends to be performed to prevent
uterine rupture. There is no definitive evidence that
cesarean section prevents the hemorrhagic compli-
cations of AVM.27.13) However, it is desirable to use
epidural anesthesia or to shorten the second stage of
labor with forceps/vacuum delivery techniques dur-
ing labor.®» When determining the parturient
method, we should understand these points and in-
form the patient and her family to obtain consent.

We conducted painless vaginal delivery with
epidural anesthesia combination in patients with
AVM. In one patient with inoperative high-grade
AVM, it was possible to perform vaginal delivery
safely with this method. However, cesarean section
allows easy control of blood pressure during labor,
and is more desirable for patients with severe
pregnancy-induced hypertension syndrome, as in
our Case 7. Cesarean section is also indicated in
patients with consciousness disturbance or hemiple-
gia preventing a dorsosacral position due to the con-
sequences of ICH.

IV. Conclusion

We achieved good maternal and fetal outcomes in
our cases, excluding 2 patients with mRS 3 due to
the initial ICH. Surgical intervention for ruptured
AVM during pregnancy could prevent rebleeding,
and allow for determination of the delivery method
based on the obstetrical indications. Cooperation
between neurosurgeons, obstetricians, and anesthe-
siologists, and sufficient information about the treat-
ment strategy given to the patients are essential.
Finally, for better maternal and fetal prognosis,
guidelines for female patients with cerebral AVMs
should be established.
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