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S6 lan sinh
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50%
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N

60%
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Huyét thanh 4m tinh

Chuyén doi huyét thanh

Nhidm triing thai nhi

Co tricu chimg

Di tat than kinh

CMV tai PHAP

0,37% * tré so sinh nhiéu bénh
12,7% c6 triéu chirng60% c6 khiém
khuyét nhan thic + thinh giac

87,3% khong tri¢u chirng

13,5%** c¢6 khiém khuyét nhan thirc

2960/nam
376/nam

225/nam
2584 /nam
349/nam



Huyét thanh am tinh
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Chuyén déi huyét thanh

NS

U

o
o

o

Prevalence (%)

B1% - 95%
66°% - 80%

35% - 50%

N

<35%

==

_ =l
Nhiém tring thai nhi —

|

L]

(.

no data

10%

Co triéu chirng

N

60%

;

Di tat than kinh



Huyét thanh am tinh

S6 13n sinh DU PHONG CHUYEN BOI HUYET THANH

\»Chuyén d6i huyét thanh

» Vacxin khéng c6 san
— Hau qua trén 50% 1
* Veé sinh va can thiép hanh vi

— Hop Iy nhung hiéu qua khong chac
chan vé chuyén déi huyét thanh23

1 Pass RF N Engl Jof Medicine, 2009, 360:1191-99,
2 Adler et al, JPediatrics, 2004, 145:485-91,
3 Vauloup-Fellous C, JClin Virol, 2009, 46:S49-S53



DU PHONG THU PHAT BANG TANG CUONG
Chuyén dbi huyét thanh GLOBULIN MIEN DICH

50%

\» Nhi&m tring thai nhi » Nghién ctru: Giam nguy co/ nhiém triing thai nhi 24 %!
» Nghién cru ngau nhién, mu doéi, placebo cé nhom
chirng: c6 giam nguy co?

« Thir nghiém dang tién hanh & My3

INigro G, N Engl Jof Medicine, 2005, 353: 1350-1362,
2Revello MG, N Engl Jof Medicine, 2014, 370: 1316-26
3NCT01376778
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N EN

N,

10%

Seronegativity

Seroconversion

Nhiém triing thai nhi

Triéu ching

Ve

607%

;

neurological impairment

BENH LY O NHIEU CO QUAN

Panh gia tién lwong bénh
Siéu am

Choc Oi

Xét nghiém mau thai nhi
Cong huong tw




DAU HIEU O CAC CO QUAN NGOAI SONAO

Viém mang Oi

Thiéu &/ da Oi

Rudt tang am vang

Viém phic mac phan su/ dich 6 bung

/ Nhiém trung thai Gan, lach to
10% Tinh trang caxi héa co’ quan
\; Tran dich mang phoi, mang tim
Triéu chirng Bénh co tim gian
Canxi hda tim
Phu thai

Thai cham phat trién/ thai nhd so vai tudi thai



Nhiém triing thai nhi

10%

Triéu chirng

Intracranial symptoms imaging

Gian ndo that

Canxi hda nhu mé nao
Nang mang no that

Caxi hda nhan dau thé van

Hinh &nh tdng &m quanh ndo that
Nang quanh nao that

Loan dwéng chat trang ndo
that dang nang

Bat thwdng chat trang, nhan
nao

Pa hodi ndo

N&o bé

Hbp so nho




10%

-

Nhiém triing thai nhi

Triéu ching

TRIEU CHUNG LUC SINH

Fowler 1992

Xuét huyét
Thai cham phét trién trong ttr cung

Revised definition

Gan Jlachto
Hbp so nhd
Vangda

Xuat huyét

Thai cham phét trién frong ttr cung
Gan, lachto

Hbp so nhd

Vangda

Kiém tra thinh luc

XN gidm tiéu cau/ chirc ndnggan
Siéuam so ndo




10%

-

TRIEU CHUNG

KHI SINH

AF PCR+, 20-28

Bénh ndo méac dd nang

Nhiém triing thai nhi

tuan N=82 N=19
/ Bat thuomg ndi so
Bat thwong nhe Vach hoa n3o that
tren sieu am Tén thwong nhan xam truong
N=22

Triéu ching

|

TOP (severe) n=3
Triéu chirng n=11
Khong triéu chirng n=8

Bénh ly mach mau

Nang mang nao that

Canxi hoa

Bat thwrong ngoai so

Gan, lachto

Banh rau day

Thai cham phat trién trong TC

Ruéttang am vang
Phu

™A

Triéu ching n=9

Khong triéu chirng n=10

Triéu chung n=0
Khéng triéu chirng n=38

Leruez-Ville, AJOG2016



10%

-

Nhiém triing thai nhi

Triéu ching

BAT THU'ONG KHI SINH

PANH GIA GIJAQUY Il THAI NGHEN
N=|53
Non-severe US N
Platelets & Viremigd* ]
1 10 100

Siém am va xet nghiém sinh
hoc vo gia tri tién doan doc lap
GT tién doan dwong =50%
GT tién doan am tinh =100%

*Tai lwong Virus>5 log or tiéu cau < 115000/mm3 Leruez-Ville, AJOG 2016



Nhiém triing thai nhi

10%

-

Triéu ching

NEN DIEU TRI BOI TUONG NAO

Danh gia gilra quy Il thai nghén

AF PCR+

Khdng co hinh
anh bat thwong
trén siéu am*

B4t thuong
murc dé nhe
trén siéu am

Khong c6 hinh
anh bat
thwdong trén
siéu am*

Bénh ndo murc
dd nang N=19

* Tai lwong virus cao hodc tiéu cau thap

Leruez-Ville, AJOG 2016



CYMEVAL 2 Valacyclovir trong diéu tri thai nhi nhiém CMV

In vitro: VAlACV khéng phai thudc cé hiéu qué cao nhat dé diéu tricMV
Nhwng

Clinical efficacy: lieu cao valACV (2gx4/day) co hiéu qua phong bénh CMV & bénh
nhan lay nhiém [Lowance et al,N Engl JMed 1999].

PK/PD [Jacquemard, BJOG 2009]:
Thuoc hap thuquabanhrau )
Tac dong Ién tai lwong virus va tieu cau ¢ thai nhi nhiem CMV

boantoan:

Khong bién doi té bao, khong tang nguy co tang san trong vitro.

Khdng lam tang nguy co di tat bam sinh & hang ngan phu nir phoi nhiém trong
thoi ky mang thai [Stone et al, 2004; Pasternak, JAMA, 2010]

N

ValACV 2g x4 /ngay > 6 tuan

Dung nap tot

NCT01651585  AJOG2016



CYMEVAL 2 Valacyclovir trong diéu tri thai nhi nhiém CMV

BAO GOM

Extra-cerebral anomalies

B4t thudrng ngoai n&o (thai thai cham PTTTC)

Bét thuong thé tich nuwdc bi

Tran dich & bung/ tran dich cac mang

Phu da/ Phu thai

Banh rau day > 40mm

Rudt tang am vang

Gan to>40mm

Lachto>30 mm

Canxi hda gan

Bat thwong nao khong nghiém trong

Gian n&o that mirc do vira (<15 mm)

Canxi héa nao khu tru

Dai dinh khu tri ndo théat

Canxi héa nhan xam

Xét nghiém sinh hoc bat thuwong

Nong dé virus thai nhi > 3000ban coppy/m
Tiéu cAu thai nhi < 100000/mm3

LOAI TRU

Bat thuwong cau triic nao mire dd nang
Gian ndo that = 15mm

Nao ung thuy

Hop so nhé (chu vi dau < d6 l1éch chuén)
H6 sau >10mm

Thiéu san thuy nhéng

Khdng phan chia nao

Nhan nao

Bat thwdng thé chai

Chédng chi dinh dung Val AVC

NCT01651585 AJOG 2016



CYMEVAL?2 Phase 2: Valacyclovir trong diéu tri thai nhi nhiém CMV

Triéu chung luc sinh

Xuéat huyét

Thai cham phat trién trong tlr cung
Gan, lach to

Hbp so nhd

Vang da

Xuét huyét

Thai cham phat trién trong t& cung
Gan, lach to

Hbp so nhod

Vang da

Kiém tra thinh Iyec

Xét nghiém tiéu cau/ chirc ndng gan
Siéu am so néo

Fowler 1992

Revised definition

NCT01651585 AJOG 2016



CYMEVAL 2 That bai ciia CYMEVAL1

Nghién ctru thir nghiém 1dm sang, mu déi, cé doi chirng

ValACV vs v&i gia dwoc. Nghién clru trong trwong hop
thai nhi nhiém CMV mtrc o vira

That bai vi thai phu tr chdi trong
trvdng hop gia duorc




CYMEVAL 2 Phase 2: Valacyclovir trong diéu tri thai nhi nhiém CMV

Phase 2 design: Xem xét hiéu qué ctia ValACV véi cac két qué mong doi

Study Total Success Proportion 95%-Cl Wirandom)
|
1
Guerra B, Am J Obs Gyne, 2008 14 6 - 0.43 [0.18; 0.71] 23.0%
|
jacquemard , BJOG, 2007 20 10 o 0.50 [0.27; 0.73] 33.5%
Liesnard Obstet Gynecol, 2000 g 3 ! 0.33 [0.07; 0.70] 13.4%
Lipitz. Ultrasound Obs Gyne , 2010 7 4 : 0.57 [0.18; 0.90] 11.5%
Picone. Prenat Diag, 2008 13 4 : 0.31 [0.09; 0.61] 18.6%
|
|
1
Random effect model 63 27 —_ 0.43 [0.31;0.56] 100%
1

PO: ty 1& khong chap nhan & tré khéng triéu chirng <60%
P1: ty I& chap nhan & tré khdng triéu chirng >80%

2- thiét ké (a=5%,lr'c mau=80%):
Bwdc dau: 11ca

Néu it nhat 1a 7 ca/ khéng triéu chirng, tiép tuc nghién ctru 43 ca
NCT016515a85  AJOG2016



CYMEVAL 2 Phase 2: Valacyclovir trong diéu tri thai nhi nhiém CMV

Dic diem Trung vi
Thai phu (N=41)
S6 con>=1 30(73.2)
Tuéi thai nhiém virus tién phat 10[7.8-16.2]
Tuoi thai khi két hon 25.9[24.1-31.7]
Théi gian ttr khi phat hién (tuan) 16[121.3-18.6]
Thai nhi (N=43)
Tai lwgng CMV-DNA thai nhi 3(7)
Sé thai nhi cham phat trién 3(7)
S6 bat thwong nwdc bi 3(7)
Tran dich 6 bung hodc cac mang 1(2.3)
Banh rau day 13(30.2)
Rudt tang am vang 25(58.1)
Gan to 6(14)
Lach to 9(20.9)
Canxi hda gan 1(2.3)

Bat thwdng ndo mirc dd vira 5(11.6)

INGCIVIVJIJUJI NNJ\JU\J LV IV



CYMEVAL Phase 2: trong diéu tri thai nhi nhiém CMV

Budcl Buwdrc 2
Két qua
Tré so sinh khéng triéu chirng 8
Tré so’ sinh ¢o triéu chirng 3
Total 11
Sludy Total Success Proportion 95%-Cl
]
]
Guera B, Am J Obs Gyne, 2008 14 8 043  [0.180.71]
jacquemard , BJOG, 2007 20 10 , 050 [0.27,0.73]
Liesnard Obstet Gynecol, 2000 9 3 : 033  [0.07;0.70)
Lipitz, Utrasound Obs Gyne , 2010 7 4 : 057  [0.18; 0.90]
Picone, Prenat Diag, 2008 13 4 - 0.3 [0.09 061]
1
1
Random effect model 63 27 _ 043 [0.31;0.56]
Valaciclovir effect * 43 34 | | F e .82 [0.67; 0.88]
n.g—ﬁ.-p-:—er.ﬁ—ﬁ.-ﬁ

0.2 0.4 0.6 0.8

Wirandom)

23.0%
23.5%
13.4%
11.5%
18.6%

100%

ValACV cd hiéu qua diéu tri trong trwdng hop
thai nhi co triéu chirng muirc do vira

NCT01651585 AJOG2016



CYMEVAL 2 Phase 2: Valacyclovir trong diéu tri thai nhi nhiém CMV

Cymeval 2:han ché

1. ValACV khdng phai 1a thudc chong
virus tot nhat

2. Khdéng ngau nhién

3. Danh gia mre do tram trong?

Cymeval 3

Ther nghiém ngau nhién ValACM
ValGanciclovir
Thai nhi c6 it nhat hai triéu chirng




