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NuuHblid Kabnuer 4 YUSCTHHKW B2 KoHT
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PesynbTaThl noncka

Bbl Mckanu: Bce nona (KW): MHTEHCMBHAA TEPanwWA CMHOPOMa FTMMNepCTUMYNALMK AWUHMKOE WCTOpHUA NOMCKOB

HaipaeHo 3anucei: 2. Bcero 3anucen B BI: 739

1. IHTeHCKHBHAaA Tepanua CMHAPOMa rMNepcTUMYNALNKM AMYHUKOB (HaLIMOHaJ"IbeIe KMMHHUYeCKue DeKOMeH,ﬂaLI,MM)
MokazaTtb AOKYMEHT

NoopobHee o

OcHoBHoe 3arnasme: VIHTEHCUMBHAA Tepanua CMHAPOoMa MTMNepcTUMyNALMKM AMYHWKOB
CeBefeHVA, OTHOCALY. K 3arjlaBvio: KIIMHWYECKWe peKOMeHAaunmn

CBefieHWA, OTHOCALY. K 3arfnaeuio: [yTeepxaeHbl pelweHueM pe3ngnyma obLepoccidckon obLLecTBEHHOM opraHn3auUmM aHecTe3noNoroB-peaHuMaTonoros
«(efepaumnsa aHeCcTe2MoNoroB-peaHMMaTonoroe», 26 mapta 2014 roga]

OcHoBHoOe 3arnaBue cepuM: HauuoHanbHble KIIMHWUECKWE peKoMeHaaUnm
MpumMeuyaHue: KnuMHuueckana pekoMeHgauma exmodeda e @3ME (07.10.2014)
MpuMeuyaHue: KnuHWyeckana pekoMeHgaums obHoBneHa (06.08.2015)

AsbIK TeKkcTa: rus



MUHMUCTEPCTBO
3O0PABOOXPAHEHMA
POCCUNCKOW @EOQEPALIUI
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Drnaanenie
Omaenexue
MeTanonora

BeegeHue Ofmepocemiickan ObmecTeennan Oprannzanns

Amnecr nores 1 P THIOT0E
Poceniickoii ®enepannn

Onpepenexue CrA

DaKTopsl pucka CrA
OcoBeHHOCTH NaToreHe3a CrA
Mpodunaktuka CrA
MIHTEHCWMBHAA TepanuA CTH
MoKa3aHWA K roCIMTanuaauun
WHyanoHHaA Tepanwa npy CrA

HHTEHCHBHAH TEPAITHA CHHAPOMA
CHMNTOMATHYECKAA Tepania

FHINEPCTHMY.JISIUAH AHYHHKOB

Kmaavaeckne peroMenalEH




dakTopbl pucka CI'

Bo3pacT xeHWwunH meHee 35 ner.

AcTeHn4eckoe TenocrioxeHue.

CHAPOM NOSIMKUCTO3HbIX ANYHUKOB.

BbICOKMM ncxoaHbIU ypoBeHb acTpaauona (>400 nmonb/n).

MHoXxecTBO (hONNUKYINOB B pe3ynbTaTe CTUMYNALUN
cynepoBynsauum (bonee 35). o HeKOTOpPbLIM AaHHbLIM, Oonee
10 pactywmx chonnukynos.

[MpoToKonbl CTUMYRNALUKU CynepoBYNALMM C MOYEBbLIMU
roHagoTponMHamMum (MEHOroH, XyMeroH v 1. n.).

Ctumynauua osynsaumm n/unn noaaepxka BTopoun dasbl
MeHCTpyanbHOro umkna npenapartamm X' (nperuumn,
OVITREL n 1.4.).

BbiCOKMe A03bl FOHAAOTPONUNHOB.
HactynneHue 6epemMeHHOCTMN.

Jnnsonbl CI'd B aHamHes3e.




Pathophysiology of OHSS

“Early” OHSS, due /|
to exogenous hCG =~

Overstimulated ovarian lollicle

-"-. = )

“Late” OHSS, due to c##

endogenous hCG
Hyperstimulated ovary

x
| VEGF secretion f F ? &

T Capillary leakage
resulting in OHSS

Blood vessel




CVIH.D,pOM rmnepcrmmyndaumn ANHYHUKOB

> PasgpaxeHue
| OprOWMUHBLI, 60Nb

IL-6, VEGF
uT.a.

HapyuweHue
nUTaHusA, pBoTta

Bona, M'MnoBonemus, onurypus,
3NEeKTPONUTHI, — runoHaTpvemums,
benok rmnonpoTenHeMus

BprowHaa nonocTb, NneBpanbHas
NonocTb, NONOCTb Nepukapaa



MeauaTtopbl HapyLweHUs NPOHULAeMOCTH
3HAOTENNA Kanunnsapos

YenoBe4yeCcKMn XOpMOHNYECKUN FTOHAAOTPOMNMUH.
CocyaucTbin aHaoTenuarnbHbIU (hakTop pocTa.
JcTpaguon.

PeHUH-aHr’MOTeH3nHOBaA cucTtemMa AsUYHUKa.
KWHUH-KannukpenHoBasa cuctemMa SUYHUKA.
UHTeprnenknH-6.

NMpocTarnaHguHbl.

UHCcynuH.

dakTop BunnebpaHpa.

LIUTOKUHBLI.

Monekynbl agreamm aHaoTesnus.

f'MctamuH.



Apresna HeiMTpodUNOB K SHAOTENUIO COCYAOB

WTor — HapyLueHue
NPOHMLaEeMOCTH
3HAOTEe/INA COCYA0B




Mpn BocnanutenbHOW peakuun XNaKocTb U
anbOyMMH NepexoanaT B UHTepCcTULMarnbHoe Np-BO

Hopmokcus Mnokcusna

FITC-ans6yMuH u
BOAla B UHTEPCTULUNU

KoHTponb Lok tO



KonnoMaHo-OHKOTHYeCKoe

MMapocTaTH4yecKoe
OaBneHHue [

Hopma

YeenuieHue
rMMOpoCTATHYECKOTO
naBneHwe

TpaHccygaT
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A npu Cl'l - B nonoctu!

OTtBeTa HeT!




Saha PK, Goel P, Tandon R. Ovarian Hyperstimulation Syndrome (OHSS) Presented as Massive Hydrothorax. J
Clin Diagn Res. 2013 Dec;7(12):2996-7.




L[ : ; Alaraj A. Symptomatic hemorrhagic pleural effusion: A rare presentation of
\ International ]oumal of Health Sciences ovarian hyperstimulation syndrome: A Case Report. Int J Health Sci (Qassim).

2013 Nov:7(3):347-50.

. N A Scientific Publications by Qassim University




CVIH,quM rmnepcrmmynaumm ANYHUNKOB
Ovarian Hyperstimulation Syndrome (OHSS)

Nerkmn CI'4A

« B3ayTtue xXunBota
 YMepeHHas 60nb B XUBOTE
e ANYHUK < 8 cm

P 33%
YMmepeHHbin CI'A
 YMepeHHas 60nb B XXUBOTE
e TowHOTa M pBOTAa
e Acuut npu Y3UN nccnepoBaHunm
* ANYHKK 8-12 cm 7

RCOG Guideline, 2006



CVIH,quM rmnepcrmmynaumm ANHHUKOB
Ovarian Hyperstimulation Syndrome (OHSS)

Taxenbin CI'A

ANYHUKN > 12 cm

KnnHnyeckun acumt, Horaa ruapoTopakc

BbipaXxeHHble 605U B XXUBOTEe

Onurypus

eMOKOHLEeHTpauus Do 8%
f'MnonpotenHemus

f'MnoHaTpuemus

N'Mnokanunemus,

NenkouuTtos

lNoBbIiWeHVe YPOBHA KpeaTUHUHA 7

RCOG Guideline, 2006



Kputnuyeckmm CIra (oo 1-3%)

CVIH.quM rmnepcrmmynaumm ANHYHUKOB
Ovarian Hyperstimulation Syndrome (OHSS)

HanpsxeHHbIN acumuTt
MaccuBHbIV rMOPOTOPAKC
FemaTokput 6onee 55%
Aputmunsa

TamMonHapa nepukappa
OnuroaHypus

TpombGoambonnyeckue ocnoXXHeHus (apTepnanbHbie U

BEHO3HbIe)
orPAC
Cencuc

RCOG Guideline, 2006



UHdy3noHHana Tepanua npu CI'A

MNMpwn nerkom n ymepeHHom CIr'A:

 [loamepxaHue KOO - MK 500 mn ( '

 Kpuctannougbl (PuHrep)— B 06 bbeme COOTBETCTBYHOLLEM MOTEPAM U TEMNY
anype3a 100-150 mn/y

 Koppekuusa runoHatpmemumn (NaCl 0,9%)

° NMocne BoccTaHOBNEHUA aunype3a n 3HTepasibHOro NMTaHnA — orpaHnyeHume
KpuctannoungoB

Mpu Txxenom n kputndyeckom CIri: To xe +
 Koppekuua runonpotremHeMmumn: anbo6ymuH 10-20% 300-400 mn 20-25 mn/y
lNocne BoccTaHOBMEHUA BO3MOXHOCTU 3HTeparibHOro NnUTaHusa U anypesa 6ornee

0,5 mn/kr/y 06 bemM NH(pY3MOHHOM Tepanuu AO0MKeH ObITb HeMeAsIeHHO
COKpaLleH



Kak yaepxuBaeTtcsli XMAKOCTb B cocyaax?

YMEeHbWUTb
CHU3nNTL NPOHULLAEeMOCTb
rmgpocraTuyeckoe

aaBrieHue

NMoBbICUTL KONNMOUAHO- [MoBbLICUTbL OCMOSISIPHOCTDb -
OHKOTUYeCcKoe OaBrieHue — HaTpumn
anboymuH, MK Hopma — 285-295 mmonb/n

Hopma 25-30 Mmm pT.CT.






I MTMKoOKanukc

A
/ MuKoKanukc

Endothelial cell

PeBuaunna «3akoHa CtapnuHra»

Levick J.R. Microvascular fluid exchange and the revised Starling
principle /J.R. Levick, C.C. Michel// Cardiovasc. Res. — 2010 - Jul
15;87(2)-P.198-210.



The NEW ENGLAND JOURNAL of MEDICINE

REVIEW ARTICLE

CRITICAL CARE MEDICINE

Simon R. Finfer, M.D., and Jean-Louis Vincent, M.D., Ph.D., Editors

Resuscitation Fluids

John A. Myburgh, M.B., B.Ch., Ph.D., and Michael G. Mythen, M.D., M.B., B.S.

N Engl ] Med 2013;369:1243-51.
DOI: 10.1056/NE]Mral 208627
Copyright © 2013 Massachusetts Medical Society.
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Bo3BpaT XXnakoctu n 6enka B cocyabl — TONbKO
nocrie perpecca BocrnaneHus



NaeanbHOro nnasmosamMmeHuTensa Het!

Tep3aHua Aradpbm TUXOHOBHbI

....Ecnun 6bl rybbl HUkaHopa WBaHoBMYa Aga npucTtaBUTb K HOCY
MUBaHa Kysbmmuya, pgOa B3ATb CKONIbKO-HUOyAb pPa3BA3HOCTMW,
Kakasa y banTtasapa banTta3apbivya, pga, noxanyu, npubaBuTb K

aToMy ele gopoaHoctun MBaHa lNaBnoBu4ya - A O6bl TOrga TOT4YacC

Xe pewumnaco. A Tenepb, noau nogymamn!
H.B. lNnoronb «XXeHutb6a», 1842



CopaepxaHue Boabl — 60% macchl Tena

BHYTPUKNEeTOYHbIN

- UHTepcTuManbHbIN ceKkTop — 36%~ 28 n
BHyTpucocyancTbIi
CeKTop - 5% “3n

. cektop -19% ~11n

M st Mmonb/n:
Na- 142 - Mmons/n Na - 10
or7 103hla Na- 144 Cl-3
m — \ / Cl.-114 K -150
Benok — 70 /. ~ | HPO, - 100
- HCO; - 30 HCO;—- 10

Benok 20 r/n Benok 160 r/n



MMWHUCTEPCTBO 31PABOOXPAHEHWA POCCUMCKOM OELAEPALIUN o

OEAEPANTBHAA CZTYMKBA MO HAA3OPY B COEPE 3PABOOXPAHEHHUA FUROPEAN MEDICINES AGENCY
1

SCIENCE MEDICINES HEALTH

MACbMO
ot 10 nona 2013 r. N 161-746/13 14 June 2013

EMA/349341/2013
O HOBbIX IAHHbIX NEKAPCTBEHHbIX MNMPEMNAPATOB

MMIPOKCUITUNKPAXMAJIA PR/—\_C rec_:ommengis suspenc_iir_lg marketing authorisations
for infusion solutions containing hydroxyethyl-starch

14.06.2013 KoMUTET NO OLEHKE PUCKOB, CBA3aHHbIX C Be30NacHOCTbIO NIEKAPCTBEHHbIX CPEeACTs,
Eeponeiickoro AreHTcTBa No /sekapcTBeHHbiMm cpeacteam (PRAC EMA) 3asepwunn aHanus AaHHbIX
KNWHUYECKMX MCCNeaoBaHMM MNpUMEHEHMA WMHQY3MOHHbIX NpenapaToB TMAPOKCUSTUNKpaxmana vy
NaLMeHTOB B KPUTUHECKOM COCTOAHMK <1, 2, 3>,

Mo saknwdeHunwo PRAC, B cpaBHeHMM C KpucTannougamu, MApUMeHeHUe pacTBOpOB
TMOPOKCUITUNKPaxmana conpsxeHo c bonee BbICOKMM PWUCKOM Pa3sBUTUA TMOBPEXOEHWA TOYEK,
Tpebyrowero AgManmnsa, a TakxKe ¢ PUCKOM YBENTUHEHWA NETaNIbHOCTH.

B cBasu ¢ 3tum, KomMWTeT npuHAN peleHue pekomeHaosaTe Esponeiickoit Komumccuu
NPUOCTaHOBUTbL Ha TeppuTopum EBponenckoro Cotosa obpalleHme agaHHbIX IEKAPCTBEHHDBIX CpeacTs <5>.

PaHee, 11.06.2013 ¥YnpasneHwe nNO KOHTPOAK 33 MNPOAYKTAMMU MWTaHMUA WM NIeKapCTBEHHbIMM
cpegocteamu CLUA no pesynbTtaTam aHanusa HOBbIX AaHHbIX Mo B6e30MNacHOCTU MTMAPOKCUSTUNKPaxXMana,
APUWAO K BbIBOAEM ©O pPUCKE TMOBbIWEHHON NeTanbHOCTM WM NOBPEXAEHWUI no4eK, TpebyroLwmx
TPaHCNNaHTaWMK, y B3POC/bIX NaLMEeHTOB B KPUTUYECKOM COCTOAHUM, BKIOYaAA BONbHbBIX C CEMCUCOM U
NauMeHTOB, HaxoA4ALWMXCA B OTASNIEHMAX peaHumaumn. <6>



Kak onopouunnu anbLoymuH

Bunn F, Lefebvre C, Li Wan Po A, Li L, Roberts |, Schierhout G. Human albumin
administration in critically ill patients: systematic review of randomized controlled
trials. Cochrane Injuries Group Albumin Reviewers. BMJ. 1998;317:235-240

l

YBenu4yeH pUCK rnetaribHOro ncxoaa y 6ornbHbIX B

KPUTUYECKOM COCTOSIHMN Ha 6%
(30 nccneposaHuin 1450 nauneHToB,1998 r.)

l

K yemy npuBeno: CokpaweHue nHepysmm anb6yMmmnHa Ha
40-50%!



Kak onopouunu anb06yMunH 1 4TO OKasanochb

Bbino ydegutenbHO AOKa3aHo, YTO MHJY3MA anboyMunHa

Oe3onacHa un He yBeJiIniynBaeT NeTaribHOCTb
(32 nccneposanunga, 8452 nauneHta, 2006 r.)
(7000 nauMeHTOoB 1 HET pasnMumin B 28 cyTo4HOM fietansHocTu, 2004 r.)
(70 nccneposanuin, 4475 nauneHtos, 2008)

Ho u He yMeHbLuaeT!

Peabunutauna anb0ymMuHa v BKnroYeHne B NPOTOKOSbI
WHTEHCUBHOU Tepanuu Tonbko B 2012-2013 r.r.!

Dellinger RP, Levy MM, Rhodes A, Annane D, Gerlach H, Opal SM, Sevransky JE, Sprung CL, Douglas IS,
Jaeschke R, Osborn TM, Nunnally ME, Townsend SR, Reinhart K, Kleinpell RM, Angus DC, Deutschman
CS, Machado FR, Rubenfeld GD, Webb SA, Beale RJ, Vincent JL, Moreno R;

Surviving Sepsis Campaign Guidelines Committee including the Pediatric Subgroup. Surviving
sepsis campaign: international guidelines for management of severe sepsis and septic shock: 2012.
Crit Care Med.

2013 Feb;41(2):580-637.



NMpupoagHbin kKonnoua: AnboymuH 10-20%

44— AnNLOYMUH

0 50 100 150 200 250
MW (kDa)



AnbboymuH

5% pacTtBop (KOO = 20 mm pT.CcT., BOnemunyeckmnmn acpcekt 130%),
10% pacTBop, KOO = 40 mm pT.cT. BOonemuyeckum adpcekt 200% u

20% pacTtBop (KOO = 70 mm pT.cT., Bonemuieckun achcekt 400%).

NMpooomxntenbHOCTb AencTeunsa oT 24 oo 36 u.

Noka3aHusa K UH(Y3MN anbOyMUHa:

— CHWXeHWe KOHLeHTpaumm anb6ymuHa meHee 25 r/n.

— HeadpekTUBHOCTL KoppeKuuu reMmoaMHaMUKU
Kpuctannoupgamuv n Kkonnoumaamm

— [pumMmeHeHUe npu nNe4YyeHO4YHOM HeAOCTAaTOYHOCTU B annapare
MAPC (monekynsipHass agcopOupylowiaa peuupKkynupyroLwlas
cucrema).



BoT 30Ha
npumeHeHna NK un
APYyrunx
CUHTETUYECKUX
Konnounaos

MpeoHarpy3ka, BEeHO3HbIV BO3BpaT



Mpyn Ha3Ha4YeHUN CUHTEeTUYECKUX KONonaon
Heob6xoaAMMO y4YuTbIBaTb creayroLwme npoodriemMsbl

 HapyweHunsa remocTa3sa (gekcTpaHbil)
 AHadunakTnyeckme peakuum (gekcTpaHbl)
 BnusiHne Ha no4ku (IF3K, pekcTpaHbl)

 Kymynsauusa B opraHusme (BbicokomonekynsipHble MIK)
 BnusaHune Ha BocnanuTenbHY peakuuro

e Y 6epeMeHHbIX ’KeHLLUH TOJIbKO No abCOSMIOTHLIM NOKa3aHUSAM —
Korga puck npumeHeHuNsA Hnxe OXupaemMmou Nonb3bl



KOM6VIHVIpOBaH bié npemnapartbl
f’MnepTOHUYECKNN pacTBop

NMoka3zaTenb N'mnep XAEC | Nemoctabun | RescueFlow
6% MK 200/0,5 | 10% OekctpaH- | 6% pekcTpaH

Cocras +7,2% NaCl | 40 + 7,5% NaCl | 70 + 7,5% NaCl
OcmonapHOCTb, MOCM/ 2464 2567 2567
KOO, mm prt.cT. 28 90 70
Bonemun4yeckumn acpchekt, % 400 400 400
MpoaomKntTenbHOCTb
Boriemunyeckoro adpgekra, 30-60 30-60 30-60
MWH
MakcumanbHas [o3a, 4 mn/kr -250 mn 250 mn 250 mn
MI/Kr B CYTKU OAOHOKPAaTHO OOHOKpPATHO OAOHOKpPAaTHO

BBoautca ogHOKpaTHO




XapaKTepucTuka HeKoTopbIX KpUCTaNIo0naoB

Ocmons
CopepxaHune B 1000 mn, mmonb/n -PHOCTD,
P (MOcm)
acteop Hocutenu
Na K Ca Mg Cl pe3epBHOM
LLEeNOYHOCTHN
136-143 3,5-5 | 2,38-2,63 | 0,75-1,1 96-105 -
MNna3ma kpoBwU 280-290
VinTepcTiu, 145 4 25 1 116 i 208
XNOKOCTb
NaCl 0,9% 154 - - - 154 - 308
PuHrep 147 4 6 155 - 309
P -
VIHTep-naxtar 130 4 3 i 109 Nakrar 28 273
(FapTmaHa)
PuHrep-auetar 131 4 2 1 111 auetat 30 280
CTepO(pyH;u/le 140 4 25 1 197 manar 5,0, 304
N30TOHUYECKUI auetat 24
. auerart 3.674
NoHocTepun 137 4 1.65 1,25 110 291
Manar,
lMnasma-Jint 148 140 5 - 1,5 98 auerar no 27 294




NeyeHne CI'A

OGe3bonunBaHMe: aHanNreTUKM Ha OCHOBe napauetamona
unu onmartbl (MopcuH, npomenon, heHTaHun).
HecTtepongHble npoTuBOBOCHanUTeNnbHbI€ aHaNreTUKU He
pPeKOMeHAYHTCA B CBSA3U C oTpuuaTtenbHbIM 3cppeKkTomMm Ha
dYHKLUIO NOYeK.

[IpoTUBOPBOTHLIE NpenapaTbl (MeToKnonpamua)
KabGepronuH 0,5 mr/cyTku - cHumxxeHue acppekrta VEGF
Tpombonpodunakrnka — HMI' B TeyeHune Bcero CI'

AHTepanbHoe nuTaHue B ooveme 500-1000 mn/cyTkn B
3aBMCUMOCTMU OT KayecTBa YCBOEHMUS.



HyTputnBHaa nogaepxka

O6ecneunBaeT ageKkBaTHOe NMOCTYMNEHUE IHEPrUMn

No3BonsieT yMeHbWNUTb 00bLEM BBOAMMOWN B/B XUAKOCTU WU
MOJSIHOCTbLIO OTKa3aTbCA OT UHPY3UU

ynyJywaeTt nakrauuro

CnocobectByeTr ObIcTpOMy BoccTaHOBNeHUO yHkumm XKKT
nocre onepauum

YnydJwaeT penapauuio TKaHeun
CHuxaetT puck pas3Butusa octpbix A3B XKT

CHunxaet pUCK MHPEKLMNOHHbLIX OCFIOXKHEHUN



UHpuBuayanbHble nporpamMmbl NUTaHua Ans nogpoctkoB B MoHpeane
NO3BONMUIIM CHU3UTb YaCTOTy pPOXAEHUA OeTen C HU3KOM MacCoUu Terna B
aTtom rpynne Ha 39% no cpaBHEHUIO C KOHTpPOsieM

Hamaoui E, Hamaoui M. Nutritional assessment and support during pregnancy.
Gastroenterol Clin North Am. 2003 Mar;32(1):59-121

Y O©OepeMeHHbIX XeHWWH C HeaoCTaTOYHbIM NUTaAaHUEeM peobeHOoK

nporpamMMmMpyeTcsi Ha pa3BUTUE XPOHUYECKUX 3ab6oneBaHMM B Te4vyeHue
XNU3HMU

NMpu HepocTaTOYHOM nNUTAaHUM BO BpeMA OepeMeHHOCTUM Yy nnopa
pasBuBaetca “thrifty phenotype", apanTupyrowmn ero K He[ocTaTKy
NMUTaHUA. ATO COXPaAHAETCA U B AalibHEULIEeN XU3HWU, a NPU YIy4lleHUU
NUTaHUA NPoBoOLMpPYET pa3BUTHUE TaKUX 3aboneBaHUU, Kak anabet 11 Tuna.

B N'ambuu B3pocnblie, KOTOpPbIe ObISIN POXAEHbI B rosioAHbLIA Ce30H UMenu
B 11 pa3 GonbLlwyr BEPOATHOCTb (P <0.00009), YMepeTb npexaeBpeMeHHO OT
MH(EKUNOHHbLIX 60fe3Hen, YeM POXAeHHbIe B Ce30H ypoXxas.

Prentice A. M. Goldberg G. R. Energy adaptations in human pregnancy: limits and long-term
consequences American Journal of Clinical Nutrition, 2000 Vol. 71, No. 5, 1226S-1232s,



Kermack et al. BMC Women's Heglth 2014, 14130

httpy/www.biomedcentralcom/1472-6874/14/130 BMC

Women's Health

STUDY PROTOCOL Open Access

A randomised controlled trial of a
preconceptional dietary intervention in women
undergoing IVF treatment (PREPARE trial)

Alexandra J Kermack' ", Philip C Calder', Franchesca D HDUghtDFI.I‘ Keith M Godfrey'**
and Nicholas § Macklon'**

Abstract

Badkground: In vitro fertilisation (IVF) treatment provides an opportunity to study early developmental responses
to periconceptional dietary interventions. Retrospective studies have suggested links between preconception diet
and fertility, and more recently, a "Mediterranean” diet has been reported to increase pregnancy rates by up to
40%. In addition, a prospective study examining increased intake of omega-3 polyunsaturated fats demonstrated a
quickened rate of embryo development after IVF. However, up to now, few prospective randomised controlled trials
have investigated the impact of periconceptional dietary interventions on fertility outcomes

Methods and design: The study is a randomised controlled trial of a dietary intervention consisting of olive oil for
cooking, an olive oil based spread, and a daily supplement drink enriched with Vitamin D (10 microgram daily) and
marine omega-3 fatty acids (2 g daily) for 6 weeks preconception versus a control diet of sunflower seed oil for
cooking, a sunflower oil based spread, and a dally supplement drink without added Vitamin D or marine omega-3
fatty acids. Couples undergoing IVF will be randomised to either the intervention or contrel group (55 in each arm).
The primary endpoint is embryo developmental competency in vitro, measured by validated morphokinetic
markers. Secondary outcomes will include the effect of the dietary intervention on the nutritional content of the
intrauterine environment.

Discussion: This approach will enable rigorous examination of the impact of the dietary intervention on early
embryo development, together with the influence of the peri-implantation intra-uterine nutritional environment.

Trial registration: [SRCTN50956036

Dattilo et al. Reproductive Biology and Endocrinology 2014, 12:71
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The importance of the one carbon cycle
nutritional support in human male fertility: a
preliminary clinical report

Maurizio Dattilo™, Dominique Cornet?, Edouard Amar®, Marc Cohen? and Yves Menezo®

Abstract

Background: Sperm chromatin structure is often impaired; mainly due to oxidative damage. Antioxidant
treatments do not consistently produce fertility improvements and, when given at high doses, they might block
essential oxidative processes such as chromatin compaction. This study was intended to assess the effect on male
sub-fertility of a pure one carbon cycle nutritional support without strong antioxidants.

Methods: Male partners of couples resistant to at least 2 assisted reproductive technology (ART) attempts, with no
evidence of organic causes of infertility and with either DNA fragmentation index (DFI) measured by Terminal
deoxynucleotidy! transferase dUTP Nick End Labeling (TUNEL) or nuclear decondensation index (SDI) measured by
aniline blue staining exceeding 20%, were invited to take part in a trial of a nutritional support in preparation
for a further ART attempt. The treatment consisted of a combination of B vitamins, zinc, a proprietary opuntia
fig extract and small amounts of N-acetyl-cysteine and Vitamin E (Condensyl™), all effectors of the one
carbon cycle.

Results: 84 patients were enrolled, they took 1 or 2 Condensy!™ tablets per day for 2 to 12 months. Positive
response rates were 64.3% for SDI, 71.4% for DFI and 47.6% for both SDI and DFI. Eighteen couples (21%)
experienced a spontaneous pregnancy before the planned ART cycle, all ended with a live birth. The remaining 66
couples underwent a new ART attempt (4 IUI; 18 IVF; 44 ICS) resulting in 22 further clinical pregnancies and 15 live
births. The dinical pregnancy rate (CPR) and the live birth rate (LBR) were 47.6% and 39.3% respectively. The full
responders, i.e. the 40 patients achieving an improvement of both SDI and DF, reported a CPR of 70% and a LBR of
57.5% (p < 0.001)

Conclusions: Nutritional support of the one carbon cycle without strong antioxidants improves both the SDI and

the DFlin ART resistant male partners and results in high pregnancy rates suggesting a positive effect on their
fertility potential.

Keywords: One carbon cycle, Methylation, Homocysteine, Sperm fertilizing ability, Oxidative damage
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