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20. YBpexpaHus, npeanusBuKaHu ot
pa3nnyHn KceHob6moTUUM (BKN. NieKapcTBa),

npes pas3sindiHnTe nepunoamn Ha
6peMeHHOCTTa. HexenaHwm JIeKapCcTBeHU

peakuuum no BpemMe Ha JiaKkrtauus.

Oou. ao-p M. MuyeBa gm

20.1.

Kaacadmkamasa Ha FDA 3a oneHka Ha CBOTHOIIEHHETO

HoJ3a/pHCK INIPH MeHKAMEHTOZIHOTO JedeHHEe HA OpeMecHHH

A AncxpaTHH H JOOpe KOHTPOJHPAHM OPOY4YBaHHA HE Ca AOKA3ATH
CBINECTBYBAHEeTO Ha PHCK 3a OJ0Aa 0Ope3 DOBPBHE TPHMECTHP Ha
OpeMeHHOCTTA fHaMa NOKa3aTeACTRA 3a PECK B OPe3 CAcOBallaTe TPAMECTPH/.

B IMpoyasaamas BLPXY KHBOTHH HE Ca JOKa3ajid CBINECTEBYBAHETO
Ha PHCK 3a ILI0Oa, HO HAMAa ANeKBAaTHH H Jo0pe EOHTPOJHpPaHH NpPOoyYBaHAS
Oopu OpeMeHHHE XEHH.

[ & IIpoy4uysaEmMs BBPXY XHBOTHH Ca OOKAa3am#M cBHIECTBYBaHETO HaA
PHCK 3a miuoxa, HO HAMA ANCKBATHH H Nobpe KOHTPOIMpaHH OpOoyYBaHHS
opu xopa. OuakBaHaTa DOJ3a MOXKe [Oa OIpasiae NOpAIaradeTo Ha
JIEKapCcTBOTO OpH OpeMeHHH XKeHH, BEIOPEKH DOTCHIHAIHHATE PHCEOBE.

D Hma moxasaTelCTBa 3a PHCK OT yYBpeXiaHe Ha ILIOa OpH Xopa,

ocHOBaBaly ce¢ Ha gadaa 3a HITP nmpma Opoy4YBaHEAsA H OPOOBIIEHTEIIHEA

HaGarogeHMs B ODepHOAa Clel] peracTpallysi, HO IIOTEeHNHANHATA OIOoA3a MOMXEe
Aa onpasgaé HIMON3BAHETO HA JMEeKAPCTBOTO OT GpeMeHHH IKeHH,
HE3aBHCHMO OT NOTEHITHANTHHUTE PHCKOBE.

X Ilpoyupanmsa BPBPXY XHBOTHH HJIHA XOpa ca noxasamma deranHm
AHOMAIHMH H{AJIH HMAa JOKA3AaTEACTBa 3a PHCK OT yBpeXdaHe Ha IJioga mop:
XopaTta, OCHOBaBam <€ Ha pmasHuw 3a HJIP §popma #OpoyYBaHHS =

NpoaBKATENHH HaGAIOAEeHAs B IepHoaa ciel perucrpanus. PuckoseTe npm

H3INOJ3BaHEe Ha JAeKapcrBoTO oT GpGMGH}lH ¥HeHH HABHO NOpeBHIIaABAT

ODoTeHUHaAAHaATaA O0oJa3a.




TEPATOIMEHE3A

Thalidomide

KpuTn4iHu nepmoau:

21-22 peH: nNunca Ha ylHa MuAaa, HapyLeHUsA B KpaHWanH1Te HepBu
24-27 peH: phocomelia (npeanmHo pbLeTe)

27-28 days: phocomelia (npeaMMHO fONHUTE KpaMHULINA)

34-36 days: xmunonnacTM4YHM Nanuu, aHopeKTanHa creHo3a

* 10,000 HoBOpoAeHu ¢ aechekTn

* Npo6nemu c BuAoBa cneundnyHacT Npyu NpeaABapUTENHOTO U3cneaBaHUsl BbpPXy
eKCnepuMeHTarnHu XUBOTHU

Mo-kbCHU Npoy4YBaHUA ycTaHOBABAT:

B in vitro onutn ca yctaHOoBeHM MeTabonuTK ¢ TOKCUYEH edheKT OT YepHOAPOGHU MUKPO3OMU Ha
OpemMeHHM 3aiLmn, MaiMyHU U Xopa, AoKaTo NpyU 6peMeHHU NbXoBe Te3u MeTabonuTy NUMncBear.
YcTaHOBEHO e, Ye S-eHaHTUOMepa e C NO-BMCOKa eMOPUOTOKCUYHOCT OT R-eHaHTUOMepa Ha

Thalidomide.

TEPATONEHE3A

Tepaoc = 4qydoeuuwie

* 3-7% HoBopoageHu c mandopmaumm

Te ca eMG6puodeTanHn, MHTPayTEePUHHU TOKCUYHU eheKTU

ETtnonorus
* 65% HeusBecTHa
* 20% npexBbLpPsiHE HA U3BECTHU reHeTUYHU AedekTn
5% XPOMO3OMHM abepauum
2 - 3% wHdekuun
Toxoplasma, Rubella, Cytomegalovirus,
Herpes (TORCH) and Syphillis
4% 3abonsBaHusa Ha 6peMeHHaTa (AnabeT, XxpaHeHe, 3aBUCUMOCT)

1-2% mexaHW4YHM (HapylleHa CTPYKTypa Ha MaTKaTa, yBUTa NbMHa BPbB)

1 - 5% ankoxon, 3aBUCUMOCT
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TEPATOINEHESA

MEXAHU3MH
* MyTtauum
Xpomo3omHu abepauum
NMoBnusiBaHe Ha MuTO3aTa
NMoBnusiBaHe MeTabonnama Ha HyKNIEMHOBUTE KUCETTUHU
NMoBnusiBaHe eHeprumHUsA MeTabonusbm
+ cybcTpaTteH geduumnT
* MHXUOMpaHe HA MeTaboNUTHM NbTULIA

HapylweHus B kneTb4HaTa CTPYKTYpa u pyHKLuUS

TEPATOIEHU

* CnUCHLKBLT Ha TepaToreHUTe BKIoYBa Hag 160
npeacTaBUTENIM Ha BCUYKU NEKapCTBEHU FPynu:

- yMTocTaTULUM

- NOJIOBM XOPMOHM
- NPOTUBOINbLPYOBU
- CbHOTBOPHMU

- aHTUANA6EeTHMN

- aHTUKoarymnaHTu
- xriopamdeHUKon
- TETPALUKITUHU




ATEHTU, BOOELLN OO ®PETOTOKCUYHOCT
U NOCTHATAJIIHA TOKCUYHOCT

TeTpauuKuHu
XnopamdeHukon
CyncdoHamuam
AHTUKOarynaHTu

Pe3epnuH
CBHHOTBOPHM
AHecTeTNUM
PeHOoTUa3UHU
MopdowmH
XepowuH

ETAMA HA EMBPUOIEHE3ATA U HA ®ETAJTHUA NEPUOA
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Figure 6.40. The stages of embryogenesis.

no J.A. Timbrell
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A Brief Pulse of Teratogenic Treatment on
B the 10th Day of Gestation Would Result
in the Following Incidence of Malformations
50 |- 35% Brain Defecis
33% Eye Defects
= 24% Heart Defects
o 40 r_ EYe 18% Skeietal Defects
= 6% Urogenital Defects
£ L 0% Palate Defects
-
g7 L N T,
rogen
E '(., --..,,_:}""__"_-E\l!al
a2 20 F f) :f".""-- . \\ ",
£ -7 :
i _~""Axial AT T \\ %
10k i~ Skeleton / '~ >
f SN AN
1 1 )

XUMUYHA TEPATOIEHE3A

®demareH ajIKOX0J1IeH CUHOpPOM

Texkn yBpexaaHus:
Mukpouedanusa
TEXKO yBpexaaHe Ha MeHTariHuTe cnocobHocT
CbpAEeYHU U peHarHU aHoManuu
MaKcunapHa xunonnasus
3abaBeH pacTex

YMepeHu yBpexpaHus:
+ 3abaBeH pacTex

¢ HapyuweHue Ha KOHUeHTpauuaTa npyn HopmalrnHa cteneH Ha
UHTEJIUTeHTHOCT
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XUMUYECKA TEPATOINEHE3A

- MoBULWIEHO BHUMaHME NpPU OTNyCKaHe Ha
nekapcTBa 3a 6peMeHHun

* MoBnweHoO BHUMaAHMe npum camoine4vyeHue
n n3nosiaBaHe Ha npupaaHn NpoaoykKTu

* MloBNWEeHO BHUMAHME OT Bb3MOXHMU
JieKapCTBeHU B3anMopenucTBus ¢ opalriHun
KOHTpauenTneu

EM EFAOT GK CidHHM
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