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(n) Number of deficiency; * P < 0.05 compared with the North; 1 Deficiency defined as serum folate < 6.8nmol/L(3ug/L) and red blood cell folate <318nmol/L(140ug/L)

BXED, PEBEAMRPRHERERS KT

*P<0.001 Compared with the North;  #P <0.05, ## P <0.01 Compared with the rural area Source: Ta ng Yi
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EHE, MTHFREZME(C677T)RES
FECRE10MBIREIALR, MTHFR C677TSMEMIN TS

Study area Number of
and group subjects Genotype (No.) T allele frequency (%)° TT genotype frequency (%)°
cC cT T Frequency 95% Cl Frequency 95% CI
Northern*¥
Shandong 1052 154 469 429 63.1 (60.965.1) 408 (37.8-42.9)
Henan 2661 441 1236 084 60.2 (58.9-61.5) 370 (35.1-38.8)
Tianjin 932 199 450 283 54.5 (53.1-55.6) 304 (28.7-32.0)
Shannxi 3000 670 1482 938 54.3 (52.2-56.8) 304 (27.4-33.4)
Southern
Jiangsu 477 156 227 04 43.5 (40.3-46.7) 197 (16.2-23.6)
Hubei 475 172 223 80 40.3 (37.2-43.5) 168 (13.6-20.5)
Sichuan 2108 882 936 290 36.0 (34.5-37.4) 138 (12.3-15.3)
Yunnan 124 53 52 19 36.3 (30.3-42.6) 153 (3.5-22.9)
Guangdong 470 241 190 39 28.5 (25.6-31.5) 83 (6.0-11.2)
Hainan 3016 1763 1061 192 24.0 (24.6-26.8) 6.4 (5.5-7.3)
Total 14405 4731 6326 3348 45.2 (44.6-45.8) 232 (22.6-23.9)

Abbreviation: MTHFR, methylenetetrahydrofolate reductase; CC, "wild-type" homozygosity; CT, heterozygosity; TT, mutant homozygosity; Cl, confidence interval,

“The 10 regions include 9 provinces (Shandong, Henan, Shannxi, Jiangsu, Hubei, Yunnan, Guangdong, and Hainan) and 1 municipality (Tianjin).

“The 677T allele frequencies were significantly different among the 10 populations [y = 216661, P<0.0001).

“The 677TT genotype frequencies were significantly different among the 10 populations (% =1242.20, P<0.0001).
*The 677T allele frequencies were significantly different from the southem populations (3* =655, P=0.0105).

#The 677TT genotype frequencies were significantly different from the southern populations (3*=6.59, P = 0.0103).

doi:10.1371/journal.pone 0057917 1001

Apted from Yang 2013
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ERE, MTHFRESMH(A1298C)R4ER

EHREIMBXAIAAS, MTHFR A1298TSEMEIS RIS

Study area Number of
and group subjects Genotype (No.) C allele frequency (%)* CC genotype frequency (9%)°
AA AC cC Frequency 95% Cl Frequency 95% CI
Northern*™
Shandong 1052 791 246 15 131 (11.7-14.6) 14 (0.8-2.3)
Henan 2661 1970 625 66 14.2 (13.3-15.2) 2.5 (1.9-3.1)
Shannxi 3090 2243 778 69 14.8 (13.9-15.7) 23 (1.7-2.8)
Southern
Jiangsu 477 325 134 18 17.8 (15.4-20.4) 37 (2.3-6.0)
Hubei 475 318 134 23 18.9 (16.5-21.6) 4.8 (3.1-7.2)
Sichuan 2108 1340 663 105 20.7 (19.5-22.0) 5.0 [4.1-5.9)
Yunnan 124 82 39 3 181 (13.6-23.5) 24 0.5-6.9)
Guangdong 470 262 181 27 25.0 (22.3-27.9) 5.7 (3.8-8.2)
Hainan 306 1669 1144 203 25.7 (24.6-26.8) 6.7 (5.9-7.7)
Total 13473 9000 3944 529 18.6 (18.1-19.0) 39 (3.6-4.3)

Abbreviation: MTHFR, methylenetetrahydrofolate reductase; AA, "wild-type" homozygosity; AC, heterozygosity; CC, mutant homozygosity; Cl, confidence interval.
*The 1298C allele frequencies were significantly different among the 9 populations (3=
“The 1298CC genotype frequencies were significantly different among the 9 populations (3= 13073, P<0.0001).
*The 1298C allele frequencies were significantly different from the southern populations (3*= 540, P=0.0201).

#The 1298 CC genotype frequencies were significantly different from the southern populations (y*=4.27, P=0.0389).

Ani10 1371 finiiral nane NS7017 10072

Apted from Yang 2013
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Quatrefolic® THCHBEIATHATBIA

RNECEBEBYHPRIRIAMER (Folate)iR 2 & RMER (Folic acid), I9FEET
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Quatrefolic®——(6S)-5- PEMS M, S B EEiEL,
FERE, B EERMES-RENSHE, HANBRRS.

Adapted from Patanwala 2014, Pietrzik 2010)
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Concentrations of the main folate forms and their percentage of total folate in maternal serum
and umbilical cord serum from neonates
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Adapted from Obeid 2013
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20094, Prinz-LangenhorfE AXBEKBEMTHFRZEM4(677C—T)HY
534714177 (6S)-5-FAEMSMHESFONES (Folic acid)Z5EIFSERIXILL.
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Total Plasma folate concentrations in TT genotype (MTHFR polymorphism) Total Plasma folate concentrations in CC genotype (wild-type)
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Quatrefolic® Control

Baseline (100 g of S-MTHF) (5 mg of Folic Acid)
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EEAEFIEFTRA: (6S)-5-FENSHE, SEFHEE,
AEERINEIEARR T, FERAS: 600ug/kg~6000ug/kg (LAMERT) .
20184A5H, HE- -85—RYEHEFEE (AXS: No.1071300010)
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Patent &Fl:

“Folates, compositions and uses thereof.” “Process for the diastereoisomeric resolution of
(U.S. Patent No. 7,947,662 - PCT/EP2008/052037) 5-methyltetrahydrofolic acid.”

‘R, HRE D FIRFR (PCT/EP2008/52034)

(ZEEEFIS: 7,947,662 - PCT/EP2008/052037 "5- RS HERAFAHIR SR TIIIE"

PR seOuotrel‘oh@

Quatrefolic® EtRANUM EFEIREGNOosis S.p.A. ARIEEER,
EEEE. K. BAF. NEXFENEEM.

AEUEF CERTIFICATIONS

> BEARFFREUNID, EUMtmEEN), UNIEN ISO 22000:2500
> IAIEP KOF-K Certificate

> BEUFH Halal Certificate
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8 69 Beor |

i EETHRTRAER2995
KILEERFFE2B=# (RiTEER)

. FHHIE 13564050024

e . e )

- GnOSIS H3%E t.lee@gnosis.lesaffre.com

¥ Lesaffre ™3 www.gnosisbylesaffre.com
www.quatrefolic.com
B=/A S Gnosis by Lesaffre




