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thng cau héi vé lam sang tuy thuoc
vao giai doan chuyén déi huyét thanh

Transmission mere-enfant de la toxo —>  Symptdmes cerébraux en cas
de toxo congénitale
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SA a la séroconversion

SYROCOT. Lancet, 2007
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Chan dodn bang huyét thanh
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Sw bién doi cia Khang thé
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Moi twong quan gitra cac IgG phan &ng

Techniques

Moyenne Ul/ml Moyenne Ul/mL Moyenne Ul/mL

Abbott Architect (3) C 35) ( 1@ 3.8
64 23

Abbott AXSYM (3)

Siemens Immulite (8) 196 49
Beckman Access/DXI (10.5) 219 75 11.6
bioMérieux Vidas (8) 189 73
DiaSorin Liaison XL (8.8) 200 70 164
Roche

Cobas 6000/Elecsys/ 110
Modular (30)
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Sy ton tai kéo dai ctia IgM dac hiéu

-Nhuw thong thwong, hay kéo dai vai thang, tham chi vai
nam

-IgM to6n tai tam thoi (it hon 1 thang)
1% trong tong s6 md&i mac ?
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Sw on dinh ctia cac khang thé

Pinh lwong sw bén virng cla khang thé nho
2 lan xét nghiém mau cach nhau 1 thang

!

Pa mac bénh > 2 thang

(tr 1an 1y mau sém nhat)



#oN BENH VIEN PHU SAN TRUNG UONG

> J National Hospital of Obstetrics and Gynecology

Sw kich thich nhiéu nhan t6 khong ddc hiéu ctia hé mién dich

Toxo CMV

Seuil G: 10.5 Seuil G: 0.6
Seuil M:1 Seuil M: 30

Seuil Av: 0.3 Seuil Av: 0.3

21-09-05

Thang 10 nam 2005: Chan doan xac dinh bénh Lyme
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Cdc phwong phdp lwong gid huyét thanh
Sw thdch thirc vé ky thudt b6 xung

IgM => Sw khéac biét vé dd nhay giira cac test

IgG => ELISA phu thudc vao sy c6 mat nhiéu hay it cia
khang thé cua mang (khang thé mang xuat hién sém hon
khang thé bao twong)

Ai Itre cualgG => test loai trir nhiém triing toxo mei




BENH VIEN PHU SAN TRUNG UONG

& National Hospital of Obstetrics and Gynecology

Dan gia s bién doi ctia IgG
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Sw bién doi ctia ai lwe véi IgG

Chi s6 &i luc Nhiém Toxo
Vidas < 4 thang > 4 thang
<0.30 190 o1
> 0.30 0 92
Total 190 183

IA > 0.30 : nhiém toxo dwdi 4 thang bi loai trie

IA < 0.30 "khéng-thé xde-dinh’dwoc thoi diem nhiém toxo
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Giai th1ch két qua xét nghiém Toxo

I
{ { ! |

IgG- IgG- IgG+ [gG+
IgM- IgM+ IgM- IgM+
\ | 0
Theo doi hang thang Nhiém Toxo tir tredc Ai lwc voi IgG
(néu la sang loc & quy I) |
v
Kiém tra lai sau 15 ngay l l
| Ai Iyrc manh Yéu
! ! Nhiém toxo > 4m Kiém tra lai sau 3 s- 1 m
IgG- IgG+
IgM+ IgM+ |
i
l Chuyén d6i huyét thanh l l
Gidtang IgM IgG On dinhe IgG tang x2 :

Theo d6i hang théng NhiémToxo > 2 moisNhiém Toxo < 2 mois
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Thal doé xwr tri khi sang loc
IgG+IlgM+ trong 3 thang dau ?

Pau tién 1a xac dinh thei diém ngwei me nhiém toxo ++

Néu mac toxo ngay ttr dau thi phai diéu tri dw phong, choc 0i
lGc thai 18 tuan.

Néu nhiém Toxo tir trwdc khi mang thai thi:

« nguy co lay truyén cho con thap

* risque de transmission faible mais il existe
« khoOng tuan theo quy luat gi

« can nhac kha nang choc 6i (lgii ich/ nguy co)
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Chan doan trwéc sinh

PCR dich 6i tim toxo

T6i thiéu 4 tuan sau khi me nhiém toxo
T tuan th 18 tro di

Do dac hieu 100% - do nhay > 90%
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Dw phong lay truyén me- con
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Preventlon de la transmission mere-
enfant du toxoplasme ?

Pas d’essail randomisé controlé
Etude rétrospective historigue : Desmonts & Couvreur NEJM 1974

Efficacité non démontrée dans études de cohorte :

— Foulon et al (AJOG 1999), Gilbert et al (IJE 2001), EMSCOT (BJOG 2003),
Peyron F (Cochrane 2005), SYROCOT (Lancet 2007)

Impossible de conclure avec les études d’observation en
raison des biais méthodologiques entre prescriptions et age
gestationnel, le determinant majeur de transmission
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Dy phong |ay truyén Toxo tir me
sang con ?

Chwa c6 nghién ctru th* nghiém |am sang doi chirng
ngau nhién

Nghién ctru hoi clru :
— Desmonts & Couvreur NEJM 1974

Hiéu qua khéng rd rang trong cac NC thuan tap:
— Foulon et al (AJOG 1999), Gilbert et al (IJE 2001), EMSCOT

(BJOG 2003), Peyron F (Cochrane 2005), SYROCOT (Lancet
2007)

Ciing khéng c6 bang chirng |a cac phwong phap.phong ngira
hién nayskhong co6 hiéu qua...
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Viec phong ngura hién nay co phaila
khong hiéu qua?

Qua mudn?

- Sau khi toxo xam nhap qua banh rau

- Ctra s0 dieu tri dy phong c6 hiéu qua dweec tinh |a khoang 8
tuan sau khi nhiém toxo lan dau, kha nang lay truyén sé giam
di. (Syrocot Lancet 2007)

Quait ?

- Spiramycine la mét thuoc khang ky sinh trang hiéu qua khéng
cao

- CO phai két hop KS Pyr/sulfa c6 hiéu qua hon? Chwa c6 cau
tra I&i chinh xacPas de réponse, études d’observation (Hotop.
CiD. 2012, Valentini, J Perinatol. 2015)
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Hiéu qua diéu tri triréc sinh sau khi
da chan doan dwong tinh véi toxo?

Khéng cé bang chirng tin cay (thiéu cac thir nghiém 1am sang c6 doi

chwrng)

Khéng c6 hiéu qua diéu tri dw phong cac triéu chirng (SYROCOT, 2007)

Cac van dé con gay tranh cai:

C6 nén diéu tri sau khi sinh ?

Diéeu tri s&®m c6 lam gidm céac bién chirng(Foulon, 1999, Kieffer, 2008,
Hotop, 2012)

Lam giam cac triéu chirng 1am sang & tré nhiém toxo bam sinh
(17% vs 41%) (Wallon, 2013)

Diéu tri s&m |am giam cac bién chirng & néo (Cortina=Borja, EMSCOT,
2010)
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Nghién ctru EMSCOT
Giam céc bién chirng nao nho diéu tri truwdc sinh séo'm

=
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= Untreated
= Treated

Kha nang
bién chirng
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gestational age at maternal seroconversion (weeks)

iam nguy co 33.3% 18.5% 5.7%
Al 3 6

Cortina-Borja (EMSCOT) Prenatal Treatment for Serious Neurological Sequelae of Congenital Toxoplasmosis. PLoS Med 201
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032040
g S9Hz

N Choc 6i: lam PCR tim toxo trong nwéc 6i

e

- Thé&i diém thuc hién it nhat 1a mot thang

sau thoi ky so’ nhiém
Luon thuc hién sau 18 SA

- VPP=100%, VPN=98% (Wallon 2010)

Theo doi trén siéu am
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“Siéu am trwdre sinh
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Hinh anh siéu am trwdc sinh ctia nhiém toxo bam sinh
Codaccioni C, Picone O, Jouannic JM, Benachi A, Senat MV, Tsatsaris V,
Cuillier F, Baud D, Saliou AH, Benifla JL, Mandelbrot L

26 trirorng hop nhiém toxo bam sinh vé&i bat thwong trén siéu am

Triéu chirng dau tién xuat hién vao khoang 7,2 tuan sau khi nguwei
me nhiém toxo, trung binh moi trwéng hop c6 3 dau hiéu trén siéu
am [dao dong tw 1-12 dau hiéu]

12 trwérng hop (50%) xuét hién ton thwong ndo don déc.
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Cerebral anomalies

Ventriculomegalies: 16/26

Piém canxi hoa trong néo: 18/26
Tang am lan téa trong n&o that 10/26
Nang quanh néo that, 4126

N&o nhé, thiéu san thé chai, khong c6 véach trong suot va thiy
nhdéng ngan. 1/26

6 cas (33,3%) cO canxi hoa trong nédo that don déc va 12 (66.6%) co
xuat hién kem cac triéu chirng khac.

Tat ca cac trworng hop gidn ndo that deu tién trién tét trong qué
‘ trinh theo doi
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Clichés G Blin

* Khé ma dua ra tién lwgng trong trwong hop nay : Tién lwong tot néu khong
kém theo cac bat thwéng khac :

- Dhombres et al. Fetal Diagn 2016 : 9 cases, 6 cas binh thwong, 1 thilwe
kém, 3 dinh chi thai nghén

 Célienquan@i viem vong mac :
- Kieffer 2008 (n=300) calcifications 7.3% at birth : aOR chorioretinitis = 4.3
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Bat thwo’ng ngoai hé than kinh
trung wong

Tran dich mang bung 6/26
Thai cham phat trién trong te cung  5/26
Lach to 4/26
Thiéu oi 4/26
Hyperechogenic bowel 3/26
Placental anomalies 3/26
Hepatomegalie 2/26
Polyhydramnios 2126

All extracerebral signs were associated with cerebral
abnormalities, except two cases of isolated fetal growth
restriction.

Of the 26 fetuses, only 1 had stable lesions.
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Siéu am theo doi

= Choc 06i, lam PCR toxo am tinh: SA 1 thang 1 lan

= Dwong tinh: 15 ngay 1 lan
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= Liéudung

Diéu tri nhiem toxo

- Pyrimethamine 50 mg : 1 cp /jour
- Sulfadiazine 500 : 3cp (1,5mg) x 2/ jour

(Arrét du Fansidar® en octobre 2017)
Acide folinique 25 : 2 gélules (50 mg) / semaine

= Pieu kién

Thong tin caa ngw®i me/ ca cha va me

Pai nhiéu (do kiém héa) (>2 litres/24h)

Theo ddi céc trigu chirng 1am sang (Lyell hiém nhwng néng
ne)

Xét nghiém mau : Lam NFS trwéc lan ding thuoc dau tién
va sau do ctr 15 ngay 1 lan. Trong trwong hop giam BC da
nhan trung tinh (PNN < 1500 / mm3), dirng diéu tri, bo'sung
acid folique

Siéu am'kiém.tra moi hai tuan
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Hiéu qua diéu tri truréc sinh sau khi
da chan doan dwong tinh voi toxo?

Con tranh cdi (thi€u cac thir nghiém Iam sang c6 doéi chirng)
- €6 nén diéu tri sau khi sinh ?
- Diéu tri sdmlam giam cac bién chirng(Foulon, 1999, Kieffer, 2008, Hotop, 2012)
- Lam gidm cac triéu chirng 1am sang & tré nhiém toxo bam sinh (17% vs 41%)
(Wallon, 2013)
- Piéu tri tuy theo tudi thai lam gidm cdc bién chirng & nio (Cortina-Borja,

EMSCOT, 2010)
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Chan doan cho so’ sinh

Xét nghiém huyét thanh

« Anticorps IgG:
» Anticorps cua me truyén cho hay em bé tw sinh ra?
* Theo doi sw bién doi qua xét nghiém ELISA

« Anticorps IgM, IgA = Do em bé sinh ra sau ngay thu
10

» So sanh yéu to mién dich gitra me va bé
*PIC-ELIFA,
PIC-WB
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Biéu do khang thé IgG & tré so’ sinh

Ac IgG

Ac transmis

Ac transmis +
néoanticorps

~——_

/

Mois
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PIC ELIFA

......................

3 = KT me truyén

2 = KT so sinh cung
dong véi me R
1= KT sosinhkhac (Cordon
dong g S
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P1C-Western blot
Nhiém trung khi mang thai thang thi 7

So sanh cac thoi diém dung Western Blot
. tim toxoplasma

= Huyét thanh me (1) / Huyét thanh mau day ron (2)/
Huyét thanh tré so sinh ngay 10 (3)

1gG tir me truyén qua

IgM et IgA trong mau cudng ron khing
i dinh lai nho xét nghiém ngay thir 10 sau
125 sinh

Toxoplasmose bam sinh
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\/ Medicine
) TOXOGEST
Nghién coru thg?# nghiém ngau nhiéu diéu tri phong ngwra Toxoplasma bam sinh
bang Pyrimethamine-Sulfadiazine so vé&i Spiramycine

Laurent Mandelbrot,

Francois Kieffer, Rémi Sitta, Hélene Laurichesse, Norbert Winer, Louis Mesnard, Alain Berrebi,
Gwenaélle Le Bouar, Jean-Paul Bory, Alexandra Benachi, Yves Ville, Franck Perrotin, Jean-Marie
Jouannic, Florence Biquard, Claude d’Ercole, Véronique Houfflin-Debarge, Isabelle Villena,
Rodolphe Thiébaut, for the Groupe d’étude Toxogest

PHRC National s € HomTA
ClinicalTrials.gov Identifier : NCT01189448
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TOXOGEST So dé chung

Chuyén doéi huyét thanh toxo dwerc xac nhan
Chuwa diéu tri gi trong vong 10 ngay trwdc dé

|

Chon ngau nhién tuéi thai > 14SA

Groupe PS / \ Groupe S

Malocide 50 mg / |

Rovamycine 3M x3

Adiazine 1 gx 3/j
Lederfoline 50 mg/ sem

/)

. /

Choc 0i

l

Xét nghiém thwéong quy

Tiéu chi"danh.gia; ty l1é |ay truyén, kha nang dung nap
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Tom lwoc

n=249

Panh gia tinh hop 18

< Khéng du tiéu

chuan n=98

Chia nhém ngau
nhién n=151

!

!

Spiramycin group, n=75

Received allocated intervention, n=75

Pyrimethamine + sulfadiazine group n=76

Received allocated intervention, n=76

l

l

Phan tich so liéu
n=70

Loai khéi nghién ctru (n=5), khdng hop lé

Phan tich so liéu
n=73

Loai khéi nghién clru (n=5), khdng hop lé
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Xdc dinh ty Ié Iy truyén me- con

Pyrimethamine

Spiramycine

+ Sulfadiazine p
N=60
N=65
Toxoplasma 18.5% 30.0%
o 12 18 0.147
Bam sinh [9.9; 30.0] [18.8; 43.2]

18 tré (12%) bi loai khoi nghién curu
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Phan tlch da bién sw lay nhiém me-
con: tu’o’ng quan gitra hiéu qua diéu

tri va thoi gian bat dau diéu tri

aOR de
transmission p
(1C95%)
e o 1.7 7 on ~ e ~ 1-19 -3
Tuoi thai lac me cd hién twong chuyén doi huyét thanh, pour +1 <10
(1.09 - 1.30)
sem
PS vs S, bat dau diéu trj < 3 sem (n = 34) 0.03 0,08
’ - B (0.00 - 1.63) ’
PS vs S, bat dau diéu tri >= 3 sem (n =91) 1.20 0.77
’ T - (0.35 - 4.14) '
Twong quan déi véi su 1ay truyén bé&i nhém va thoi gian bat o9

dau diéu tr




N BENH VIEN PHU SAN TRUNG UONG

=4’ National Hospital of Obstetrics and Gynecology

Ty 1é mac cédc di tat ndo dwoc
phat hién trén siéu am

= Trwée thei diém phan nhom ngau nhién, chwa phéat
hién bat thwéng.
= Xuat hién bat thwérng ve nao :
- 6/70 (8.6%) trong nhdém spiramycine, 2 nang phai dinh
chi thai nghén, 4 triedng hop c6 0 tang am trong nao
- 0/73 trong nhém pyrimethamine/sulfadiazine (p=0.01)
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Déc tinh cda thudc

26 EIG (tac dung khéng mong muon tram trong)
dworc thdong bao

2 EIG do thudc trong nhom thir doi véi PS : ton
thwong & da (trong do cO mét cas tang men gan),
khong de lai bien chirng sau khi ngirng thuoc

Ty 1é mac = 2/73 (3%)

Khéng lam giam bach cau da nhan trung tinh hoéc
cac doc tinh vé huyét hoc nghiém trong khac
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“TOXOGEST : Ban luan

Thir nghiém ngau nhién dau tién vé toxo trong th&i ky sinh dé

Ung hg gia thiét cho rang bat dau diéu tri bang P/S ngay sau
khi cé6 chuyén déi huyét thanh me sé lam giam sw lay truyén
gua banh rau cua T Gondii.

Limite = manque de puissance
Han ché |a nghién ctru chwa di manh

Chwa cO nhom gia dwoc (khéng dworec chap nhan & Phéap) do
doé chung ta khéng biét la spiramicyn co tac dung hay khéng.

Céch ap dung trong l1am sang thé nao ? PS dwgc s dung
thu’c"rng guy trong nhieeuf quoc gia sau khi co sw chuyéen doi
huyét thanh vao quy 2- quy 3.

Panh gia nguy co’/ hiéu qua.
Dol héircd cac nghién clru chuyén sau hon.

Phai xay dwng phac do dieu tri dw phong méi hon.
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C6 nén str dung phwong phép diéu tri
manh hon dé dw phong?

Traitement Hiéu qua diét ky sinh trung k/n dung nap
(trén trophozoite) (F Derouin) me-con
Spiramycine hiéu qua kém tot

(IC50 a 10x taux sérique)

Pyrimethamine hiéu qua tét hon nhiém ddc gan
+ sulfadiazine (sulfadoxine) cong gop hai k/s di trng
Cotrimoxazole (Bactrim®) con dang nghién clru it doc tinh hon

Azithromycine ou clindamycine  tac dung trén
+ PYR ou + atovaquone nang-bradyzoites chwa nghién
clru
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Két ludn va kién nghi-

Nguy co lay truyen tang |én clng tudi thai
Nhwng hau qua nang né doi v&i thai thi giam di
Nhiém tring bam sinh: c6 thé, ma hiém, chi yéu trong
triro'ng hop:
- Nhiém triing say ra lGc thu thai
- Hiém gap nhiém trung lai lap di 1ap lai (ngoai trir néu bi suy
giam mién dich)

O Phap=Van con can sang loc va dieu'tri



