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,=8)$,10(!.! 6&.%$6! $&)6+0%03/BE.! .+.%/$#)>&$601,! .==%H#&SD! .,,&,,! $6&! *.%5&! 0(! 5 #+3! .1 68.%$6!
$&)6+0%03/ $6&#7! &NE&)SSHO+! .+1! $6&! 78, 5RIL&,) T#?& D 68! .+.%/$H#). Y 70)&,,! #,1)0>=.7 $#*&-!
188> $H#) 1+1 187 +,=. 78+ 8.+ 1I#+*0%*&, I>5%$H#=0%&! $. R&GOVAR T #+,)0*&7& 1+, +1L"4178&=079!
#+)%51&!1)%0H+#).%61&((8) $H*&+&, 1. +11,.(&S/-)0,$,-BRAB) $#+&+&,,.+112513&$I#>= ) $-+11 &$6#).986&.3.%-!
(0)#.961.+11073.+#, $#0+ %1, 5& B&I=57=0,&#, I$0#+(0168.%$6!=006#)/1. + 111&)#, 2OR#+31$01=70>0$&!
HE((HHEAS-, 5,5 H#+.2%8&-1&V5HS.2%&! .+ DEBIGHS/168.%$6! /,$8>0!
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?) @06'$.)R6#*&'09,89)$ 08&#"§

L )BIL"AIS0=H)1&+$.#%,1.1=006#)/1. +11.17&,&.7)6IV58, $#0+OIP+168.%6$6). 7&-1.1=0%6#)/IV5&, $#O+1#, 1. 7&V/58&, $1$0!
7835%.$&! .| 7T&#>757 &>&+$! =0%#)/| +11#,] #>&1! $! ,&)57#+3! (#+.+)#+31 0(1 6&.%$6! $&)64EHPEH#E, O
78V58&,$-178%.$&11$01.1=.7$#)5%.7168.%$6!$&)6+0%03/-1$/=#).%%/!. 117&,,&1 . +I&N# $#+31)0+$70*&7,/1.705+11.
$&)6+0%03/0

P+ICM#$0&7%.+1-1$6&78&! . 7&!)5778ABFLMSMBHO+, |0+ > +1.$07/1#+,57.+)&!)0*&7.3&10(! (0%.$8! $&M8,0
6.7=1#4)7&. &I#+I$6&1+5>28710(1(0%.$8&!$&,$,16.,128&+10?, & TARMHS6!$681+5>28 7 (06, $E& 75>1$&,$,!

071&7&1! #+)7&. #+31 (70> aGJ-aYXISBY-G\Z! .+1! $6&! +5>7&7! 0(D%.$&I&1! 2%001! )&BAHBE!SE. $,!

#+)7&. #+31(70>8H-YIH$0! X\-ZZa! 2&SME&HIG\! .+1 11J1J- |M#S6!+01)0778,=0+1#+31)6.+3&!#+! >&1#).%!

+&)&, H#$/! I'HS%& B F#>#$.$#0+ 0(1)0%&7.3&! D&O30! $0! , =&)#(#)! #+1#) $#0+,E1)05%1! 2&! )0+ #1& 781! #(! $6¢
&((&)$H&+8&, - ==TO=TH#.$&+&,,.+118)0+0>H)I&((H)#&+)/'D' 4 EN THSETE(0%. $&I$&, SHF&I+0$!(5%(#%%6&1107!

HH O6#36$ 0(1 $6&! #+) 7&. #+3! 5SHYoH, $HO+ EGSRIQTR-1$64,1L"416.,1 28&+1=70=0,&1!$0! &*.%5.$&! $6&!

AN THS&TH.10(1). 77/#+3105$1(0%.$81$8,$,0

B2'0$)D) ) E36"$:),F)%02'6.)21-)%,.&.),F)F,028$)&$.&.)'1)=G'&H$:021-9)IIDK)&,)I1J1J )

Year
2016 | 2017 | 2018 | 2019 | 2020
Folate test, serum
Total number of tests | 510,589 635547 714,417 767,569 738,164

ordered

Sum reimbursed (CHF)| 6,721,285 8,387,991 9,441,249 10,138,331 9,634,587
by mandatory insurance

Folate testRBC

Total number of tests 57,827 75,405 88,296 98,886 96,445
ordered

Sum reimbursed (CHF)| 1,219706 1,590,306 1,863,050 2,087,323 2,024,705

by mandatory insurance

Abbreviations

CHF= Swiss frandRBC= red blood cell
Source

TarifpoolSASIS AG
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B) C#9'$,6)5,$D3-0%89)

WS &+ +1+-)

10%.$&14,1$6&1+.$57.961(07>10(*H$. SH+I[X-1. +1&, &+$#.%- BDSBHP Y68 IS >H+T &V SHT SBRIFBEE&, #,10(!
+5)%&#)! J#1300,$! (0%.584 =78 &+F4+#$, 1 #+.)$#*&! (07>PERB6/%$8$7.6/170(0%. SBATRE/%6! "L: Eltt+!
2960011, & 75D $&BASETHEBE)& Y%, 28 $6/%1"L:118&>&$6/%.$&, 1$BL$7.6/170(0BEIDL:  EIM6#)6H3$6&!
24#0%03#). %%/ .)$#* &IWTEO%. B&+*0%*& 1 148%. SR E=8+1&+$I&+d/>.$#)178.)$#0D]"6&, &17&.)$#0+,.7&
#>=07$.+$!(07!,/+$68&# #+31+#$703&+05,17., &, ¥EIP6&H)|. JH#1, 41! .%,0(07!$6&1>.$57.$#0(A[B , Q!

<HS.SHH[GII#,1.1)0()$07 17&VEH#T&1! (BTI1E>8$6/%.$HOB(1a2>E$6/%!"L:4 OP+1$6&).2,&+)&O(I<HS. >H-+]

[Gl - (0% & 78> 4+, #+1 #$, | #+ )SHQT>CH 4,1 .1 78&,5% )&%6V4HE HO+ # #>= #T&1L +1 | SONH)! >&$.20%6#$&,,!
))5>5%.$8& @'65, -1.11&(H)H&+)/10(18H#$6&71(0%.$&! 07 *#$.>#+[GI| MH%%!#>= #7!$6&! =7 OLHGHD 61!

H>= HT>8+$I00WA! [+$6& #, | =78*&+$,1)8%%! L#*# HO+! #P0$B8S. 770M-! %&. 1#+3! SB&! =7015)$#0+10(!
%.738[B , | D>&390?%.,$#) .&>#.E O <#$.>#+1[GI L&(H)H&+)/1.%,01 7&,5%$, 1 #+! &%6&* $&1! >&$6/%>.9%60+#)!
VH11%8*89%, . +11+&570%03#).%! #3+,1$6.$!. 781+0$!, &&+IMH#$6!(0%. $&I L&(H)#E&+)/O:07I$6#,17&.,0+-144$ >#+1[GI
$.85,1#,1 0($&+! )6&)R&L! 2&(07&! .1>#+# $&TH#+3! (0%#)! JH#1! 5==%&>&+$.$#0+! 15&! $0! H8A/48Y6.$&!
1&HHE&H).+.8&>#.F)

LO>0)/,$8#+8&-1.+1.>#+01JHLIM6H)6!, &7*&, 1., | +H+$&T>&1#. $&IH+I>ESOHO+#+&!>8S. 20068 &V5#7 & UB6!
(0% .98+ LIS >H+I[GI! (071H$H8S.20%#, O14,1,5)6-11 &(H)H&+)HE, 1+ 8#$687!(0%.$&IGTNG 6,07 &,5%S!
HHIH)7&.,&11%8*8%,10(160>0)/,$8DBI=&760>0)/, $&#+&>#.B)

" 0+&1(/2!+,! ,+-)/ !

:0%.$&H, 1(05+11+.$57.%606/ 14+ INTEERS/10((00 11#+) %5 1 #H36&. (/137 &&+1*838$.2%8&, | +11.+#>.%I=7015)$,!
#+)%51#+31&33,-1,&.(001!.+11)6&&, &I60M&*&T==TON#>.$&%aJ]!I0(! $6&!(0%.B&S57.96%/1=78&,&+$!#+!(001!
H#,12H0.% #%.2%BDVo#) 11 #,1 $6&) ,[+$6&$#)! (07>10(1 (0%.$&! 5,& 11 #+! 5==%&>&+$,! +1!$6&! (07$H#(#).$#0+10(!
(001,G1!

CH&+I$681+8&11(07.1&V5.$&1(0%.$81%8&*&%, I=7THO71$0)0+)&=$H0+I$0I=7&*&+$H+&57.%6!1$57&1&(&)$,-1>. +/16&.Y
073.+#,.$#0+,1 78&)0>>&+11 MO>&+! 0(! 7&=7015)$#*&! .38 $.R&! (0%#)! )#1! 5==9%&>&+$,0! CO>&! )05+$7HE -!
#+)%51#+3) $68&! U+#$&1! C$.$&,! 0(! 4>&7#).! DUCAE-! B.+.11145 $7.%#.-! 6.%&! >.+1.$07/! (0%#)! .)#1!
(O7$H#(#).$#0+ 0(!,$.=%&! (001,0!14)70,,1'570=&.+!)05+$7#&,-1 *0%5+$.7/! +11>.+1.$07/! (O7SH#(#) . $HO+ =0%H)#&.,!

* 7/0 IP+HICMH#SA&7%.+1-1.==70N#>.$&%/11JJ1(0011=7015)$,!. 7&1 &+ 7#)6& LIM#S$6! (0%#)!.)#112/1$6&! (001 1#+15,$7/
0+1.150%5+$.7/12. #,125$1$6& 7 &, 1+01>.+1.$07/ (07 $H(#). $#0+10(1(001,0
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"3l 4.8&2/21+,1, +)I5/*(*/'(6 !

415%8$,!+88&1E=T0N#>.$&%/121J1>)310(1 (0%.$8&! =&7! 1./!$0! 7&=%&+#,6! 1 .#%6/ OSBRI (#)#8+)/1 $.R+3!
==TON#>.$&%Y! $0! G\| ME&R, ! $0! 28)0>&! &*#18+$Q007! 1#&HM#+3! $0! =0*& 78, .| R+OM+).5,&!0(!
+5STHSHOL Q) HEH)D 1:0% . S&IL&H)HE&H)/I15&ISBIT &. &1 1H+$5.R&IH,1.%,010?, & 7*& 1 H+10%1438+1=&0=%4&!
M60!6.*&!5+1&730+&! 2. 7#.$7#)! 573& N1 .%)060%#, %0 . +11#+1=&0=06&! 0+! (.1! 1#&H $6&7!).5,&,!0(!
(0%.$&) L&(H)HEH)F12&1)%. , H#(H&LI#+SRY). $&I0THE, SIH#+)7&., &1 T&VSHT &>HS= #7&11.2,07=$#0+ 1!
38+&$H)0%.$&H,071& 70D

(O*+%",%-8&+%./0+%1%) 2%

P+)78.,&17&V5H#T8&>8+$,1(07!(0HBE. 1#+31$011&(#)HEYWH0))57 115&I$0=7&3+.+)/! .+11%.)$.$#0+.+1 !
1#,8.,&, 1,5)6!. 16, &>00/$#)! .+.&>#.-1 %E&ER.&># +1! .337&, #*&1%/>=60>., | DM#+3!$0! #+)7&. &1!
)&%6%5%.7! $57 B QU 0%6#. $#+&) 187> $H#4#,6.8>01#.%/ #,1).5,&! (0%.$&! 1&(#)#&+)/! $670536! #+) 7&K
%0,,6" !

(13"0+%-&"#,4+3204)&
: 0%.$&IL&(H)H&AWN(5+)SHO+HI0(H>= #7811.2,07=$#0+1# 1., 0)#.$&1IMHS6S

¥ C0%,+,0.6 1#+$&7(&7&,! M#$6! (0%.$&!.?,07=$#0+! .+1!5=$.R&-!.))&%&7.$&,! (0%.$&! ?7&.R10M+! .+1!
#+)7&.,&,'#5,BN)7&$#0+! ?/1 $6&! R#1+&I Q@R 0=%&!M60!.7&! 6& . *#%/!.%)060%! 1&=& > URIHD!
6.*&!.! =007!1#8F&,5%#+31#+1#+.1&V5.$&!+5$7#&+$1#+$.R&O!

¥ *$-'%20)%,1-'&"\ 1. 1$6.3.((&)SH57#&+S!.?,07=$HB}%5IF 0=#).%!,=75&-!)0&%0#.)!I1#,&.,&-1,607$!
?20M&%!,/+170>&!.+1#(%.>>.$07/1?20M&%! 1#,&., &0

¥ L:$.%:'7&',1)6%-'%2&"\1. !15)6!., !>&$60$7&N.$&1753!5,&11$0!$7&.$!.17.+3&!0(! 1#,071&7,!
#+)%51#+3176&5>.$0#1!. 786 7#S#,-1=,07#. #,-1. ;$62(%.>>.$07V1?20M&%! 1#,&.,&! . +11).+)& . 7&!
(0%.$&! .+$.30+4,DU4+$#)0+*5%,.+$! ,5)6! ., =6&+/$0#+45,&1! #+! $6&! $7&.$>&+$! O(! &=#U&=,/
1&)7&.,&!,&75>1.,\M&%%!.,1%#*& 7 (0% BELIH( !

596)%20*84$" 2%RA+-%+, )

BO+3&+#$40%.$&!1#,0718%%&. 1!301(0%. $&I1 &(#)#&+)/1$6 TRBICEFBE1 & (&) $#+82,07=$#0+1. + 11$7 .+ =079
0(/(0%.$&.1$670536!) SPBHE1 & (&) SHESHYoH, . $HO+I0(1(0%.$&!15&I$018 2 BHEHE+HE, W &T&1#S.7/1(0%.$&!
>.06.2,07=#0+) .| (0%.$8&! 1&H)H#&+I#,071&MHS6! #>= #T&LI #+$&,$#+.%! (0%.$8&! .2,07=$#0+! +1! #>= #7&1!
(0%.$&!$7.+,=07$WH+$0IS6&1)&+$7.961+& 7405, CHBHTH+)%65181>.) 70)/$#)1. + &>H#.-178)577&+$1H+(&)$#0+,-1
+11+&570%03#).%! 1&(HHS € )0+$7., 8 B&I &+d/>8&! >&$6/%E&+E&$E&ST.6/170(0%.$&! T&IAPIEA  B#,!
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PH+1#+8(1%.28%%&11(0%.$&!.+11&+103&+05,!(0%.$&, ! SOLBIH#BER!=70$&#+!.7&1+0M! 7&=07$&1!$0! ?&!$6&.!
>0,$!705$#+&%/!5,811>8$601,!$011&$&7>#+8!, &FAHA[B 1(0%.$&!#+!= $#&HDMH+31$0!$68#71%0M&7!)0, 3!
+116#36! $670536=5%03"" %4 P$! #,| 7&=07$RA.$! )0>=&SHSHEIOSEH#+! P#+1#+3! ., [#+31 ## &N=&+ #*&!
1#.3+0,$#)1$00%!.+11$6&!%.207.$07/1)0,$,.7&!,5?,$.+$#.%6%/1&V5.%! (07! & 7A[8. 428 $601, I!

FH>#$.$H00(1$68!.5$0> $811(0%.$&1 2#+1#+31.,,./,16 %81 288+ T&=07$&ALYo. $#-+ AMER:F. 7#.2Y6R((H+HS
$6&1%.7#05,1(07>,10(1(0%.$&!#+!$6&!,&75>)B] 16.*&1(07!$6&!(0%.$&! P4+ 1#+31=7IHBAB+18+$1 0+ $6&!
o dD)O+IHSHO+, 168781 .78 +5>&705) 5$0>.$&1! =%.$(07>,! *#%.2%@T7IA[B | .+11,&75>! (0%.$&!
18$&T>#+ $HOU! 78)8&+$6/! =52%#,681! )0>=.7#,0+! 10L! 1#((&7&+$! #>>5+0.,,./, | (07! ,&75>! (0%.$&!
18$&T>H+.$HO+ (05+1 SBE&! )0+ #,$&+)/10(1 $6&! 7&,5%$0+3!$6&,&1.,,./,  M.,1+0$13001! .+1! >0,$!
>&$601I1#((&78&+)&, . >0+3I$68&..,,./,|1&N)&&1&1! $6&1.))8=$.2%&IV5.%#S/!, =8)HBHD®U<&T/| #3+#(#).+$!
1#((&78&+)&H+178,5%6.*&1.%,0128&+! 78&=07$&117&SMEB>>&7)#.%#>>5+0., /107! A[B 1(0%.$&1
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"6&! >&$601,! 5,&1! $0! .+.%/,&! ,&75>! .+1! A[B ! (0%.$&! #+! CM#$d&7%.+1! .7&E&PBH&1L#! $6&!
4+.%/,&+%#, B8O

3#1 CHLEN (B++>*21

C&75>L+1IA[B (0%.$&!$& % &IS6&I0+048. $178#>757,&112/1>.+1.$07/168.%$6H#+,57.+)&H+ICMHSA&7%. +1!
(07 B6&I=&)#(#)B*. %5581 0( (0%.5&! 1&(#)H&OPS! #,| +0$8& 1 $6&T5>-1 290011 07%.,>. |60>0)/,$&H#+&!

$&, BH#+811%#,$&110+1$6&14+.%/, &+, $&! D=0 #$HO+BBHOLTI" NI =0#+FHOIEQ%. >.16 0>0)/,$&#+&!
6.,17&&+! &*.%5.$&L,1.12#0>.7R&7 10(1(0%.$&! $.$5,+1 16.,17&&+10?,&7*& 11$0H&3. $#*&N77&%.$&IMH#$6!
&75>1(0%.$&1.+1A[B (0%.9&+!.+5>28&710(!, $51#&D ILOME*&7-HB05% 1128 1+0$8 1 I$E B, 1+0$L.! =&)H#(#)!
#+1H$0710(1(0%.$&!,$.$5,12&).5, &1 &(H)HE+)HE, WOBO&TI*#S$ >+ ABB. >H#+1[GI- I\ +117#20(%. “#4).+1.%,0!
).5,&! #$! $0! 2& 8I6&* $EH | :0%.$8&! BH1&Yott+&B2%#, 68 BY! $6&! [THS#,6! BO>>HES&E! (07! C$.+1.71,! #+!
L.&>.$0%03/17&)0>>&+1!$6.$!=0%%.,>.160>0)/,$&#+&! ,605%10+%/! 28! >&.,57&11$0!)0+(#7>! ,5,=8&)$&1!
(0%.$&! L&(H)H&+) #+] =&)#.%! J#7)5> $.RP$! #,1 +0$! R+OM+! MEESBET0)/, $8H+&! $&,$,! .7&! 2&#+3!
071&7&112/110)$07,!#+ CMHSA& 7TYOHEB&! &*.%5.$#0+10(1 = $#&+$,| MHS6! 5,=8)$&1! (0%.$&! 1&(#B&+)/O!
6$&T+.$H+&I $0IB&, TEFHIDY6. D& SO&I #+HSH SHOEDH) | )H1F==068>&+$.$HOXI&L! 0+$6&!=.SH&+$,17#,R!
()$07,1.+11 )%#+#).9%!,/>=$0>, 0!

3#3  DIMAE&I2IA)  12).)&2!

P+ICM#3$d&7%,&75>!.+1! A[B (0% .9&&,$#+31#,17&#>757,&115+1&7!>.+1.$507/16&.%$6!#+,57.+)&!$670536!
$6&! 4+.%/,&+%H BB 7> .+E-| F#,$&! 1&,! 4+.%/,&,! D:7&+)6E! 07!'%&+)0! 1&%%&! 4+.%#,#! IPSYIGEAE)!
"6&7&!.7&!+017&,57#)$#0+,10+!1&#$6&7N$&,$O!

B2'0$) ) ) B$.&.)2(2'02"0$)F,)&+$)$(2032&,1),F)F,0283$)-$F'%'$1%M)'1)=G'&H$:021-):C120M.$10).&$>

Designation Limitations Position number Tax point
Folate, blood None 132900 11.8
Folategerythrocytes None 133000 18.9

Notes

Analysenlistedition: 1gtugust 2022

Source

Bundesamt fYr Gesundheit BA&12022
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F) G##, -$<)A%#*& 08*I®0>%6,8 08B&H-(#88& 08)KO+> - &0-1) : %&SO+)@IK:N

P+1$6#,! ,&)$#0+-1$6&! 7&,&.7)6! V5&,$#0+,-! .,,0)#.$&1! QPB™ ) 7#$& 7#.-! &%o#3#?%&! ,$51/1 1&,#3+,! +11 7&%&*.+$
%.+35.3&,!.7&! 1&(#+&10!"6&! =70=0,& 1! V5&,$#0+,!.117&, #+3! &.)6!)0>=0+&+$! 0(! $6&! '4' ) T#S&TH#.! . 7&!
1&,)7#?8&1!,&=.7.$&%/0

THS  F,J0N12214&)(+ARG!  =*1/(),1+A B/2) B+HB/.-)B H&)(+AI5( !

107! $6&! &*.%5.$4#0+! O(! )%o#+BPHD>&,-! 1#78&)$! (7T0BE&, FE6&.%EB5$)0>&,! &*#18&+)&! M, | ,0536$!
=7&(&T&+SHIYIHS! 1#78)$%/! . 117&,,&,1$6&! =0%#)/! VS EBEOTFE, &+$& 11 P/7 7T0MB!#+B09/+%&ED! 9#78)$!
(705258, BE6&.%ED5$)0>8, ! &*#18&+)&! 7&(&7,! $0! &*#18&+)&! (70>! $51#&,! $6.$! >&.,57&! $6&! #>=.)$! 0(!
)0+15)$#+3!.1$&,$! 0+1.168.%$6! 058)0>RO6H,| #+)%51&, |, $51#&, | #+] M6#)6! $68&! $7&.$>&+$! 1&)#,#0+,! . 7&!
1#78)$%/1%#+R&11$01.1$&., PB&. GEBGI05$)0>&.,|. 78I LH#((&7&+$H#.$&117.,&110+1$8,$178,5%8$,1.+1!,52,&V/5&+$!
$78.$>&+$I1&)# #0,OVOI1#78)F0>2&, TIB&. 20 FH5$)0>&, & H#1&+)&IM., H1&+SH(H&R)&,, #$.$#+3IH6&
5,&10(1.1%#+R&1I&*#18+)&).==70 JB7&=7&,&+$&11?/1.770M,19!$0!:1865/+96&E!

(o)
(B (D’ (e (FD
Decision - Treatment /
Testing makin: ; management
Test Test results 9 C:Ia::%ealm Health
Population information decislions outcomes
(A

Adverse
events of test

N'53:$)D)  8(2032&',1)F:26$G,:0)F,))-251,.8'%)&$.&. )

Adverse
events of
_treatment

Source
Medical Services Advisory Conibnittee

THY  FJO%I2214&)(FA2G! | *I/BY*E (. 1+.(B !

41%#+R&1I&#1&+)&!.==70)B! 15+187$.R&+I$018* %5 $&I$6&H#>=.)$I0((0%.$&!$&, $#+310+!=.$#&+$105$)0>&,0!
P+1L106#+R&1I&#1&+)&!.==70.)6-1$6&I&*#18+)&13&+&TISRHAL)$! (7 (B &, TP Yo $BH5$)0>&, 18 #1&+)&!
#,1770R&H 1OM+1#+$0!,$.38.,-18.)6178&=7& &+$#+3111#((&7&+$!)0>=0+&+ SOFEBERA(70>! $&, $I$6. %$6!
05$)0>&0
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"B&I(HT B!, BE&=IH+IS6&I%H+RELI& H1&+)&!.==70.)6l#, IS01H+*& SHOBRIBEE 7(07>.+)&I0(1$68!1$&, $IBBY6&

: EOI'. 7%/1=6.,&),$51#&,1&,$.7%¢#,64#+31$6&1.+.%/$#). % !* Y%o# 1#$/10(1$6.& FERS AMBED o1 . 24 Yot BIBIREDE!
#+)%518&10!C5?,&V5&+$%/-1$6&1#>=.)$10(1$6&!$8, $105$)0>&, 10+!= $#&+$!> + BESEF 5 $&1IDHS%&

; EOI"6&I(#+.%!, $8=1+I$6&106#+R&1I& H#18+) &I MuTIR0BE++8, $#3. $&IS6&H#>= ) $10(1. +/1=0$&+$#.%6!)6.+38&, !
#H1> + 38>8+$10+1=. $#8+$105$)0>&, IDHSI&ED

B2'0$)P) Q$.$2:%+)R3%$.&',1)21-).83-M).$0$%&,1)%:'&S$:'2)F,)0'10$-)$(-$1%$S)'251,.&'%6)2%%3: 2%}
JF)F,02&$)8%$.8'15

Research In the asymptomatic gempenalilatioar in those with suspected folate deficiency due tc
guestion presence of symptoms, underlying medical disorders, or external factors, what is tl
accuracy of folate testing?
Population* 1! Asymptomatic general population
21 Patients with suspected folate deficiency due to the presence of symptoms, un
medical disorders, or extéan#irs
Presentation 1! Symptoms of folate deficiency (see background section of protocol)
2! Increased requirement for folate (e.g. pregnancy)
3! Asymptomatic but with chronic disease linked to folate deficiency (see backgro
protocol)
Priortests Not applicable

Index test(s)

1! Diagnostic folate testsegum folate test)
2! Diagnostic folate testiad blood cell folate test)

Comparator No test

test(s)

Purpose To quantify folic acid levels, in order to diagnose a symasymatiznoatic folate deficie
(firsline diagnosis)

Outcome(s) Test accuracysensitivity, specificity, false positives, false negatives, invalid/uninterg
results, positive predictive value and negative predictive value (detection of subclir
Diagnostic yield

Reference There is no accepted reference test for folate deficiency. For the purposes of validi

standard accuracy results, any other test of folate (serum or red blood cell) or clinical monitc
symptoms may be uged. haematological or neurological symptoms)

Study design(s) 1! Systematic reviews and/or-ametlyses of diagnostic accuracy studies.
2! In the absence of systematic reviews for any of the index tests, primary diagno

studies will be considered.

3! In the absence of diagnostic accuracy studies, diagnostic yield studiesa will be

Language(s) English, French, German and Italian

Notes

* Data from each population will be presented separately unlesoreporéidrinor if the population is not well d2ditzeffom
each test will be reported separately. The evaluation will also consider and report results where tests @atycobiagiedtequent
yield studies evaluate the yield of diagnosed patients, as determined by an index test, without confirnudtibis dfidij@@sisuracy

by a reference standiérd.
|
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B2"0$)T) Q$.$2:%+) R3$.8',1) 21-) .&3-M) .$0$%&,1) %:'&$:'2) F,) 0'10$-) $(-$1%$S) '672%&,) ,F) F,02&3$)
8$.8'15),1)%0'1'%20)62125$6$18)

Research In the asymptomatic general population or in those with suspected folate deficienc

guestion presence of symptoms, underlying medical disorders or external factors, does fole
tofolic acidupplementation affect supplementation commencement, route and freq
compared to no testing?

Population* 1! Asymptomatic gen@gbulation

21 Patients with suspected folate deficiency due to the presence of symptoms, ur
medical disorders, or external factors

Intervention 1! Diagnostic folate testseguim folate test)

2! Diagnostic folate testiad blood cell folate test)
Comparator Nofolate testing
Outcome(s) % change in patients treated with supplementation

% change in patients with a condition other than folate deficiency treated with unn
supplementation

% change in the dosage, route or frequency of supplementation

Study design(s) 1! Systematic reviews and/or-ametlyses of RCTs or single arm trials

2! In the absencesyktematic reviews and/or-ametlyses of RCTs or single arm trials
RCTswill be considered

3! In the absence of RCirgle arm trials (i.e. diagnostic {aeidaéer studies, historica
control studies)ll be considered

Language(s) English, French, German and Italian
Abbreviations
RCT= randomised controlled trial.
Notes

* Data from each population will be presented separately unlesreporéidrinor if the population is not well d2ditzeffom
each test will be reported separately. The evaluation will also consider and report results where tests aa#lyconducted sequent

)
B2'0$)U) Q$.$2:%+)R3$.&',1)21-) .&3-M).$0$%&',1)%:'&$:'2)F,:)0'10%$-)$(-$1%$S)'672%&) ,F)%0'1'%620)
62125$6$18)-$%".1.),1)+$208&+),3&%,6$. )

Research 1! Do changes in management have an impact on patients with folate deficiency (
guestion(s) positives)?
2! Do changes in management have an impact on patients suspected of folate de
are incorrectly diagnosed (i.e. false positive and false negatives)?
Population* 1! Asymptomatic general population

2! Patients with suspected folate deficiency due to the presence of symptoms, un
medical disorders, or external factors

Intervention Folic acidupplementation
Comparators No treatment
Outcomes 1! Adverse events associatedalithacidupplementation in patients with folate deficit

(e.g. interactions with other medications,/robsgitargin B12 deficiency)

2] Adverse events associatedalittacidupplementation in patients with adequate fo
levels (e.g. interactions with other medications, masking of vitamin B12 deficier

3! Resolution of symptoms associated with folate deficiency (anaemia, megalobla
leukopenia, thrombocytopenia and hyperhomocysteinemia)

4! Quality of life (imprgowedintainedr reduced

5! Time to administration of appropriate method of supplementation
6! % change mumber gfatients taking prescribed supplements
Disease natural history
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Natural progression of condition when untreated (morbidity)

Study design(s) 1! Systematic reviews anataanalyses of RCTs or-radomised studies.
2! In the absence of systematic reviews andéoratysts, RCTs will be considered.
3! In the absence of RCTs;randomised studies will be considered.

Language(s) English, French, German and Italian
Abbreviations
RCT= randomised controlled trial.
Notes

*Data from each population will be presented separately unless reported in combination or if the populdticDutcnatesell define
will be reported at longest fopovdditionally, the list of symptoms associated with folate deficiency reported here is not exhaustiv
outcomes reported in the included literature will be considered, with prioritisatigrehyifanelededl e

7#3  0.)BH+&)(+A2 |

B2'0$)K) Q$.$2:%+)R3$.&',1)21-).&3-M).$0$%&',1)%:'&$:'2)F,))&+$)2F$&M),F)F,02&:$)8%$.8)15

Research In the asymptomatic general population or in those with suspected folate deficiency

question(s) presence of symptoms, underlying medical disorders, or extéroal faftdsdic acid
supplementation informeaediinggompared folic acidupplementationtinformed by
testing

Population* 1! Asymptomatic general population

21 Patients with suspected folate deficiency due to the presence of symptoms, un
medical disorders, or external factors

Intervention Folic acidupplementation informed by a folate test
Comparators Folic acidupplementation not informed by a folate test
Outcomes 1! Adverse events associated with folate testgnefenctire

2! Adverse events associatedalittacidupplementatio
3! Adverse events associated with untreated folate deficiency

Study design(s) 1! Systematic reviews and/or-ametlyses of RCTs or-ramdomised studies
2! In the absence of systematic reviews andératysts, RCTs wiltbasidered
3! In the absence of RCTs;randomised studies will be considered

Language(s) English, French, German and Italian
Abbreviations
RCT= randomised controlled trial.
Notes

*Data from each population will be presented separately unless reported in combination or if the populdticdDutcnatesell define
will be reported at longest fopovkdditionally, the list of symptoms associated with folate deficiency reported here is not exhaustiv
outcomes reported in the included literature will be considered, with prioritisatigrehyifanelededl e

THT  F(H+AY(+&)(FA2 |

"0+0>#)! 05$)0>&,! 7&%.$&! $0! $6&!)0,$! .+11)0,$&((&)$#*&+&,,! 071)0,B$#%#$/! 0(! $6&! >&1#).%! &7*#)&-!
5%$#>.$8%6/1 78(%&)$#+3! $6&!*. %581 (07! >0+&/10((&7&1! 2/ $6&! ,&7*#)&O! "6&, SNOBBEEHEA+&1!$0! 28!
&*.9%5 $&112/1)0+ #1&T#+3I&N#,$#+31=52%#,6& 11%6#$&7.$57 &IMB&T&!.* #%. 2% &- 7 BETHBLRB 0>H)!

&* %5 . $H0+IMBE&H&N#, $H#+3196HSRIT SFDR!. * #96. 2B #$%&=005&1$0I$6&). 7, &+)&I0(!) Yot +#). %61 & #1&+)&!
0+ $6&B((&)$#*&+&,,1 0(! (0%.$&! $& $#+3! 0+! 68.%$6! 05$)03ED* %& 28&)0+0>#)! &*.%5.$#04. | +0$!

=0, #2%@41?7513&$.7/#>=)$L.,,&,,>&+$ M., 1)0+15)$&10 !
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B2'0$)) Q$.$2:%+)R3$.&',1)21-).&3-M).$0$%&",1)%:'&$:'2)F,)$%,1,6'%),3&%,6$. )

Research 1! What is the annual budgetary impact of folate testhgegodnt supplementation?

question(s)

Population 1! Asymptomatic general population
2! Patients with suspected folate deficiency due to the presence of symptoms, un

medical disorders, or external factors

Intervention 1! Diagnostic folate testsegurfolate test)
2! Diagnostic folate testiad blood cell folate test)

Comparator No testing

Outcomes Direct medical costs (CHF): pharmaceutical costs; laboratory costs; outpatient and
medical care costs.
Qualityadjusted life years (eadculated using-$&, EGbD or equivalent metric)
Incremental cesffectiveness ratio or incremental cost utility ratio (i.e. cosagiestpalit
life year)

Study Costeffectiveness/castlity analyses

design(s) Budgetary impactalyses

Language(s) English, French, German and Italian

Abbreviations

CHF= Swiss frandsQ5D= EuroQol figtmensions questionn&F86= Short Form 36.
THd  Cul+1%)/[221+&)(+A/2 !

"B&I(#+.90110> #+1H+IS6&!'A) THS& TH#.11&.%,IM#SE!$6&!.==70=T#.$&+&,,!0(1$6&#+$& 7*&+$#0+O!P,,5&,!78&%.$&1
&$6#).%-1%8&3.%-!,0)#.%!07!073.+#,.$#0+.%!>.$$&7,! 7&%.$#+3!$0! $6&! 5,&! O(! (ML BRABE, BHBIB& 11 #+]
$6#,110> #+-14+0$#+31$6081%0H#,,5&,1 1#7&)$%/!17 &% &*.+$!$0!$6 &!=0%#)/ I BB FEOHE ) 7#? &IV #$ Y & D!

B2'0$WY Q$.$2:%+)R3$.&',1)21-).&3-M).$0$%&,1)%:'&$:'2)F,)277:,7:'2&$1$..),38%,65. )

Research Are there ethical, legal, social or organisational issues associated withridlate testin

question subsequent supplementation

Population Patients eligible for folate testing

Intervention Supplementation following folate testing

Comparator Supplementation with no testing

Outcomes* Ethical balance of benefits and harms (e.g. are there hidden or unintended conseq
conducting the test), autonomy (e.g. is the value of testing augmented by its impac
autonomy of patients), equity (e.g. does the implementation of testing have impact
access to care across the population).
Legal can the limitation of this technology to certain populations pose ethical challe
have not been considered in existing legislations and regulations.
Social patienpreferences and expectations about folatectestynger preferences and
expectations about folate testing.
Organisationalstructure of the health system (e.g. are there starftiaudedtto define
folate deficiency), progetated costs (e.g. how would services be reoriented in the a
folate testing and what costs would these incur), culture (e.te hesting) fataepted in
practice).

Stut_jy Systematieviews, narrative reviews, randomised controlled trials, observational stt

design(s) sectional studies (i.e. surveys), government reports.

Language(s) English, French, German and Italian

Notes

* These outcomes have been defined in accordand&eUnigh-fid Core Modef3.0.
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N) C#&<090603.0,1#8&.),89) #11#$& (#8#)0%&S0+#4

<#$  1%)/1)&1/12/.1(B12)1.)/>6 !

"HHS %&'&(&))S&+ S K/$)-0/1%) $

41,/,$&>.$#)!,&.7)6!0(! $6&! ,)#&+SH#(#)! =& EI&*HEME 1! Y%o#$&T7.$57&!.117&,,#+3!$6&! 7&,&.7)6! V5&,$#0+,!M. !
=&7(07>&1#KN.$.7.,&,'DQ5?;&1-1'>?.,&-1B0)67.+&!IF#?7.7/E  10+IN@5%/.+11GA535,$!1J11 O!WO!1.$&!
7&,$7#)$#0+,IM&7&!.==%8&18.7)6! $7.$&3#&,!5,&1].7&!=7&,&+P& 1 #H#$U & ?&0""#$% & : & 33%)-0A&

@ED

C&.7)6&,! M&T7&.9%,0!)0+15)$&1! #+! BY%#+#) #46030*! .+1! $6&! 'U! BY%#+#).%! "7#.%,! A&3#,$7/! $0! #1&+$#(/!
0+30#+3!)%#+#).%!$7#.%,178&%.$&1!$0!$6&!7&,&.7) 6INSE H&D:+ @ 33%)-0A D!

C7&"%#H$P&T7.$57&!,&.7)681&7&0+15)$&110+!L"41.3&+)/IM&? #$&,!.+1! #$&7+.$#0+.%!L"81$.?.,.& ,!&

I"#$%&IH B @33%)-0A& B 5,#+3! )0>?#+.$#0+,! 0(! $6&! R&/MO71,! m(0%.$&F-! m(0%#)! )#1f-1 m(0%.)#+f-! m(0%
L&(H)H&H)/F-IM(0%H) L. H LI 1 &(#)#&+) - #S SH+[XE-IM*#$. S+ [XIL&(H)H&+) /M +11M$S8&, SISO 1 &+$#(/\&N#, $#+3)
78=07%,10+1$6&!,.>&IB0=H)OIA&(&7&+)&I%#,$, 10(H#+)%5 1 & IVBHIS&. 7% & 1 IS0 L&+ $#(/1. L1#$HO+.%! 851#8&,0

I"#"2$ 3+140)5-+$&+,$*6140)5-+$1/5'§5&$

CH51#&MET7 & &%&)$&L! (07!#+)%5,#0+!.))071#+31$0!$6&! 7&,&.7)6! V5&,$#0+,-|QPB™ ) 7#$& 7#.-1 $51/11&,#3+,!
+1196.+35.3&,11&(#+&11#8%*204)80

0715681 %6#+#).96!1V5&, SHBHIHS, HOBI ENH, $#+31 /,$&>.$#) 7T&*#QMO(1>01&7.$&!$016436!V/5. %6#$/-1=& 71$6&!
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8., 1#+110> #+1ZID(%OM!.+LISH>HMBE! &, &11.,16#36  115&I$01.1(#%57&!$0!7&=07$!$6&!$0$.%!+5>?&710(!
8Y6H3H?%81(0%.$&!$8.,$,178) 8&H#*& 11157 #+3I$68I=& 7#O110(1$6&! $51/!.+ 1160M!> +/1= $#8&+$,IM&T&I&N)%51&1!(;
$6&!.+.9%/,#,01"6&! $51/.9%,0! (#%&11$0! 7&=07$!, 5((#)H#&+$! 1&$.#%.,1$0!., &, |$6&! . ==70=T#.$&+&,,| . F 11$#>#+3
0(I$6&IT&(&T&+)&!,$.+1.71ID)VoH+#).YI&N. >+ $HO+10(1=.$#8+$,EO!

"6&7&!1.7&! $70+31)0+)&7+,IMHS6!$68&!. ==V%H). 24%6#S$/10(1$6&!, $51/0'N=&7$!.1*#)&!, 533&.,$,1$6&!>&$601!5,&1!
(07!(0%.$&! %&*8%! 1&S&T>H+.$HO+ #+! $6&! $51/| DHO&O! (0%#)! )#11 7.14#0.,,./E! #,1 +0$! 7T8&=7&,&+$.$#*&1 0(1 >C
=7.)$#)&0! P$! #,! .%,0! +0$! )%&.7! M6&$6&7! $68YGH IR EI0=>&+$! >&$601! .+11 %&*&%! 1&$&7>#+&1! . 7&!
==70=7#.$&!.+11.==%#).2%&I$0!>0187+!=7.)$#)&OIP$!#,1+0$IR+OM+IMEE&S6& 7 $6&#+1#). $#0+,1(07!(0%.$&!$&
#+I$6#, $51/1.7&).==%#).2%&1$01)577&+$15,.3&-1. 1$6#,IM.,1+0$178&=07$&10!
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<'@'§ AN)04) $

9#.3+0,$#)1.))57.)1 1.$.IM&T&! * #9%.2%&! (70>1.1 #+3%&! $5IFOPS!#,1+0$!)%&. 7! #(1$B&M &>=%0/&1! !

0+823. $&HFOB+3L.! #+3%8&!, &$10(!, 8%6&)$H#0+!) THORFBUESHTHBE FO B+ 31>5%$H#=0%8!,&$,10(!, &I6&) $#0+!
)THSETHIRI#3+11581$8H.18V/5.$87&=07$#+30![#+IDGXYZE!78&=07$&1IA[B!(0%.$&!$& $#+316.11., &+ HSHHS/10(!
X\[1#+1=. $#8+$,IM#S6!R+OM+1071=707.2%8&! (0%.$8! 1 & (#HB=QIB(H)#S/ M. HGl#+!= $#&+$,M606.11.!

1&(#+#$&! 07! =70?.2%l/! [GI! 1&#H)#E&+)/! 253! +0! 7&.,0+! $0! ,5,=&)$! .| (0%.$&! 1&H)HE&D)TOF)%6H)!
6.8&>.$0%03/1?5$H+01(0%. $&I1 & (#)HELYIER, &178,5%$,!,605% 1128 H+$87=T7&S&1IMH$6!). 5$H0+O1N) Yott+#) %I&N=&
78=07$811$6.$1$6&!(0%H#)!.)#117.1#0.,,./'#,1+01%0+3&7!5,811D=&7,0+.%!)0>>&+$"6.8&>.$0%03#,$EO!"65,-1$6&!
78,5%8$,! (70> $6#,! $51/!.7&! 5+%H#RE&Y6/! $0! 28! 7T8=78&,8+$.$#*&1 0(1 $6&!.))57.)/| BE(GH6-$I8))57 74#+3! #+]
CM#$d&7%.+11$01./0!C&75>17&,5%$,!.7&!+0$!7&=07$&10!

74 *'J/5!/;*5/'(IG! 4B.">"™A>IAl") !

<"I'#$ 8'0,9$1.&/&1*/5)'51)$

WO!)0>=.7.$#*&! &H#18+)&! 0+1)6.+3&! #+! > +.3&>&+$! M., | #18+SHHIBOIS0S. V15 1HE, | #+*&, $H#3.$#+3!
>+.38&>&+$ 11&)#,#0+(0%%0M#+3!(0%.$&!$&, $#+3IM&T&IH#1 8ABFEHE TI&H 5>>. TH#, & 11#+ & HSUN L G&
@33%)-0A&MM%%!$6&), $51#&, IMET &IEHSEETY)., & &THE, H+!18 #3+-107!).,&1)0+$ 7 DIBORRAEIZRI6&* +$!
1.$.IM&7&I0+06/1&N$7.)$&11(70>1.1 #+39%&1.7>10(1$6&!, $5¢10

P+1$0$.%0(1$6&! $51#&,|M&T&!)0+15)$&11#+I$6&IUEES-10+&! $51/IM.,1)0+15)$&1I#+9&+>.7TRY) +1!
0+&I#+1P,7.89D14%%!$68!, $51#&., | 7&$70,=8) $#*&%6/1 T&*#EME117&,5%S$, ! (70>1.1)0+,&)5$H#*&!, & T#6E,10(1(0%.$&!I B!
)0+15)$&110%&71.1 =&)#(#&LI$#>&I =& TH#01IDZ!>0+$6,!$0! KI /&ABBOM#+3!$&., ! #+$&7=7&$ SHFEIHE. |
>&.,57&1!,&75>1(0%.$&5 #+3 .1$67&,60%1!0(! GBA+38>UKO20Y ! +>0% BI04+ 1#). $&! 1 & (H#)H&A)|&+49
4+1.11#$#0+.%! $51/15,&11.1 &75>1(0%.$&!$67&,60%1!10(!aO\I+HEROEBF38>EHO#-+ 1#). $&! 1&(#)HEBY (!
$68,&,$51#&;K>&., 57&1IA[BI(0%.$&M I5,&11.1$67&,60%110(\GHal+38DOKH!+>00%6BE 1IME#IERIES, & 1!
1$67&,60%110(Gaal+3BKaG!+>0% 8

"67&&10(1$6&! $51#&,!.%,0 1&(#H+&1! .| MP071&7%#+& 0714+ 5((H)#&+$f (0%.$&! $1$57. #3850 KOZ
aO&38>YHOHG10a! +>0%Bf1KOJKOX! +38HIQY YOY!+>0%EF07!K0J ZOH+38>9ROY XOG!+>00E8E50!
1&,)7T#?8&I$6#,1,$.$5,0!

<"1"2$ A5)?$-B$(58)

WO0!)6.+3& 2#2>.+.3&>&+3$!, $51#&,IM&T7 & #1 &+$H#(#&1-10+%/").,&!, & BRLH# &, 7 &=07$#+3160M!(0%.$&!$& , $#+3!
#+(07&1>.+.3&>&+$!1&)#,#0+, IM&7&I#+)%5116&,&!, $51#&,!.7&!)0+ #1&7 &1 $I#+6&7&+$%/16#36!7#,RI0(!
?#.,115&! $0! $6&!,$51/1 1&,#3+0!"6&! V5.%#$/! O(1 $6&! Y!).,&! & 7#&,! $51#&, I#47 #,&1! 5,#+31$6&! PL'!
T5.%#$/14==7 #,.%!B6&)RYHHBWD&ET -D33%)-0A&EOD!
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49%%! ,$51#&,1)%&.7%/! ,$.$&1! 0?e&)$#*&,-15,&1!)0+,&)5$#*&! 7&) 75#$>&+$! . +1!>&.,57&1! 7&%&*.+$! 05$)0>&,!
5,#+310?7e&)$#*&!>&$601,0!:57$6&7-1.%%!,$51#&,!1&,$.?%#,6 & 117 &% &*. HBB5&) 05K %0&. 7%/, $.$&1!1$6&!
&YoHIH?HYHS/ ) 1#$&T#.01 4% %!, $51#&,! 7&=07$&1! .==70=7#.$&!)0+)%5,#0+,! ,5==07$&1! ?/! $6&! 7&,5%%,0!:05
5,&11.1>5%$#)&+$7 &1 18 H#BNLH &%

"6&!>.e071%6H#>HS. SHOHO(1S6&I& H1&+)&!?.,&IM.,I1$6&!7&$70,=8)$#*&! $51/11& #3+15 &112/!. YIUGHIHR!, O
$6840%.$&!$&,$!7&, 5%BIE702. 2%/ F6OMI7#,RIO(1 74, | 3HBB#H, | +102e8)$#+&1>&., 57& DHOSIR)D71&.1!

* Y5&EP6&ITH,RIO(174.,1783.71#+31$6&1> +.38>8+$IL&)H# #O+!#, 15+)&7$.#+O1"64, 1#, IOM#+3I$0!$6&!, 526 &) SHH#$/!
AL 7H.2H%HSB. $1>./16.810))577&1LIMHSE = $#8+$!)6.7$5! 7&) 07 1483 &+ #11+0%D%00M7 &1 & (#+&1!
=70$0)0%0

4%%! ,$51#&,! 7&=07$&1!,0>&! 7&%&* . +$! 1&%$.#%,!0(! $6&! (0%.$&! $&,$-1#+)%51#+3!$6&! $/=&!0(! (0%.$&! >&.,57¢
DA[B!07!,&75>E!.+1!1$6&!$67&,60%1!5,&1!$0! 1 &PE&7>#+8&!. 11 & (#)#E&+$!7&,5%$-!7 &) &#*#+31.$!1%&.,$!.1=.7$#.%!,) 0’
(07!$6#,)) 7#$&7#0+0!"67&&!,$51#&,!.%,0! TREHE%, 10(1$6&!, =& )#(#)!$&,$!5,& 1 D#+)%51#+3!>.+5(.)857&7EO

&+"84

BO>=&$#+3! #+$87&,$,! .+1!,057)&,1 0(! (5+1#+3! M&T&! (5%%/! 18&)%.78&1! ?/! <#H+R&T! % 416 (7$#.%%!!
18)%.7&112/\CH3+ +11"6&#,8% 43 +11+0$!78&=07$&112/'@.((& DGXXGE-IA0?#+,0+1.+11;%.1&+0*#)!DIJIGE-!
F.$#(IDIJJZE!.+1![07!DIJIYES !

:0%%BE!I$#>&IM.,15+)%&.7!(07!.%%!,$51#&,0

#36$!) 7THSE THAH, $&112& BT &!)0+ #18&7&11+0$!.==%#). 2%&-115&!$0I$6 & WERME #3+!.+11$6&!$/=&!
0(105$)0>&!>&.,57&,178=07$&5

O#11= $HE+SI&+$ETISO&!, $51/1. 1. #>#%. 7I=0#+SIH+$68&! 1#,&.,&q

b&7&). 11HSHO+ Yo+ $&T*&+$HO0+,1)%6&. 7%/ 1&)) T#7&1q
b&7&I05$)0>&).,,&,,07,12%#+1&11$01$6& #+$&7*&+FH0+q

b&78I$6&!78&%8&* +$105$)0>&1>&. 578, 1> . 1&12&(07&!.+11.($&7IS6&IH#+$&T*E&A$H#0+q
b&7&IS6&!,$.5#,$#).%!$8,$,!5,&110!.,, &, 1$6&! 7&%&* . +$105$)0>&, ! ==70=7#.$&q
b&7&19%0,,&,1$0! (0% ZBNT &=07$&1q

OH#1!, $51/1=70#18&1&, $#>.$&,10(17.+10> 1% 7H#.2H%HS/1#+$6811.$.1.+.%/ #,10(178&%8&* +$105$)0>&.,q

b&7&!$681*&7,&!&*&+$,17&=07$&1q
<'1'7$ A%04)$$

WO! $51#&,! 7&=07$&1! )6.+3&! #+! > +.38&>&+$MN 1.$.! ME&T&! 0+%/! * #%6 (P& H . 3&>&+$! 1&)# #0+,!
(0%%%60M#+31.1(0%.$81$8.,$0

4%%)! $51#&,17&=07$#+31> +.38>&+SHMHES&! $&, $H#+3IM&7&I6#36%/!)0+ #,$8+$1#+! $51/1>8$6010%03/1.+1!
(H+ 14+ 37N
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"6&! 18&$&)$HO+! 7.$&,! 0(! (0%.$&! 1&(H)#E&+)/! M&T&! %O0M! .)70,,! .%%! ,$51#&-! 7.+3#+3ATOISL (!

= $H&+S,| H1&+SH(HEL! MHSE! (0%.$&! 1&(H)H&+)E.436&1.$& O(1 ,57,&V5&+$! >.+.3&>&+$! M#S6!
5==06&>&+$.$#0+! M.,1 2\0Z]! DI\Y8aHH! =.$#&+$,1 )70,,! .%%! $51#8&,-1 7.+3&! MO *%0&%  +%/1 F $#(!
DIJJZE! .+1! [07! DIJJYE! 7&=07$&1! ,5==%&>&+$.$#0+! 7.$&,! .20*&! aJ]-! M#$6! 7.$&,! 0 \I]! .+1! aZ]-!
78,=&)$H#*&I6IEN

(1$6&,8! ,$51#8&,-1 K! 7&=07$&1! 0%&7.%%! >.+.3&>&+$! 1&)# #0+,1 2., &1 0+! (0%.$&! $&,$#+30! <#+R&7! DIJGKE
).9%)5%.$&1IGOX]I0(1(0%.$81$&.$, 178, 5%S&LIH+1)Vott+#)#.+178&,=0+,&-IF. $#(IDIJIZE! 7&=07$&11JOX]10('=.$#8&+$, I
M&T7&1)%6#+#).%%/1,5,=8)$&110(1(0%.$E&! 1 & (H)HEIGNT BIER6E>EAS. $HO+-1 +1IAOPH+,0+1.+11;%. 1&+0*#)!
78=07$&1! $6&! 0*&7.%%! )%ott+#).%! 78&,=0+,&! $0! (0%.$&! $& $#+31 M EHIDHE,0+! +1! :%.1&+0*#)!
78=07$8110+%/1aK]!0(!(0%.$&!7&,5%%,|M&7 &1 7&)071&81!. +110+%/!1Z]M&7&! . $$7#25$&11$01.1=0, #6&!).5,80
CH>#%.7%/-1[07!DIJIYE!7&=07$&11$6.$10+%6/12\]|0(1%0M!(0%.$&17&,5%$,IM&7 &I 7&)071& 1 1#£F41$#8+$1)6.7$,0

A&,5%$,! (70>![07! DIJIYE!.7&! )0+ #1&7&1! $6&! >0,$! .==%#).2%&! $0! $6&! CM#,,! OHBENSSL/! M. !
)O+15)$&11#+198&+>.7TR-IM6#)6-! #>#%.7!$0! CM#SA&7%.+1-110&,1+0$! 6.*&! > + (OBGTY JH{O7$H#(#). $#0+O!
A&,5%$,(70>1$6#,!,$51/IM&T&)0+ #,$&+$IMHS6!$60,&!(70>10$68.7!, $51#&, - IMHS6!%0M!7.$&,10(1(0%. $&I L& (#)H#&:
18$8)$&1! DGOH]! 0(! $&.,$,! 7&V5&,$&1! /! 60,=#%$.%! 10)$07,! .+1! GOK]! 0(! $&,$,! 7&V5&,$&1! ?/! 3&+&7.%!
=7 )$HSHO+&T L +119%0M!7.$&,10(!, 5==HBHEHSH. $#0+IME&+ (0% .$&! 1&FH)H&+)/IM., #1&+$#(#8.1!DaZ]EO!

?H#2 *'J/5!/;*5/'(IG! A +I(B.>SMANSIAL !

95&I$0!$6&!.?,8+)&I0(1&*H#18&+)&I0+$6&!1#.3+0,$#)1.))57.)/10(/(0%. $&ISE, $#+31. +11)6.+ 3&IH+1> +.38>&+$-!
$6&I#>=)$10(/6.+38&IH+1> +.38&>&+SIM. 1 +0SI#++8, $#3.$81D

PHM 0.6+, +-)/2)F> |

WO!,$51#&,!M&T &I #1&+$#(#&11$6.$!#+*&,$#3.$&1!$6&!,.(&$/10(1(0%.$&! $& , $#+30!"6& ! $&, $#+31=70)&157 & #+*C
J*&+&=5+)$57&!(07!?%001!17.M-IM6#)6#,1.1)0>>0+!=70)&157 &-1$6 &7 & (07 &!#$!#,!+0$!I&N=&)$&1!$6.$!$6 & 7&!.7&!
, 52,$.+5#.%(&$/#,,5&,1#+*0%*& 1 1#+!$6 &!$&, $!1#H,&%(O!

2#N 10,)6!+,! +-*(L(*5 12&:-IA)). )+ !

<"C"#% 80,9$1.&/&1*/5)'51)$

U+187!120$6!$6& 1 #+$&T*&+$H0+1 +11)0>=.7.$07!>.+.38>&+$! $7.$&IHE, | 28:#+31#+*&, $#3.$&11(071$6#,1 7&=07$-!
= $#&+$,IM05%117&&N=0,& [0ROK) . ) H5==9%8>8&+$.SHOMBY. $&I L& (H)F&M.,|,5,=8&)$&1I071)0+(#7>&1!
($&7I$&, $#+30!"687&(07&-1$6&!,.(&$/10(!, 5==%8&>&+$.$#O0+IH#, | IR&/I#, 5&I$0!)0+ #1&70!

“+ &I5>?7 &% HEMIO(I>&B+.%/,&, M., #1&+SH(H&1IS6 8N >#+&11$6 &), 0)#.$#0+10(1(0%. $&!M#$6!6&.%$6!
05$)0>&,03 "6&! 7&*#&Mt00%&1! 7&,5%$,! (TGxZ! >&$. 2+.%/,&,'0(! AB",!.+1! GKK!>&$2+.%/,&,!0(!
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07,&7* $H#O+ YB51#&I=57%#, 6&AHI$6&): & 1%e#+&-1>?. &I07'B0)67. +&1%6#77.7/1.$.2.,&3=I$01L./MIGY O
"6&IV5.%64#$/10(1&.)61H#+)%518&8. 2+.%/ #,IM.,] .==7.#,&115 #+314;C"4A | O'6&! $51#&,IM&7&!3705=&1!
2 15+#V5816&.%$6!)0>&#11.174#,RI 7. SHIMHS61Xa]!)0+(#1&+)&I#+$& T %!IM. 1 38+&7 &N &.)60! A&, 5%$,!
(70>1>8% 2+.%/,&, 10(!AB" | +110?,&7* $#0+.%! $51#&,| M&T&! 7&=07$&1! &=.7 SRYB&7&! | 7#,R! 7.$#0!
M.,1,$.$#,$#).%9%/! #3+#(#).+$! D=! g! JOFARAH)$HO+ #+$8T4%! 2&SM&&+! ,$51/6&$&703&+&HBI., !
).9%)5%.$8016&! CA49' D7.1#+31 0(! A&)0>>8&+1.$#0+-1 4,,&,,>&+$-1 9&*8%0=>&+$! .+11 * %5 $H#O+E!
MO7R#+313705=1)%., #(#).$#0+IM. !5 &11$0!., &, I$6&IV5.%6#$/10([$6&H+310

<"C'% A5)?$-B$(58)

"6&I5>278&%%.17&*#&MI?/[OIDIJIIEIM. L. ==7 #,&115 #+3LI>01#(#&1 &7 #0+0(1$6&14:C 4AIIL, &, >&+S!

$O0IHOWO! *.%6#1.$&1! .==7.#,.%! $00%! M.,! #1&+$H(#EL! (07! .==7.##+3! 5>778&%%.! T&*H#&M,N 60ME*&7-! $¢
(7.>&MO7RI=70#18&112/\4;C"4ANIH, 1%.738%/!.==%4#). 2% &$01$6&., &1$/=&, 10(17&*H#&M!+1IM.,1)0+ #1&7&11.+!
==70=7#.$&!)60#)&!.,|$6&! >&$6010%03/! (07! $51/1#18+$H#(#). BIDRISHO+! .+ 11 &N$S7.)$H#0+! . 7&I$6&!,.>&!

L1 (071 $7.1H$HO+.%6! [ $&> . $H)! T&*H&MO! CH>#%.7%/-1 )0+ #18&7.$#0+! 0(! $6&! V5.%6#$/! .==7.#, %! $.$# ).
>&$601,1.+116&$&7038+EHS/. 7T&IH>=07$.+$1(0715>27&%6%. I 7&*HE&M, -1 % 2&HS 7&\V/5H# T #+31.11#((&7&+$!>8$6010!
(07'$6&,&!,=&)$,0

"B&I=TH>. T\ YoH>HS. SHO-BORI 78 H#&M-11.1 057)&I0(12#. - 1#,1$6.SIHSI&N) %5 USHE > $#)! 7&*#E&M, IM#S605$!

>&$. 2+.%/,& 1. +11$65,! $6&!(#+1#+3V1+0$!7&(%8)$I SERISHT &I&*#1&+)&!?.,&OIP+!.11#$80414+03!) %6k, 7
M6&$6&71$6&7&IM.,10*& THH(ESS1#E #6518 1 HFEHEM, I0+1$6&!,.>&105$)0>&,IM6#)6!M05%117&, 5%$!#+!
I>H#,%68&. 1#+3-10%8 7%/ =7 &)#,81&, $H#F 38R 7&+#E&MI5 &11CA49'1$0., &, ,1$6&!V/5.96#$/10(18*#18&+)&! (07!
&.)6105$)0>&MN60M&*&7-1$6#,1500%!M. ,11& #3+&11(071=7#>.7/) $51#&,-1+08$! / $&> .$#)! 7T&*H&M! &*#P&H) &O
#178=07$811$6.$!$6&7&#,)5778+$%/1+0135#1.+)&I0+!.==70=7# $&!5,&! +11#+$&7=7&$.$#0+10(1$6&!CA49'1$00Y
MB&+!., &, #+31$68&IV5. UoHS/10(1$6&I&*H1&+)&I?. &I0+! [ $&> $H#)IT&*HEM B6& T H>#S. $H#0+,10(1$6&I7& HEM!

2/ [0! DIJIIE! M&T7&! $6&! (#%578&!$0! &,$.2%#,6! $6.$! $6&! 7&*#&M! M., 35#1&11?/1 .1=70$0)0%! .+11.! (#%57&! $0!
=5206#,61 .+1! e5,$#(/! $6&! %#,$! 0(! &N)%51&1! $51#8&,0! "6&! #+)%51&1! /,$&>.$#)! T&*H&M.fI .,,&,,>&+$! O(!
=5206#).$#0+ 2#.,1 M., | +0$& 1 60MBEP: $6#,! M., +0$! 1#,)5,,&11 07! .+.%/,&1! (57$6&70! :5%%! 78,5%$,! 0(! $6&!
==7.4#,.%).781=78,&+$&1HHSWE -8D33%)-0A&D

<'C'B AY04) $

4+15>978%6%. 1 7&*#E&MIO(15RiB%/,&, 10+I$6&..,,0)#.$HO+28&SM&&+(0%.$&!. +116&.%$6105$)GHH). S8
$6.5(0%H)!.)HI5==068>8+$.$HO+#,13&+&7.%%/1)0+ #187&11$01 2€I+{BRI#,|0(>&S. 2+.%/,&, 118&>&1!
$012&10(16#36107!>01&7. K849 )%., #(#). $HOR/1$6&! 53607 |, 60ME1I$6.5(0%H)!.)H15==0%&>8&+$.$#0+!

M.,! ., 0)#.$&1! M#$6! 1&)7&.,&1! 7#,R,! O(S! &%&)$H*&! $&7>#+.$#0+! O(! =7&3+.+)0&SA( .+0>.%H8,-!
>&3.9602%.,$#)! . +&>#.-1 +&57.%! $52&! 1&(&)$,-1). 71#0*.)5%. 7! 1#,&..,&! D.>0+3! =80=0%&! MHSBING $#43
1#,8..,&,-1%H#* & TISONH)HS/ D#-+1= $#&+$,178) & *#+31>&$60$7&N. S&E-138,$.$#0+.9616/=& 7$8&+ #0+8=788)%.>= #
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=7&1&%#*&7/ ,&75>! (0%.$&-! 1&)7&.,&1!,)07&,! 0+! $6&! L.>#%$0+! 9&=7&, #0+! A.$#+3! C).%&! .+1! %&*&%,! O(!
=%.,>.160>0)/,$&#+&!D?0$6!.>0+3!=.$#8&+$,|M#$6!$/=&!11#.7&$&,!.+1!1$6&!3&+&7.%!=0=5%.$#0+E#+) 7&.,&1!
%&*&%,! O(! ?#7%$6! M&#36$-! 7&1! ?%001! )&%%! (0%.$&-! #1! (RTVESBLILOME&*&F! (0%#)! )AL
,5==%8&>&+$.$#0+! M.,! .,,0)#.$&1! M#$6#36&77.$&,! O(! =70,$.$&! ). +)&7iH+! = $#&+$,! MHSBERNH#, $#4+3
1#,&.,&, 'IDAAIGOIZ-1Xa]'BPIGOJZ-IGOZXE!.+1!)0%07&)$.%!. H&HPE&!3&+&7.%!=0=5%BABIGOKZ-Xa]!
BP!GOJ\-\GOHIEGR! #+)7&.,&1!7#,RI10(1)0%07&)$.%!.1&+0>.IM., 1#+!=.$#&+$,IM60!6.1! ?&&{[BAH#)! . )H1
,5==06&>&+$.$#0+! (0T& A $67&&! /&. 7! .+1 $6#) &*#1&+)&M.,!10(! ,&7#05,! 7#,R10(!1 ?#.,! .1 .,,&,,&11?/!

4;,C"4A  NL+1! *&7/'%0MIV5.%448/,&,,&1!?//cA49' @07!=70,$.$&!).+)&7-1$6&!7&,5%$'M.,! L 7#*&+!7?/!
7&,5%%$,!(70>1.1 #+3%&!,$51/-17&>0*.%!0(IM6#)6! 7 &,5%$& 124#BH##).+$! 7&,5%$,0! LOM&*&7-1#$!M., 1 +0$& 1!
$6.$!$6&!,$51/!M.,10(1%0M! 7#,RI0(1 ?#.,] .+ 11$6& 7 &!#,1+01 7.$#0+.%&! $0! e5,$#(/1 #$,! 7&>0*.%! (70> $O&.! . +.%/ #
"6&!.5$607,!6/=0$6&,#,&1!$6.5!$6&,&!#+)0+,#,$&+$! (#+1#+3,1(07!=70,5.$&!).+)&7!>./1$6 & 7&(07&! 7&=7&,&+$!
6&$&7038+8H#P/1#+1$6&!#+)%51&1!=0=5%.$#0+,!.+1! $5111& #3+O

Q00%&1!1.$./(70>10?,&7*.$#0+.%!,$51#&,!.%,0!,60M&1!.+!.,,0)#.$#0+!?&SME&+S

¥ =&T7#)0+)&=3$#0+.%! =7&3+.+PE=0%&>&+$.$#0+! . +1!)6#%1!.,.$6>.! . +1IM6&&A#+3! DAAIGOJa-! Xa]!
BP!GOJI-IGOUXE

¥ &.7%/N=78&3+.+)/(0%#)! ) #15==%8&>&+$.$#0+! . +)6#% M6&&A#+3! .| .+ #,0%.$&1>=$0>! DAA
GOJ-IAAIGOJI-IGEFH!

P$!,605%1!2&!+0$BA. $!0$6&7!>&.,57&,10(1$6&..,,0)#.$#0+ 2&SME&E+!> $&7{OUAH)! JHI5==068>8&+$.$#O0+!
AL (+$I78,=H#7.$07/1,/>=$0> 1. 19%6#,$& 1128960M- 1#11+0$! TR ABLIA, $.$#, $#). %! #3+#(#). H&

=7&3+.+)/1,5==%&>&+$.$#0+!.+11)6#%1!.,$6>.IDAAIGOI\-IXa]!BPIJIOXX-IGOGZE
=7&3+.4)',5==%&>&+3$.$#0+!.+1IM6&&A&!DAAIGOJa-!Xa]'BPIJOXa-IGOGaE

=7&3+.4)/ 1, 5==%&>&+$.$#0+! 0$6& 7! $6.+! &. 7%/ =7&3+.+)/! . +1I M6 &RAA! GOJJ-! Xa]! BPI JOX\-!
GOJKE

"6&,&!7&,5%39,!.7&! $6& 7 &(BAYR 7. #+-1?., &1 0+!1>&$. 2+.%/,&,10(! 0?,&7*.$#0+.%!1.$.-1.+11605%1!?&!
#+$&7=7&3$&1M#$6!).5$#0+0!

P,0%.$8&%#+3%&/).,&,'0(".+.=6/%.N#)15& $010%#)!. ) H5==068&>8+$. S#BH*&!?&&+1T8=07$&B( ¥ ILOM&*& 7-!
$6#,1#,1)0+ #187&ENS7&>&I/T&!M#$6!GK!).,&,11&,) T#?& 1 1#+1$681%0#$&7.$57&! ? EHIX&+11IGa !

P$!6.,1288+$6807#,&11$6#5)7&., &1 (OVEIHLI#+$.R&S./ 1> Rl .| *4$.>HHGI! 1&H)H&+)IP/1 )0TT&)$H43

>)70) $0.#0O # ILOME*&7-196,1#,12.,&110+10?,&7* $#0+.%! 1.$% | +1178&,5%S$,! . 7&! #+)0+ # $&+$PBI #,]
5+R+OM+! MB&S6&7! $6#,! #,1 >&7&%I! .| $6&07&S$H).%! 7#,R1 07! $0! M6.$! GNS&+S! #+)7&. #+3! 5==%8&>&+$.$#0+
#4H)7&.,81$6816.7> 1., 0)#.$&1IMHSH![GI 1&(#H)#&+)/O14178$70,=8&)$#*&! +.%/ #,10(1%.207.$07/17&,5%$, 1#+1$6&!
UC417&=07$&1!$6.$! $6&! =70=07$#0+! 0(! = HABBE %60M! [GI!)0+)&+$7.$#0+! 255! MHS605$! . +.8&>#.1 1#11 +0$!
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1#((&71157#+31$68&!=&THO1, /= T8=0,$ A0%H)! . JHIOTSH#(#). $#0+-1 533&,$#H+31+01#+)7&. &I#+1>. R&1I[GI!
1&(H)H&+)D)

?#0 PDC=F! 2&AA.16!+,!*5*>2 |

"6&! 0*&7. VYRS H+S/ (#+1#+3,0( $6&IR&SN 1#.3+0,$#)! )57.)1 41! >+38>&+$!  05$)0>&,! .7&!
55> 7# & 114+ "H$% &8+ &'H#$%8& OB&ICALY'IhO7R#+31C705=16., 118 (#+&11$6&!(0%%0M#+3137.1&,10(!
& H18+)SB

¥ L#36!)&7$H#+$/SIME! 7&IF&T/)0+(#H1&+$!$6.5!$6&!$75&!&((&)$1%6#&, ) %0, &1$0!$6.$10(1$6&!&, $#>.$&10(!$
&((&)%0

¥ 01&7.$&1)&7SH+$/SIM&!. 7&!>01&7.$86/!)0+H1&+SIH+ 681 &((8)S! A HBRBRE&! & ((&)$!#,| YoHR&Y6/!
$017&1)%0,&I$0!$6&1&, $#> $&I0(1$6&!&((&)$-175SI$6&7&IH,1.1=0, #HYHS/1S6. SHSIH#, | 52,$.+#.%6%/1 1#((&

¥ FOMN&T7$.#+$/SI057!)0+(#1&+)&H+IS68I&((&)$&, $#> S&HSERIBTBAIR (&) $!>./12&!1,52,.+$#.%6%!!
1#((&78&+$!(70>1$68!1&, $#>.$&10(1$6&1&((8&)$O

¥ <&7/1%O0MI)&TS.H#+$/SIMEIB. *&I*& TNV SSV0&!) O+ (H18+) & #+ B BEISHEAIHE $ 758! &((&)$!#, 1 96#R&Y6/!
$012&!,52,$.+$#.96%/1 1#((&7&+$!(70>1$6&!8,$#>.$& I FR((8)$O

9#.3+0,$#) .))57.)/1 05$)0>&,! M&7&! .==7 #,&11 .,1 6.4#+3! m*&7/! %OMf! )&7$#+8! "6&,&I(#+1#+3,] M&T&!
#+(07>&11 21 | #+3%&! 85! .$! 6#36! 7#,R! 0(! 24Q! :57$6&7-! $6&7&! M&T&! &7#05,! )0+)&7+,! .205$! $6&!
==06H). 2H%H#$/10(1$6&) FFRI.5 & |$681>8$6010%60,&11$0! 1&$&7>#+81(0%.$&17&, SHBHHE S 1! +11+0$!
)5778+$(BLIH+)Yott+#).%61=7 ) EIGRT&IH, | %, 015+)& 7S #+$/1#+$68I=78* %0&+)&I0(! (DSLHEE+ W+ $6&!
CM#,,1=0=5%.$#0M #+3%&! $510(IKZYIMO>&+&, $#> $&LIS6#, 1. 128#+3IGXOX]|H+IMO>&+)6H%%6 1 2&. 7#+3!
3& 1 +11OY]H#+! =7&3+.+$IMO>&-O4$I$6&!$#>&10(1) 0%%&) $#OMGIREE | EI0(I$6&!IMO>&+10(178&=7015)$#*&!
3&!1.+1! GZ\8GHH!DYK]E!O(1$6&!=7&3+.+$IMO>&+1)0+,5>GH=068>8&+$,1)0+$ 431 (0%. SROWSH U6+ R EI6/!
$6.$!$68!7&, 5HUBO>I$6#, | $51/1).+17&17&.,0+.2%/1&NS7.=0%.$& 1!$0!$6&! M# 187! CM#, | =0=556. 3404
5+1&730(0%.$&!$&, SOHBEN5E&, $#0+.2%&!$015, &ISERE* %6&+)ALS.! #+1)0> 24+ $#0+IMHSE!$6&!1#.3+0,$#)!
N5TINLS.  -.,1$6&!1>8$6010%03/1(07!$6&!(0%.$&IS&, $I#+1$6&!1#.3+0,$#)1.))57.)/1 $BU&T,!(70>1$6.$!
5, & 1H+B6&!=78* %8&+)&!, $51/-1. + 11$6&MI&T&I>&. 5T& LI+ 1#((&78+$!1=0=5%.$#0+!ATOEZEH07 & M6#%&!
M&!6.*&! =70*#1&1!.+1&*.%5.$#0+10(1$6&! 1#.3+0,$1B7.)/1 0(! (0%.5&! $&, $#+3I ##$% &5 $6&,8! 7&,5%$,!
605%112&1#+$&7=78&$&1IMH$S6!.1*&7/164#3611&378&8&10(!).5$#0+0

4 #+3%8&1 >+ .38&>8&+$! 05$)0>&! V. $&!0(15==0%&>&+$.$#EM.,|.==7 #,&1!5 #+31CA49' >&$6010%03/ -
1$6#,105$)0>&!M.,178&=07$&11)0+ #,$&+$%/12/1.%%!>.+.38>8&+$! $51#&, ! +11#,|$6&IR&/105$)0>&! (07! $6#,!
&)$HOHOB&!)&TS.#+$/10(1$6&,&! 78&,5%%,IM.,1 7. S&&T/1%0ML5&! $01)0+)&7+,1.705+11 $51/11& #3+! . +1!
7#,RI0(12#1,+1 1)0+)&7+,1. 705+ 11$6 81 ==0%#). 24%BAH6&! 78,5%$,!>&.,57&11#+!)05+$7#&,IM#$6!>.+1.$07/!
5==068>&+$ $HPEH+3!. ==%#&11$0ICM#$&7%.+10
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B2'0$)Y)  ?QCZ8)=3662:M),F)F'1-'15.)&2"0$S)-'251,.8'%)2%%3:2%M),38%,6$. )

Patient or populatiopatientsit risk for or suspected of folate deficiency

Setting hospital inpatient

Reference tesA range dlinicalests including bone marrow aspirate, deosyyntession teSichilling test
dietary analysis, small bowel biopsyndtetiépatients haltitests.

Estimatedensitivity 0.96 Estimatedpecificity 0.71

) s I"HSUE&H (#) . - ! Number of Certainty of
Test result PR e L et participants | the Evidence
"HBO& (#)F*+10%0+, - *+1-/! - *+196+16,%37*0('+1 !8+-3*9! NE[e[[E15))] (GRADE)
0*$0-12&3%4*!'5*1%+16,%37*0(+ <428+ *+3)!

&-+3'%+%+5!/-(F=

0"1#)234565$#4 >75! @A
@B Lo !
8>% 7#'8)&39' !

96&AH)#, %6518 ;| >I

0"1#)'#,%65$#4! BC? c?D
2Bl Lo !
8>t 7#'8)&39'

[%&4#)234565%¢4 @@ @:@

Cl=confidence interval
Explanationsa =High risk of biasasessed using the QUARA® b =High oncerns about the applicability of the
test methodology and the threshold used compared to those used in Switzerland today
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B2'0$)DJ) ?QCZ8)=3662:M),F)F'1-'15.)82"0$ 962125$6$1&),38%.,6$. )

Patient or populatiopatientsuspected of or at risk for folate deficiency
Settinginpatient and outpatient folate tests
Interventionfolate testing

Comparisonnone
I of
Total supplemented/total with a low | participantg Certainty of the evidence
Outcomes |folate result (studies) |(GRADE)
Folic acid 577 L
supplementatit 268/577 (46.4%) (8 observation * ***
rates studies) Very lo#

Explanationsa=Case series design appraised using |HE wmlcomparative evidencehange in management, no
evidence on the comparator

WD RSHSI( FH(-)1F-2 |

41 &.7)6! (07! O+30#+3! )%#+#).%! $TRPH0%.$&! $& $M3! 5+1&7$.R&+! 04\l C&=$&>2&7! LIl | #+]
BO6H+#).T4.%,030¢ 11$68&!'UI BYH+#) 961" 7H#.%, | A&3# $7/15 #+31.1)0> 24+ $#0+0(1$6&! (0% %0 MHEBLERED S!
AWOI$&, S AIS&, $#+31 Al1#.3+0 #,I Al1#.3+0,$#) BHS0$.B(HK I64$, IM& TRIST#&RA0>IBYb#+#) %" T#.%,030%1
AL X I6#S$, (70518681 UIBYsH+#).%!"7#.%,1A&3#,$7/01 (I$6&BNIL. 7B &% .$&11$0I$HEY )/10(1  A[B 107!
&75>1(0%.$&!$&,$#+30 !
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R K6'8'$,6)>-,$& $#)3%'9#6'8#)-#('#S )

C/11"+H&,2"2%1%)2&*$0)0*"$&3+"*20*%&9/0-%$0)%&+&010%J

"6&T &M, 11= BYHSNO(18 H1&+)&R., & 1) Yokt +H).%!=7 ) $#) &I35#1&%#+&, IDBQCE!0+1(0%. S&ERBBGL ! #+)&!

IJGHO! A&)&+$%/! =52%#,6&1! 35#1&%#+&,! (0)5,! =T#>.7#%/ 0+! $6&! 5,&! O(! (0%.$&! $& $#+3! .,| =.7$1 O(' $¢
=& THO=&T $H*&!> +.38>&+$10(1=. $#&+$,I5+1&730#+312.7#.$7#)!, 573&7/N0+&I0$6& 713541 &o#+&17&)0>>&+1&1!
(0%.$&) $&, $H#+31#+! = $#&+$,| MHS6! =703 18I (07 B0+ 3! 345! . $.N#.OlW0S$.2%/-10+%6/! 0+&1 0(! $6&! 35#18%6#+8,,!
=70=0,&1! .! $67&,60%1! (07! #+$&7=7&$#+3! $6&! (#+1#+3,! O(! $6&! $&$-! .+1! $6&! &*#18&+)&! ,5==07$#+3! $
78)0>>8+1.$#0+,| M&T&! $/=H).%%/! &#$6&7! *&7/! %0M! DHO&O! ?.,81! 0+! &N=&7$! 0=#+#0+E-1 07! +0$! 7&=07$&.
35#18%#+&! (70> $6&! A0/.%! B0%%&3&! 0(! Q.$60%03#,$,! DUPE! 78)0>>&+1,! .3 #+ 3! 7&=8&.$! (0%.$&! $& $#+3
= $H&+$, IMHS6!(0%.$&! 1&(#)#E&+)/O

M#$  S/)B+52 !

D"#'#% 8*&/1.$)/&*E9 $

"6&! [, $&>.$H) %o#HS&T $57&! &.7)6&,! 05$%6H+EIUAP04)DTM&T&! 5,& 11 $01#18&+$#(/' BQC,! 7&%.$8&1! $0! $6&!

5,&1 0(! (0%.$&! $&, $HATBY! %#$87.$578&! ,&.7)6&,! M&T&! .%,0! )0+15)$&1! 0+ BQC! M&? HSESIBET <-&
@33%)-0A&E+1 |, =&)#.%$/IM&? HSEUEBY& K-1@33%)-0A&ED #+31)0>2#+.$#0+,10(IR&/MO71,178%.$#+3!

$0! M(0%.$&F-! M(0%H)! J#L-1 M(0%.)#+-! M(0%.$&! 1&FEH)H&+)/f-1 M(0%#H)! JHL! 1&H)H&+)/-1 MHHS.>H+! [Xf-| m*
1&(#)#&+)/f-1. +11R&/MO71,178%.$#+31$0IM35#1&%#4+&-1BQCfO

D"#'% 3+140)5-+$1/5*/58$8+,$)'0,9$)*4*15-+

"6&!,&%&)$#0+! 0(! BQc,! M., )0+15)$&1! ?2/! .1 #+3%&! 7&*#&M&T! .+1! )6&)R&1! ?2/1 .1 ,&)0+1! 7&*#&M&TO!
O#,.37&&>&+$,! M&T&! ,&$$%&1L! $670536! 1#,)5, #WBHBE,! 07! #+$&7+.$#0+.%! BQc,! =70*#1#+3!
7&)0>>&+1.$#0+D,E!0+!$6&!.==70=7#.$&+&,,10(!(0%.$&!$&,$#+3-107!0+!60M!>.+.3&>&+$!,605%1!?&!35#1&1!
201 $&,$! 7&,5%%,-! M&T7 &! &%o#3#7?%&! (07! #+)%5,#0+0! " +%/! 35#1&%#+&,! =57%#,6& 1! #+! '+3%#,6-! :7&+)6-! C&7:
P3$.%#.+IM&7&! 8%E&EBD 7! #+)%5,#0+0! " +%/!BQcC,! $6.$! >&$! .%%! $6&! (0%%0M#+3!) 7#$&7#.-1.1.=$&1! (70>!c7.6..
DIJGGE-IM&7&!#+)%51&1S

GE )0+$.4#+,! $6&! M071! m35#1&%#+&f! 07! m7&)0>>&+1.$#0+f! #+! #3$,! $#$%&! 07! #+$7015)$#0+-! 07! )0
78)0>>&+1.$#0+,10+!1(0%.$&!B&, $#+3

IE! 1&*&%0=&1!?/!.$!%&.,$!11.5$607,

KE 1&*&%0=&81!?.,&1!0+!.!,/,$&>.$#)!,&.7)6!0(!$6&!%#$&7.$57&0
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C5#1&%#+&,!?.,&110+%/10+I&N=&7$!0=#+#0+IM&7&!&N)%51&10!" +%/!135#1&%#+&,!=5?%#,6&1!.($&7'G!@.+5.7/!
M&T7&#+)%51&1!7&).586#1&%#+&,!.7&!05$1.$&11a1/&.7,!.($&7'=5?%#)$#0+O

M#! D/2&-)2!

P+!1$0$.%-88K1&%#+8&,! >&$! $6&! #+)%5,#0+! ) THERTHE CEO * 'WO! CM#,2=&)#(#)! 35#18&%#+&,! 0+! (0%.$&!
$&,$#+3IM&T7 &\ #1&+SH(#&10!"681#+)%518 1! 35#1&Yo#+8&,M&T7 &!=57%#,6& 1 1 #H IS ORMAB B RHEE).\ DR!
KIE™( 1.+1145,$7.%#.\DRIKIGEO

"6&78& M&7&!+013&+&7.%!BQC, 10+ (0%.$&!I $& $#+3M 7.$6&7-1 $6 &I #1&+$H(#E& 1! 35#1&Yott+&, | FFB B(LI 0+ $6&!
(0%.$8) $&,$#+31 #+1 11 =&)#(H)! =0=5%.$#0+,S! = $#&+$, 5+187304#+31 2.7#.$74)1 ST I&TE $H#E+S,! MHSE!
5,=8)$&11+&570%03#).%! 1&(H)#&+)/1.  \#+1#) $&112/1=7037&, #*8%/IMO7  &+#+313 #BIB-RUBEH1 &It +&!
=520%#,6&112/1$6&! A0/.%! B0%%&3&! 0(! Q.$60%03#,$,! DUPE! ,=&)#(#). %%/ IR)BHES$I7&=&.$! (0%.$&!

$& $#+310(1=. $H&+S, IMHS6!.1(0%. $& L& (HIHBFHATS. +$%/-1. %$60536!$6 &, &! 35#18%6#+&,IM&T&!17.($&11?.,&1!
0+1.1,/,$&> . $H#) I 7&*HE&MN0> 24+ & LIMHSEL. ) o#-+#). %61 T&*HEM-1> +/10(1$6&17&)0>>&+1.$#0+, . 7&18#$6&7!7.,&1!
0-+1%0M!IV5. Y#$/1 & #1&+)&-107I$68I & #1&+)&I5+1 & T=#++#+31$68!7&)0>>&+1.$#0+IM.,1+0$! 7&:=907H& 10! P$!#,
#>=07$.+$1$01+0$&1$6.$10+06/10+&I35#1 &Yott+&I7&=07$&11.1$67&,60%11(07 141 &+$H(/#+31.1) Vot +#) % %/1 1 & (#)#E&+
ALIH0+&I0(1$6&!I35#1 &0#+&,17&)0>>&+1&11.1)%&. 7I$#>#+31071(7&V5E&+)/10(1$&, $#+31.+1 SOZIER/BAOB
(071(0%.$&! 1&(#)#8&H)/O

P$!#,IM07$6! +0$#+3!$6.$!,&*&7.%!0$6& 7! 35#1&Y0#+&,| ME&T7 &! #1 & +$#(#& L1 #+1$6&!,&.7)6&,- | M6#)6! 1#1!+0$! >&
#+)%5,#0+!)7T#$&7#.!D&O30! =5?%#,6& 1! =7#07!$0!G! @.+5.7/'|IJGH! 07! ?.,&1!,0%&%/! 0+! &N=&7$! O=#+#0+E! ?
5,&(5%!#+ #36$,!#+$0!$6&!.7&.0!;0,$!+0$.?%l6\ 86 $0%003/!135#1 & %0#+&! (07! $6&! 1#.3+0,#,! . +11$7&.$>&+$!
0(1)0?.%.>#+! .+1! (0%.$&! 1#,071&7F-M6#)6! M.,! &N)%51&1! ?.,&1! 0+! =520%#).$#0+! 1.$&-! 78#$87.$&,! $6&!
(5+1.>&+%3.%!#, 5&IM#S6!17.($#+3135#1&%0#+&, 1#+1$6#,!.7&.S

@/0'0*$+"706"%60"#" 1*(&*3,82"T0*#%*0?"TOBHO7*#33, &H#)/* (&* (0* T"H#SY& " *#Y% T* 1#%#$010%(*
&A%)&HOHL Y HY T+A&6H(0*7" &, 70,'C*D&B0?0,<*'+)/*0?"70%)0<*3#, (") +64,6-*"%*(/0*4&, 1*&4* #%7&1"EQT*
)&%(,&6607*(,"#6'<*"*6H#)F"U$CHG*#*,0'+6(<*(/0'0*$+" 706" Y%0MBR BT H#(") 433, &H)/*(&*(/0%(0'("%$*
HOT*(,04(10%(*&4%) & HOHL Y HY T*A&GH(0* 7" &, 70, <*8"(*,0)& 1 1006 TH#(" &Y™ :# 0T <H* At **38"":60<*
&Y%H(/OHIGII¥-'(01 K QU*(/O*LHLE,"(-&4*" (+#("8&%'<*(/0* 0)&110% 7 #("&%*"%07?" (#:6-* 06-*1&,0*&%*
)6"%")HE*L+7$010% (*HBIB0Ye'+* (HY%6*8:L0) (" 2064 & #(8&, - TH(MO) !
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B2"0$)DD)

10'1'%20)7:2%&'%$)53'-$0'1$.),1).$:36)F,02&$)&$.&'15

Author; year;
country

Recommendation for folate testing

Strength of evidenc

Diagnostic
threshold

Queensland
Health, 2089

Australia

¥n overweight and obese pregnant women underg
bariatric surgery, serum folate testing is recomme
preconception, firenester,r@land Bdtrimester, and

lactation (3 monthly)

YAntenatal care for women with a raised BMI: con
screening for folate deficiency.

NR

NR

NR

AACE/TOS/ASN
BS/OMA/ASA,
2019667

United States

All patients before and after any bariatric procedut
particular attention should be given to female patig
childbearing age.

Patients who become pregnant following bariatric
procedure; recommended testing every trimester.

NR

Grade D (i.e. exper|
opinion)

RBC folate
<305nmol/l

(<135
ng/milyt

OBKane 2020

Canada

In patients planning to undergo bariatric surgery:
Preop recommendation

¥Haematinics: check full blood count including
haemoglobin, ferritin, folate and vitamin B12 level

Postop recommendations
¥Check serum folate levels at regular intersatg @y

¥Consider the following frequency of monitoring o
folate levels: 3, 6 and 12 months in the first year g
least annually thereafter so changes in status may
detected

In cases of deficiency

¥Check and treat for vitamin B12 deficiency befor
folic acid treatment to avoid precipitation of subac
combined degeneration of the spinal cord

¥Treat folic acid deficiency using NICE CKSNanag
B12 and folate deficiency. Folic acid 5 mg orally d
minimum of 4 months is recommended and furthe
investigations if there is suspicion of malabsorptio
Pregnancy

¥Pregnant women, following bariatric surgery, shq
undergo nutritional screening during each trimestg
should include ferritin, folate, vitamin B12, calciun
D, vitamin A

Grade BEL 2 (1+1t
4) *

Grade BEL 2 (1+1t
21) *

GPP (i.e. expert
opinion)

Grade D EL 4i.e.
expert opinion)

Grade D EL 4i.e.
expert opinion)

Grade D EL 4 (i.e.
expert opinion)

NR

NICE, 20%98

United Kingdom

Adults with gradually progressive unsteady gait (g
ataxia)

NR

NR

Royal College o
Pathologists,
20210

United Kingdom

ORepeat measurement of vitamin B12 and folate
unnecessary in patients with vitamin B12 and fola
deficiencyO

Level of evidenb®
(i.e. case reports,
case series of expe
opinion)

NR

Abbreviations

AACE=American Association of Clinical Endocrindegisfsmerican SocietyAofaesthesiologiASMBS-
American Society for Metabolic & Bariatric BMigdopdy mass ind€XS=clinical knowledge sumnfidry
evidence lev€PP good practice point (recommended best practice basckuiaa éxperience of the guideline
development grobiCE= National Institute for Care and EffectiiResst reporte@MA= Obesity Medicine
AssociatigiRBC= red blood cdllpDS=The Obesity Society

Note
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Grade B recommendation = A body of evidence including studies ditesthsapplicable to the target population
and demonstration overall consistency of restiltyaated evidence from studi¢asdte+ or 1+€de D
recommendation = Extrapolated evidence from studies rates as Rwele¥iodedrer extrapolated evidence from
studies rated as;Evidence leve(I> to 4F well conducted matalyses, systematic reviews or RCTs with low risk of
biasto expert opinion; Evidence lel/lt8 § = well conducted rreetalyses, systematic reviews or RCTs with low risk
of biago caseontrol or cohort studies with a low risk of confounding or bias and a moderate probability that the relati
is not casudtyidence lev&Eexpert opinion.
*The evidence rating for this recommendation is strongly questioned as supporting evidence is not clearly reported
level of evidence supporting the specific recommendation for folate testing is unclear.
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T) U%93#&)'+>,$8),8,6.** )

C/11"+H&,2"2%1%)2&#/-9%28&013"*2&,,%,,1%)2 &

"6&! )Vott+#).%! &*.965.$#O+! (05+1! #+ 5((H)HE&+S! &*H#18&+)&! 78&%.$#+3! $0! 6&.%$6! 05$)0>&,! $0! 521&7$.R&! )0
&((&)$H#*&+&,,! 07! )0,$0 SSHYHS/! +.%/,0>=.7T#+3! 5==08>&+$.$#0+ 2. &1! 0+ (0%.$&! $& $#+3! $0!
5==06&>&+$.$HO+IM#SB05$!$&, $#+301417513&$ 8= 5S  IM., 15+1&7$.R&+I$0!&, $#>.$&1(0%.$&!$&, $#+3!
A11$78.$>&+$1=./&71)0,$, H+ICMH#$A&7%. +110*& HEBEHY/&. 7,01"6&!)0,$,10(1,&75>!.+11?%0011)&%%!(0%.$&!
$&,$,H+)7&.,&11 (70>! BL:! HOX! >#9%%6#0+! #+! BIBL:]  GGOH!>#%%#0+! #+11J1J! .+1! $6&! *. %5&) KDY
$78.$>&+$16., 1H+)7&.,&1I(7T0BL:! \OXI>#%6%6#0+ M+ JBHIBMOH!>#%6%#0+#+!1JIGOICTOMS6!7.$&, 10(1$&, $#-+3!
A11$78.$>&+$1*0%5>&,10*&.7I$6&19%61/8. 7, IM&7&!I5,&11$01=70e&)$1)0,$, /(071311 IINO![.,&110+$6&.&!

L B>=$HO+ S 1(07&).,$!$6.$I$6&!)0>2#+&11)0, $10(/(0% B S#+31.+11$78.$>&+HMH 7&.,&!(70>BL:!
ION>#9%%#0+#+IJINIEL:! KIOY!>HU%HO+HDIIN

N#$  S/)B+52! |

<.%5&!(07!>0+&/!.+.%/,#,10(1(0%.$&! $& $#+3! . +11$78.$>&+$IM.,!).=$57 &1 # LI GB&B+424*4%2/ 1! R&/!
V5&,$#0+ 016 &I (HHHIMBES68 7!, 5==068>8+$.$H#0+1?. &110+1(0%.$&!$&, $#+316.1!, 5=8 TR((BIF*&+&, !
07!)0,$5$#%#$/! )0>=.7&1! $0! 5==06&>&+$.$#0+! M#$605$! $& $#+30! P$! M.,! +0$&1! $6.$! 05$)0>&,! MO5%1!
&*.%5.$&11 /1 YO+ #1&TH#+3! &N#,$#+3! =52%#,681! %o#$&7.$57&! MB&T&! * #% POSKLEFAL)D+0>H)!
&*.%5.$#0+! M05%1! ?&! )0+15)$&1! #(! 1#78)MEBERJ6IB5$)0>&,! &*#18&+)&! &N#,$&10! "6&! )%o#+#).%!
&*.905.$H0+(05+ 11+, 5((H)HE&+SI& H18+)&17 8% . $#+31$016&.%$6105$)0>&, 1$015+187$. R&IS6&, &!1$/=&,10(1&) 0+0>#
&*.9%5.$#0+10

"6&! ,&)0+11 R&/! V5&, $#O+! #+*0%*& 1! & $#>.$#0+! 0(1 $6&! ++5.9%! 2513&$.7/1 #>=.)$! 0(! (0%.5&! $& $#+3! .+1!
5==06&>&+$.$HOPGIM. |1 1&)#1& 1136 5181 +.%/ #,IM05%117&1)0+15)$&117&3.71%&., |0( M6 ES6RIPLH& 2.
&)0+0>#)18*.%5.$#0M. ,15+18&7%$.R&HOB&!(0%%0M#+3],&)$#0+,1=7&, &+$1$6&!2513&$1#>=)$10(1(0%. $&I$&, $#+3!
A1 $78.$>8+$! #+] CMHSA&T7%.+1! 0%&7! .| =70e8)BEM=& 7#010! "6&! )577&+$! 2513&$! #>=.)$! #,! #+H$#.%6%/!
05$%6#+8&1-1(0%%0M&112/1.1=70e&)$#0+ (703NN WOIE*#18+)8107!.==%6#). 2%&) Yott +#).%!=7 ) $#)&!35#1 &YoH+&.,!
D,&&C%*204)8EM&7&! (05+11$6.$1)05%1! ?&! 5,811 $01 #+(DFHR 7&-AB138S$! #>=.)$! )&+.7#0-! 5)6!., !
YoH>HSHORRT. 38! $0,=&)H(H) #+1#).$#0+,0

F#$&7.$57&! ,&.7)6&,! 0(1)%6#t+#).%! =7.)$#)&! 35#18%6#+&,! 0+! ,&75>! (0%. SR EBACIHLIA) EE 11 8+ $H(#E1!
35#1.+)&1.,,0)#.$& 1 M#$6!$.73880=5%.$#04,5)6! ., | 0*&7M&H36$! . +1102&, &1 =7&3+.+$IMO>&+=7#07!$0!
2.7#.$TH) 573&7C"  1.+11 .15%$,|M#$6137.15.%9%/1=7037&, #*&15+,$&. LABIEBHL. +)&! .%,0! #+1#).$&1
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$6.5! 7&=8.$!>&., 57&>&+$! 01 *#$.>#+! [GI! . +11 (0%.$&! #,| 5++&)&,,. T/ #+] = SHE+S,| MHS6! “H#$.>H#+! [GI! .+1!
(0%.$&! 1&(#)H&F)IOS$! #,) 1#((#)5%$! $0! 5,&! 35#1.+)&! .,,0)#.$&1! M#S6! $6&,&! $.73&$! =0=5%.$#0+,!.,1 =.7$! 0(!
)&+.THO,1 (071 7&,$7#)$#+31 (0%.$&! $&, $#+3] +11, 5==06&>EHBEHOFE! >0,$%/1 35#18%6#+&,! (07! >.+.34#+3!
7#,R1(.)$07,1,0)4.$& LIMHS6 1&(#)#8&+)/-17.$6&71$6.+ (0% &E#+3135#1&%6#+&,0

N#l  D/2&-)2G4 &11/')! E&5>/)! *AL() !

"6&7&!.7&!)577&+$%/!+0!%#>#$.$#0+,10+!>.+1.$07/1#+,57.+)&!)0*&7.3&!0(! (0%.$ & G& B L) . +1! 2%001!
)&%%!(0%.$&!$&,$,!.7&! 7&#>?57,&1!$670536!>.+1.$07/!16&.%$6!#+,57.+)&!#+! CM#$d&7%.+10!4!$0$.%!0('HKY
(0%.$&!,&75>1$&,$,!M&7&!071&7&11#+!1J13!.+11X\-ZZa! ?%001!)&%%! $&,$, 1 #+1$6&!,.>&!/&.70!"6&!)0>2#+& 1!
$0$.%!0(!1$&,$,! M., YKZ\IX! #+! 13- B#)6!#,1.1,52,$.+5#.%! #+) 7&.,& DZH]E!#+!$6&! $0$.%! +5>7&7!0(! $&,$,!
HH)&1a\Y-ZG\I#+!IIG\IDC&&AT#$%& EO!;0,$$&,$,!.7&!?#%Y8R%.?07.$07#&,-IM6#)6!.))05+$&1! (07! Y\]!
0()%.#>,10*&7!$6#,1=&7#010

"6&T &M, o> HS& L HH+(07>.$#0+. 205$1$6&I=70=07$#0+10(/(0%.$&!$&.,$, I5+187$. RE&+(O7I1#((&7&+$H+1#). $#0+1)
CM#$A&T%.+10!BY#+#).%! (8&17.)RIL5T#+3I$6&).,,&, >&+$! 5338, $&11$6.5!$&, $#+3178%.$&1!$0! &+10) 7#+0%
).71#0*.,)5%.7-16. &>.$0%03/-10+)0%03/-1+5$7TH$H#O+-1$7 . +,=%.+$.$#O+-| +LI#+$& 7+ %! >& 1#)#+&1.))05+$&1! (07!
%.73&1=70=07$#0+,10(/(0%.$&I$&, $#+3H+160,=#$.%, 1.+ 11=.$60%03#).%!7#,R!(.)$07,'D&O30-I>.9%6#3+.+)/-16.8>09
+.&>#.-)08Y6#.) 1#,&.,&-!,607$1 20M&Y6! /+170>&-1#+(%.>>. $0POME6! /+170>&1&$)OE-1.9%)060%#, >-! . +1!
2.7#.$7H#) 57387 /\= $HE+$ 1#+!3&+&7.%1=7.)$H#)&OI CH*&+1 1.$.19oH SHDERHBEMAS6! $6&1%. 738! +5>7&7,10(!
3705=,1$6.$!.7&!1$& $&INMHL&! =7&. 11+ $57&I0(H+1#). $#0+,.+ 117 &(&PTRVS. +$#(#). $#0+18&,$!5,812/!

= $#&+$I3705=16.,128&+1).%)5%.$8.10
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B2'0$)DI) E36"$..),F)F,028$)&$.8.)'1)=G'&H$:021-9)IIDK] 1J1J )

Year 2016 2017 2018 2019 2020
Folat, Serum (317.1329.00)

Doctors 3,071 4,422 4,544 3,456 2,025
Hospitals 64,623 79,790 85,833 97,617 89,439
Laboratories 442,882 551,322 624,020 666,461 646,649
Other 12 13 20 35 51
Subtotal 510,589 635,547 714,417 767,569 738,164
Folat, Blood Cell (317.1330.00)

Doctors 510 528 391 399 303
Hospitals 14,121 17,339 19,987 21,102 19,066
Laboratories 43,196 57,537 67,916 77,383 77,072
Other 0 1 2 2 4
Subtotal 57,827 75,405 88,296 98,886 96,445
Combined (Serum and Blood Cell tes

Doctors 3,681 4,950 4,935 3,855 2,328
Hospitals 78,744 97,129 105,82( 118,719 108,501
Laboratories 486,078 608,859 691,936 743,844 723,721
Other 12 14 22 37 55
Total 568,416 710,957 802,713 866,455 834,609

"6&I5+#$1)0,$,1(07!1$6&!,&75>1 +IA[B 1$&,$!1.7&!$.R&+! (70> M4+ %/, &+%6#, $&M =0 #$H#0+ 1#+ G 4=DH%! 1JIG
"6&,8&1)0,$,1.7&1)0>2#+&1IMHSE*0%5>&, HIHS%&T &0138+8&7.$&I$6&1)0,$,4809/+%ROIPSI#, 18+ #1&+$!$6.$!
&75>IDM[%5S$FEN0,$, 14#+)7&UZO>IBL:! \OHI>HY606#0+1H#+ ! JGISOXO\I>#0606#03IZDN[%001!)&%%!(0%. $&!
$&,$1)0,$,!DM'7/$6700/$&+E#+) 7RI(RO>IBL:! GOI!>#%%#BIF0I0II>H#%%#0+0%&71$6&!,.>&I=&7#010!"6&!
$0$.%!)0,$!(07170$6!$/=&,10(1$&,$,1.>05+$& IR0 GGOH!>#%%6#0+1#+11J1J0

$16%02.13%)318>; @ ?EDDF!GH-('3F!I(23JF!&-)3!-/1>:E>13'K1$-%6+3)=!"+ L1I(--11&*((18>;;DEDDFIGH-(‘3FILO#3MO- 74#3*+J1&-) B-H@SEB!3K!
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N'53:$)P)  /,.&.),F)F,028$)&$.&'15)'1)=G'&H$:021-9)I1JDK 1J1J )

<31"(# 96N60ENPY

:006#)!. J#1$7&.$>&+$!.+11., 0)#.$811)0,$,1. 7&!=78,&+$&1I5,#+3IB'C’ ~ I1.$.#+1I"#$%& O!"6&KI%&. 1#+3!
(0%)!.)#11$78.$>&+$!=7015)$,1 2/1*0%5 R 7 &G)"7+1*4&6")+1+5(,0+6"<*G %7, 0H4&IH-%&* AH, 7-40, &%
"03&$6&7!$6&/!.))05+$&1! (07! Ya]l O((0%H)! JH$7&.$>&+$,1.)70,,1$6&! IIGH 1JIG! =& 7#010!"6&! %&. 1#+3!
=7015)$-6)"7+1*4&6")+1*5(,0+8"H05+$&1!(07!+&.7%/16.%(IDZY]E!O(!(98%4)! ) H$78.$>&+$,0!"6&!*.%5&!
0(1(0%#)!. JH$7&.$>&+$16., 1#+)7&., &1I(TOSBL:! \OXI>HY606#0+#+1| J@HISAHOH!>#%6%6#0+1#411JIGO
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B2'0$)DP  N,0%)2%")&:$28&6$1&)21-)%,.&.)'1)=G'&H$:021-9)IIDYIJID )

Number of packs 2017 2018 2019 2020 2021
Dialvit 2,534 2,113 5,730 2,911 2,534
Gyno Tardyferon 83,989 76,091 73,368 75,805 54,837
Maltofer FOL 25,330 23,030 21,837 22,101 26,288
Duofer Fol 9,524 9,293 10,143 11,373 14,664
Andreafol 65,314 62,954 64,839 69,342 74,713
Fertifol 5,496 4,774 4,591 4,708 4,538
Acidum folicum Streuli 179,402 178,77¢ 186,120 196,738 221,158
Drossafol 12,333 10,401 10,280 10,178 11,272
Metofol 963 1,096 1,290 1,437 1,631
Cernevit 1,669 1,937 2,673 8,224 3,642
Total 386,554 370,459 380,873 402,817 415,277
CHF

Dialvit 74,765 71,568 75,998 78,539 80,348
Gyno Tardyferon 1,697,914 1,619,791 1,567,94] 1,601,654 1,130,364
Maltofer FOL 667,960 625,042 595,119 604,442 728,937
Duofer Fol 273,583 271,480 293,718 335,140 422,716
Andreafol 1,549,724 1,542,423 1,604,174 1,720,161 1,871,451
Fertifol 134,718 115,252 83,579 83,066 79,852
Acidum folicum Streuli 2,295,331 2,442,331 2,566,52( 2,748,704 3,017,414
Drossafol 131,382 141,095 144,378 144,830 159,971
Metofol 11,980 13,804 16,510 18,303 21,419
Cernevit 96,721 126,735 161,585 156,851 178,830
Total (CHF) 6,934,084 6,969,521 7,109,528 7,491,694 7,691,30¢

Abbreviations

CHF= Swiss franc.

SourceTarifpool: © SASIS BlBatenaufbereitung: © COGE

C"2'#% F))0G;5-+)$5+$'.%$ (0,E*&/9$55;&1'$&+&49) 5

:0%.$&! $&,$#+3! . +11 $7&.$>&+$! 6., #+)7&.,&1! #+! CM#PA&7%.+1! 0*& 7! BB T CH:5$57&! =70e&)$#0+
05$%#+& UHHH%& H+)%51&!1$6&!1370M$6!7.$&,10?,&7*&110*&7!1$6&UB 7$DIP+!$6&!)).,&!0(1(0%.$&!IP&, BH+3
&T75>1$&,$,1.7&!.,,5>&11$01#+)7&.,&!?2/'GI|'=&71/&.7 "?%001!)&%%!(0%.$&PHHT)! =& 7!/&.70![.,&1!
0+!$6&,&!.,,5>=$#0+,-1$6&!+5>?&710(!,&75>1$&,$, #+)7&.,&(70>1Y XK-GHX#+!JI'$0!G-KIH-HIK I#+1INO!
[%6001!)&%%!$&,$,1#+)7&.,&IS0NGGC-XZ!?2/MINOY $#>.$&, (07 NININ. 7&!=7& &+$&LI#+I"#$%& T'6&!
0*&7.%%!=70e&)$&1!)0,$,!0(1$& $#+31#+)7&.,BEF OB ZOI!>#%Y#0+1#+!1JIBHA! IGOal>#%%#0+1#+1INO

G)"7+1*4&6")+1*5(,0+6% 11 G%7,04480%)! JH11$7&.$>8+$,1.7&I& $#> $&1IS0IH+)7&.,&I2/1Y].+11[]1=&7!
18&.7-1 78, =&)$H*&Y%/-1?.,&11 0+ 7&=07$&1! 370M$6! 0*&7! $6&! A BDIH-%&* A#, 7-40,8987&.$>&+$,! . 7&!
A 5>&1IS0I1&)7&. &I2/IY]I=&7Y&. 712, &110+!  $6&1+55287 0*&71$6&1%. BI&. 7,00 $6871$7&.$>8+$,1.7&!
,5>&11$01370MI?/IK]1=&71/&.7 -1?.,&110+! al/&.7,10(!1.$.01P$!#,1& $#>.$&11$68&7&!M#%%! 2&! ala#ylY HI (0%

JELI$7&.$>&+S, I#+HIIN?,,&110+1$6&,&!.,,5>=$#0+,0!"6&!=70e&)$&1!=./&7!)0,$!0(D%#)! . ) #$7 & . $>&+$!
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(O7'CM#3d&7%.+11#+)7&.,&,!(Bl=! HOX!>#%%#0+!#+!1IBIE0! XOK!>#%%#0+!#+!11JNO!"6&!)0>?#+&11)0,$!

0('$&, $#+3!.+11$7&.$>&+EMH 7 &.,&!(70>BL:! [IOI'>#%%#0+1#+IIINEL:! KIOY!>#%%#0+1#+11INO

B2'0$DT) =G'..)F,028$)&$.&'15)21-)&:$28&6%$1&)7: #$%&",1.9)IJ1I [ 1JIK )

Year 2022 2023 2024 2025 2026 Total
Numbers of tests

Folat, Blut No.| 893,179 | 982,497 | 1,080,746| 1,188,821 1,307,703| 5,452,945
Folat, Erythrozyte] No. | 125340 | 142,888 | 162,892 | 185697 | 211,694 | 828,510
Costs of tests I

Folat, Blut CHF| 11,657,850 12,823,635 14,105,999 15,516,599 17,068,25¢ 71,172,342
Folat, Erythrozyte] CHF| 2,631,307| 2,999,690| 3,419,647| 3,898,397| 4,444,173| 17,393,214
Subtotal test costé CHE| 14,289,157 15,823,325 17,525,644 19,414,996 21,512,437 88,565,556
Folicacid

treatments

Gyno Tardyferon | No. | 50,397 46,317 42,567 39,121 35953 | 214,355
Andreafol No. | 76,452 78,232 80,053 81,917 83,824 | 400,477
éfr'glz’lrin folicum No.| 239770 | 259,949 | 281,826 | 305,543 | 331,257 | 1,418,345
Other No | 66,506 68,501 70,556 72,673 74,853 | 353,001
Total No. | 433,126 | 452,999 | 475002 | 499,254 | 525887 | 2,386,268
Costs offolic acid

treatment

Gyno Tardyferon | CHF| 1,038,846| 954,736 | 877,437 | 806,396 | 741,107 | 4,418,522
Andreafol CHF| 1,915,023 1,959,606 2,005,227| 2,051,910/ 2,099,679 10,031,445
Acidum folicum 3,271,356| 3,546,665 3,845,143| 4,168,739| 4,519,569| 19,351,473
Streuli CHF

Other CHE| 1,722,230| 1,773,897 1,827,113| 1,881,927 1,938,385 9,143,551
Subtotalolic acid 7,947,455| 8,234,904| 8,554,920 8,908,972| 9,298,740| 42,944,991
treatment costs CHF

Total costs CHE| 22,236,61] 24,058,23( 26,080,56{ 28,323,96{ 30,811,17] 131,510,54
Abbreviations

CHF= Swiss frarhc.
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V) 1&<'$,61)6#3,61)* 0%',6),89) 0-3,8*,&'08,6 )LI/P:M )**%6#*)

C/11"+H&,2"2%1%)2&%2M0*"$B&$%9"$B&,4*0"$&")-&4+9")0,"204)"$&8,,/%,

41$0%$.%!D(,$51#&,IM&7&#1 & +$#HEERAN117&,, &1*. 7T#05,! &$6#).%-!,0)#.%1 1073.+#,.$#0+.%!.,=&)$,!0(!
(0%.$&! $&, $HABON $51#8&,V&=07$#+R1&3!%, 5&,! M&7&! #1&+SHFRS | $51#&! #1&+$H(#HLMNT7&,,&1!
073.+#,.$#0+.%!#,,587 &% .$#+I4R$601, | 0(1$&, $! 7&,$7#) BHBOME*& 71+0+& 1#,)5,,& 1 1$6&!#>=%#).$#0+,!
0(1 7&15)#+3! $&, B #%. 27 %ot 8 ) Y5 1H#HEDM! (0%.$&! L& (#)#&ANOSUP&! 1#.3+0,&1! 2/' =6/ #)#.+, 1#+1$6&!
2,&+)&I10(L! (0%.$&8, ©86#).%4#,,5& #1&+$H(H&LH+)%50&EH $#.%0!.1*&7,&!&*&+$,!(70>1$. RiDHBH)!. )H1
,5==%8&>&+3#(1+03$!.)$5.94%006.$&! 1 & (#)#&MB#)6!)05%1!0))5 MA#FE! (.%,&! =0 #$#*&! $&,$! OFI#+)077&) B!
1#.3+0,#,12/1.1)%#+#)#. #+1$6&!.?,&+)&!10(1.1$&, BCH51#&, |0+10)#.%!#, 5& M&T &!#+!7 &% . $#E=-A8H8)#.+, fl
O=#+#0+4,+11)0+)&7+,! 7&3.71#+3H#+#S#.$#*&I1$0!78&15)&!(0%.$&!$&, $OTEEBIME& 7 &!>0,$YBE=07$#*&
ALNHSHA& A O=#+#0+,10+15&, B! 1# #+*&, $>8+F0

O#$  1%)/1.)&1/12/.1(B12)1.)/>6! !

H'#'8 %&'&(&)%)$&+,$- */$)-0/1%) $

A1%H$ET . $578),8.7)61(07! $ETHBS07$#+31 &$6#).%-1%6&3.%-! 0)#.%! . +11073.+#, $#0+.%!#, 58,1, 0)#.$& 1 MH#$6!
(0%.$&I$& $AM3!)0+15)$&LIH+Q52;811.+1I'>72. &ID <POEO!IP+!. 11#$#0+-1 $51#E, #+)%5 181 IH+IS681) Yok +#).%!
&)$HO+1 0(! 36! 78&=07M&78=8.7%&1! (07! }#$.$#0+,1 78%.$#+3! $0! $6&,&! .5N#6#.7/! 10> #+,0! CT&/ %H$&T.$5]
&.7)6&,! M&T&!.%00+15)$&110+! =&)#.%$/1 +11L"4IM&? #$&, D' #S$%&K! . +1 I"HS$%& =-8D33%)-0A&E

5 #+31)0>2#+.$#0+, 10(1$6&R&/MO7 1, Im(0%.$&-Im(OYH{DYBDEIRT(0%. S&! L& (#)#&+)f-IM(0%#) ) LI 1 &(H)H&+)/f-1
S SHH[XE-IMHHS SH+H[X L& (#)#&+)/f1.+1Im$&, $nfO

H'#'%3 3+140)5-+$&+,$*6140)5-+$1/53/5&

I"#$%& &% *204)RD<RLE,) 1#7& 1$6&!=0=5%.$#0+,- 1#+$& 7*&+$#0+,!.+11)0>=.7 HB/H M & N8&==%#& 10!
O#!  =)./K)L.(*+L!.".-62*21.'5126")B/2*2! !

H"2"# 8'0,9%)*4*1'5-+ $

"6&I1$.738&$&1!,8.7)6!(07!, $51#&, 1 7&=07$#+310+ &$6#).%-1%&3.%-1 0)#.%! +11073.+#, $#O+.%!#, 5&, 1., 0)#.$&1!
M#$6!(0%.$8!$&, $4:+3)0+15)$8112/1.] #+3%8&I 7&*#E&MATQAPC;41)6.7$IM.,1+0$1=70*#1& 11 OM#+3!$0!$6&!
5,&10(!,/,$&>.$#). +11+0+ 2/,$&>.$#)!,8.7)6&,0! !
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H"2"% %&'&$*6'/&1'5-$

&I T&AHEMET 1 #+18=8+18+$%/| RRIFILYR 1#+$01 1, $.+1.71#,&11$8&>=%.$&-IMEH#)B, 1)6&)R&1!.3.#+,$!
$6&I07#3#+.96!,$51/17&)07112/1.1,&)0+117&*#&M&TO19#, .37 &&MRTBRIESS%& 112/ 1#,)5, #0+10712/1.1$647 1!
#+18=8+1&+$17&*H#&M&TO!9.$.10(H+SQVESES
¥ $51/1#+(07>.$H0+S1)05+$7/-1/8.7-1, $51/118 #3+-17&,&.7)61V5&, $HO+-1#+)%5 #0+8&N) %5 #O+1) THSE TH.
¥ 1&>037.=6#)#+(07>.$#0+S14552&710(1=. T$#)#=+$,-1.38&-1 &N-0>07 2H1HSHE, - 14+ 1#) $HO+ (0718, $#+3
¥ 05$)0>&,10(1#+$878,$S!78,5%$,178% . $#+31$01&$64).%-1%8&3.%-! 0)#.961071073.+#,.$#0+.%!#, 5&,
¥ H1+0$&MOT$6/!(&.$57&, - 1%#>H#$. $HO+, 1071 1#((&T&+)&, #+1$6&!,$51/0

H'2"B %&'&$)9+'.%)5)$

"6&!17&,5%39,!0668#+)%51&B51#8&,IM&N&&,) 7#?&11+.77 . $#*&Y6&7!m'FC 110> .#+0
O#8 D/2&-)2!!

41$03$.%!0(, $51#&;!=57%#,6&11?8&$M&E&+!1IGal. +11JIBA& 7 & #1&+S#(#& 1 (07 '#+) R EHOLD (1$6&,& -'1Z!
M&7&!(70>1B.+.1. -*'® . (&1=0050+&1&.)6!(70>! 45,$7.%# |C.51#147.2#.-#1"57R&/(1.+1 1B6#+.GA!

H'7"#% I'51&4$5))0%)$

' $6#).9%! )0+)& 7+ H1&+SHHARY.$&! $0! $EQSE+$H.0bF&T &! &*&+$,! $6.5! ).+! 0))57! MHSE0%#H)! )41
5==068>&+$.SHO"6#, | #,| T&YE&BH+#S5.$#0+ ME&T&! | = $HE+S! #,] 3#*&+] .| 5==06&AQ+R1! 0+! .+]
H#+)077&J80%. $8&, $1#.3+0,#,IBHO& D, &0 #$#RI.+1! %, 014#(1$6&!$&, $IMB AR +*& $& 1) +1= $#&+$, V&
#+)0778)$%/I 3HFEB==068>&+82., &110+].)%ott+#)#.£1,5,=#) #0+10(1(0%.$&! 1&(H)HEMPE+!+0$! 1&(#)HENS
4+15>778%%.1 T&*H&M! $6.$1#+)%BEE2+.%/,&,10(! AB", 10+!(0%+#)!.)JH15==06&>&+$.$#0+! 7&=07$6.5!

(0%#)!. JHI5==0%8&>&+$,!. 7T&I3&+&7.%%/!)0+ #1&7&1IS0I?&!,.(&-1?5$!.7&.., 0)#.$&LIMHSPI&.,&117#,R10(!
)0%078&)$.%BA0>. #+1$6&13&+&7.%1=0=5%.$40=70,$.$&1).+)&7 #+1=8=0% &I MHSBEENH#, $HIB,&. &, |

D'#$%8< B4 "6&!.5$607,! 6/=0$6&#,&1 $6.$(07!$6&! ., 0)#.$#0+ 2&$M&E+! (0%.$&! +11#+)7&.,&11 7#,R10(!
)0%07&)$.04&+0>. 1$6&!>0,$1%6#R&%6/I&N=%%.+.$#O0+1#,1$6 $I5+1#,)0*87&118.7%/!=78)57,071%& #0+,!>#36$!6.%&
&N#,$&11#+1$6&1>5)0,.10(1$6&, &= SR+ 11(0%.$&!)05%116.%&1.))&%&7.$&11$68&!=70%#(&7.$#0+!. +11370M$6!
0(! $6&! =.7.+80=%.,$#)! %& HO% 0B&! T&*#&MP6,0! (05+1! .+! ., O)#.$HO+ 28SM&E+ =&T7#)0+)&=$#0+.%
=783+.4)/! 5==068&>&+$.$HO+ +11 )6#%1! . $6>.! 411 MB&&#+3! +1! &.7%/! =7&3+.+Y0%#H)! )41
5==068>&+$.$#0+! . +)B#%1! M6&&A#+30! LOM&E*&7-1#$! ,605%1! 2&! +0$&1!$6.$! $6&,&! .,,0)#.$#0+,| M&T&! (70>!
072,&7*.$#0+.%! ,$51/1 1.$:! .+1! $6&! %HR&YHE001! O(! =.$#&+S,! P&#+3! 3H*&+! 5==06&>&+$,! 5++&)&,,. THY/! #,!
5+)%&.710M#+31$0!$6&1%6#>#$& 11 1#.3+0,$#)!.))57.)/10(1(0%. $&1$& $#+30 !
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B2"0$DY  /+2:2%&$:"'.&'%.),F)'1%03-$-).&3-M)F,:)$&+'%20)"..3%. )
Author, year; | Population; Design; followp; Aim of study Results
country sample size setting; mandatory
fortification
Bo 202%; Studies publishg Umbrella review of| To evaluate the | 108 articles reporting 133
China from inception t¢ metaanalyses; NR;| quantity, validity | metaanalyses of observatio|
20 May 2018 NR; NR. and credibility of | studies and 154 matealyses
which examined evidence regardirl of RCTs were included in th
the association associations umbrella review.
folate with any between folate an Benefits dblic acidreduced
health outcome; multiple health allcause morta“ty and chro
= 108. outcomes. disease rate (including
birth/pregnancy outcomes,
cardiovascular disease,
neurological conditions).
Adverse effectsfolic acid
increasedsk oprostate
cancer, colorectal
adenomatous lesiasts|d
asthma and/or wheezing
Abbreviations

NR= not reporteBCTs= randomised controlled trials.

H'7"% >*E&4A$5))0*$
WO!,$51#&,'M&7&!#1&+$#(#&11$6.$!.117&,,&1!%&3.%!#,,5&,!(07!(0%.3&!$&,$#+30!
H'7"B 8-158&4$5))0°%

"MO!,$51#&,! 7&=07$#+3!,0)#.%!#, 5& | M&T7 & # IRHBH &! &.)6! 7&=07$H=D/ #)#.+! .+ 1) #SHA&HO=#+H#0H,
O+11#,#+*&,$>&+$10(1(0%.$&! P& $H& &) $#* &MB#$%& EO

NMH,0*0")&0%J,&4)&-0,0)1%,21%)2&6+41&64%$"2%&2%&0)9

“+&1,$51/-12/1P,> #%!DIJGXELR, ) T#?& 11 +1#+#$#.$#+&1$017815)&1$6&!+5>7&710(1(0%.$&!$&,$,1071&7&11.)70, !
IN&+$7&, H+1B.+.1.1D1&,) T#?&1128%60MH+1073 +#, $H#0+. %, 5& E!.+11=70#1&11,0>&!18$ #9610+ $6&I0=H+H#0+!
0(1=6/#)#.+,10+$&,$! 78, $7#)$HOKO&! $51/1. 51#$&11(0%.$8&I$&,$,10*87!.|BU+$6!=&7THOL! .+ 11#1&+$H(#&1!
GGG!=6/#)#.+,]M60!6.11071&7&11al07!>07&!$&,$,| 15 7#+31$6#, I$#>801"6&, &I=6/ #)#.+,IME&T&!)0+$.)$&1I*4.!

&> #%! +11#+(07>&110(1$68)&+$7&,1=06.+1$0! 7& S TH)$I$&, $#+31 2/ 7T&V/SH# T #+31 2HMBRIHI!. % %! (5$57&!
(0%.$&1$8,$,0!"6&/IM&T7&!.%,0134#*&+$6&!0==07$5+#%$/1$0!=70*#1&!(&&1?.)ROV +%/IKY!=6/ #)#.+,17& =0+1&1-!
KZI0(IMB0>!1#11+0$!16.*&! . +1#, 5&IMHSEI$E&, $178&,$7#)$#0+! +11ZIME0I*0#)&11)0+)&7+,1(071=.7$#)5%.7!= $#&+$!
3705=,-1#+)%514#+31$60,&! MEBB6#.) 1#,&.,&-13., $7H#)12/=.,,107!,&*&T&! +0T&N#.-| +11#>>H#37 +$,1(70>!
)O5+$7#8&,IMB&T7 &I (0%#)! . )#11 (07 $H#(#). $#0+110&, 1+0$!$.R&!=%.)&O! P$I#, | 1#((#)5%$!$01>. R&!., 5>=$#0+,1?.,&11C
$64,10#>HS& LI #+(07>.$H0+N BOMEF&T-1>0,$! =6/ #)#.+,17&,=0+1#+31$0! $64RITEI6&! 6.+3&,!$0! (0%.$&!
$&,$1071&7#+3IM&7&!.==70=PH#.$&0 !
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F0200%)&10%J,&4)&-0,0)1%,21%)2&6+41&64%$"2%&2%,20)9

“+&! 45,$7.%#.+851/! 7&=07$& 1 #PHAB=AE 7, =&) $H#* &, | OHL# #+*&,$>&+F! (70> =57%#)%/! (5+1&1!=.$60%03/!

$&, B0 19# #+*&,$>&+$I0(1#$.>#+[GI8(0%.$&!M.,!5,&11$0!,6.=&1$6&! 1&?.$&! . +11$6&! (075>IM., I#+(07>&1!

211 1,$8>.$#)! T8&#&M1 0(1 [GI8(0%.$&! =.$60%03/! $& $! &((&)SH*&+&,,! +11 &N=&7$! $& $#>0+/01 "6&! (075>!
)0+,#,$&110(IGJ 1= 7$#)#=.+$,M6.%(IM&7 &!>&+!.+11.3&,17.+3& LI (7TIBONY&. 7,016 & #S#HA &+, #1 &+H#(H& 1!
HD)7#$&7#.1 $6&/! 1&&>&1! .| #>=07$.+$! $0! #+(07>! $6&! =7#07#$#,.$#0+! 0(! =0$&+3#.%! $&,$! 1# #+*&,$>&+FO!"
3&+&7.%10=#+#0+,178&%.$#+31$0!$6 &, &!) 7#$&T#.1.7&!,5>>. 7#, & 1'2RYGVED 141) 0>=. 7#,0+!0(!1$6 &) 7#$& 7#.!
1&*#,&11?2/1$6&)#S#A&+!(075>!.+11$60,&!1&*#,&11?/1.+I&N=&7$!3705=IM.,!>.1&0O!"6&7&!M.,")0+,#1&7.7%&!
)06&78&+)&!I?&IMEE+!$6&!1!13705=,0!"6&!>.e07!1#((&7&+)&, ?&#+31$6.$!1$6&! ) #S#Hd &+, 1#11+0$)0+ #1& 7! &V5#S/
#,,5&,-1 M6#%,$! $6&! &NSK3705=! 1#1! +0$! )0+, #1&7! $6&!)0,$! O(! $6&! ,0)#.%! .+1! &>0$#0+.%! #>=.)$! O(!

1# #+*&,$>&+510+15,&7,!.+1!,0)#&$f8

B2'0$DK  /&H$L. \)7$:.7$ 9&'($.),1)%:'&$:'2)-$$6%$-)'67,:8&218&)&,)'1F,:6)&+$) 7:','&" 2&' 1) F)
7,8$18'20)&$.8)-'1($.&6$1&))

Citizen criteria Opinions expressed

Cost of test Participants agreed that the cost of the test was a central point to conside
disgnvestmenEmphasis was placed on high cost per preiteditite emphasis ¢
cost by volume. Overall cosawaspetus for action.

Potential benefit High potential for benefit was considered asftorthigdequal valueas
generally givéor qualityflifeand extension of [ifee possibilitytef exclusion
was expressedhere the condition is related to lifestyle choices.

Costs tthecommunity of| Attention was given to the ongoing cost to the community of dbmanoiathoog
not testing to the health system and emotional cost to individuals.and family)

Public good Public good was frequémityitised over individual benefit in many of the arg
raised by participants.

Alternatives to testing | The participants agreed that having alternatives to testing was an importa
One member suggesting thappéive treatmenay be a solution.

Disease severity The severityf the itiess played a crucial rgpaiticipanfainderstanding of whet
a test should be funded.
Accuracy Accuracy wascluded asne 64 primary criteria to consideligovestment

decisionbut was rarely considered in isdtatiothe other criteria.

P 11#$#0+ $0&*&%00=#+3! .| &$10(1) 7#S&7#.1 78&% .$#+3!$0! 1# #+*&,$>& BRI $Z W) #=.+$1#,)5,,&1!
$6&!+.$5&!0(!. 1 1# #+*&,$>&+$!=70)& O!"6&!.5$607,! +OSRI $6.$! ,0>& | =. 7$#)#=.+3V5&,$#0& L M6 & $6& 7!
=0%#)/>.R&7,'6.1%56&!.5$607#$/1$0!>.R&! $6 &) &#+#).%! 1&)# #0+,!07'M6&$6& 7! $6&! 7&,=0+,#2#%0#$/!,605%1!%0#
M#$6! 3&+&7.%! =7.)$#SHOGEHO6&T! ,5==078&/! .! ,&$! 35#1&%#+&Y! >0+#$07&1! $670536! .51#$#+30!
C533&,$#0+,! 7&3.71#+3! =0$&HMA.Y O(! 1# #+*&, $#+3H)%51& B36$& B5#1&%0#+&,! 07! 1&,)7#=$07,! (07!
A>#+#,$&TH#+31$6 &I S&E+3IM#$6!8.15). $#0+! T &.$>&+$!,$7.$&3#&,!1$6.$IM05%1 . *0#11$6&!+&&11$0!$&,$0
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B2"0$DV  /+2:2%&$:'.&'%.),F)'1%03-$-).&3-'$.)F,).,%'20)"..3%. )
Author, Population; Design; followp; Aim of study Results
year; sample size | setting; mandatory
country fortification
Ismail RBCfolate Pretestpostteststudy | RevieviRBCfolate tests 111 physicians were
2019% requests (case series)O ordered over a-ionth identified as ordering "
Canada (inpatients an¢ months; London Heal| period (Oct 2@Mar 2017 tests and were contact
outpatients) | Sciences Centre and| and implement a quality| 38 responded (34 with
from 2 centreg JosephOs Healthcare improvement initiative to] major concerns and 4
from Oct 2005 London; Yes reduce test numbers. with concerns for patig
Apr 2018; n = The initiative included | groups such as those
3,299 identifying physicians wh with coeliac disease,
had ordered "5 folate teg gastric bypass, severe
in the previous 18 month anorexia, or immigrant
and providing them with | from countries without
education (Over ema”) a folic acid fortification).
informing them of the
institutionOs intention to
testing moving forward.
Physicians were gitten
opportunity to provide th
feedback on this.
Street Random Case study; NA, To describe the use of a| Citizens identified 7
20135, sample of academic institution; | deliberative forum to criteria of importance:
Australia participants | Yes explore citizenOs cost of the test; potent
drawn from a perspectives on impact on individual
statewide disinvestment of patholo} health/capacity to beng
survey by an tests, using folate and B| potential cost to societ
independent testing as an example. | public good; alternativs
recruitment to testing; severity of t
company; n = condition; accuracy of
10 test. (Their perspective
on these are describeq
more detail in
Tablelf.
Citizens also questiong
the OauthorityO of
policymakers to make
disinvestment decisiory
Abbreviations

NA= not applicabRBC= red blood cell

H"7"® J/E&+5)&'5-+&4$5))09

"6&7&IM&T& $51#&, | #1&+BHI$6.81#,)5, &1 1073.+#, $#0+.%!#, 5&7 &% . $#$B>&$601,$0! 78, $ 745!
7815)8 (0%.$8! $&, $HLEGE (1"6&1)6.7.)$&TH,$#),1 +11> #+] (#+1#+3,10(1 $68,&! $51#&,1 .78 T&=0TS&IL! #+
I"#$%68> CP$!,605%1! 28! +0$& 1! HAGHHBE! $51#&1#,)5,, &1160M 78, $7H#)$HOSD(0%. S&-, $#+BI&T&
#>=%&>&+$BT!)05%1! 2&! #>=%8>8+$80+&! 0(! $6&! ,$51#&ZR=07$&BOM!=6/ #)#.+,! MOSUL.R &!.!
)Yott+#) 24.3+0,#,10(1 (0%.$&! 1&FH)HEHN0%.$&! $& $#+3IM., 1 +0$! * #96MY%6&! $51#&.,|$6 B>=%8>&+$&1!
78, $TH)SHO+, +ODRIB!, *#+3, 1S01S68H#7 -+ SHSSHFEM. $#+31$0!(0%. S I SEABMER & T$6&.1)0,$#>=06#). $#0+,
0(5,#+30$6& 7198, $, H+1%6#8&510(1(0%. $&IFRBOER+OMBA, 178, 5%$-1$6&1073.+#, $HOMEY6H). $#0+,1(07!
)Vott+#).%1%.207. $0THE, 1$6.$1> /I6SBEL T (07>]. +1#+)7&.,&11+5>2&710(10$6&7!$&HH, %6, 015+R+0ME
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C77:,7:28$1$..),F)&$.8'15) ))
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Author, year; country

Population; sample size

Design; follovwup; setting;
mandatory fortification

Aim of studyIntervention

Results

Conclusions

Alkhaldy 20Z0Saudi
Arabia

Serum folate requests
single centre fraon
201&Jun 2019 = 614

Retrospectiwhart review
NR Aseer Central Hospit
Yes (flour)

Analyse the clinical
appropriateness of orde
serum folate tesi¢A

Most common indication
(where reported) for test
was anaem{al%) Types
ofanaemiavere microcyti
(63.5% normocyt{83%)
andmacrocyti@.2%.
Concurrent tests = serur
B12 88% and serum
ferritir(83%)

Low serum folat@s
observed in 2.8% of cas
brate of low folate was N
between anaemic and-n
anaemic patients

Criteria for serum folate
testing were not met in
approximately 50% of th
tests performed.

Bundling of tests
(presumably to save tim
diagnosis and multiple
blood extractions) occur
however, it I3appropriate]
to order multiple tests
without considering
aetiology of anaemia.
Multiple tests increase ¢
and time lost.

Education and laborator
protocols (such as stora
of samples) could reduc
unnecessary folate test

requests.
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Author, year; country

Population; sample size

Design; follovwup; setting;
mandatory fortification

Aim of studyIntervention

Results

Conclusions

Gudgeon 20B5Canada

RBCrolate request$3
centre froml JarEB1Dec
2010n = 2,563

Retrospectiwhart review
NR 3 academic hospitalg
(Toronto General Hospit
Toronto Western Hospit:
Princess Mgaret
Hospital)¥es

Review inpatients with
folate deficiency to
determine the indication
testing angetiology of
deficiengyNA

42,563 (0.16%) of tests
were folate deficient (<2
nmol/[<112 n§12ng/rl
Of thet patients with fola]
deficiencyne test result
was considered an error
and thaetiologpf the
remainingi8cluded
alcohol abuge = 1)
malabsorpti@yndromén
= 1)anddecreased oral
intake due to schizophre
(n=1

All 3 patients with folate
deficiency were anaemig
but only 2/3ad elevated
corpuscular volurii®
blood films suggested
megloblastic anaemia.

At a cost ofl8.54 per tes|
$32,14per year could bg
saved at thisstitution if

folate testing wistricted

Sincehe incidencefofate
deficienci inpatients
very lowsignificant cost
savings could be achiev
byrestrictinfplate testing.
Additional savings could
adievedf outpatient
testing was also restricte
Specific circumstances f
folate testingay include
malabsorption and
starvation.

Folate deficiency as an
aetiology @haemiahould
be deemphasised in
Canadian medical trainir
given its very low incider
(in countries where
mandatory fortification
occurs).
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Author, year; country

Population; sample size

Design; follovwup; setting;
mandatory fortification

Aim of studyIntervention

Results

Conclusions

Ismail 2029 Canada

RBCfolaterequests
(inpatients and outpatier]
from 2 centré®mOct

2018Apr208; n = 29

Pretestpostteststudy
(case series)0 months;
Lonan Healthctences
Centre and St JosephOs
Healthcare Longofes

ReviewRBCfolate tests
ordered\er an 18nonth
periodOct 201BMar
2017 and implemeat
quality improvement
initiative to rede test
numbers.

The initiative included
identifyinghysicianaho
had orderé® folate tests
in the previous 18 month
and providg them with
education (over emdibis
included informat@mnthe
low incidence of folate
deficienciy the previous
months artthe instituti@n
intention to limit testing
moving forwarchyBicians
weregiven the opportunit]
to providéeedbackl hree
months latentroduction g
a popupwithirthe
computerisaedstordeing
systenstatingpiochemist
approval was requifed
folate testirtgok place

Initial retrospective chart
review identified O caseg
folate deficiency from thg
3,019 tests orderedthe
18month period
111physicismwere
identified as orderirtg "
tests and were emailed
educatiar38 responded
(34 with no major conce
and 4 with concerns for
patient groups such as
those with coeliac diseas
gastric bypass, severe
anorexigor immigrants
from countries without fg
acid fortification).

The number of tests pos
education was 255 (non
which identified folate

deficiency) and the num
of tests pogopup was 25
(2 of whicimdicated folate
deficiency according to {
testing siteOs reference
interval but natcording tg
WHOOs definition).

Overalthemeamumber
of tests per month-pre
intervention wa68 (20
SD). This was significan
reduced to 1283D) after
physician education
(p<0.01) and further
reduced to 3 (2 Shea
introduction of the
biochemist approval
process (p0.01).

Monthly costs of testing
reduced by 95w@ilowing

the implementation oéth

centresO intervention. E
taking into consideration
increased cost associate
with moving testingsa#.
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Author, year; country

Population; sample size

Design; follovwup; setting;
mandatory fortification

Aim of studyIntervention

Results

Conclusions

MacMillan 20#8Canada

RBCfolate teststa large
academic healthcare
networkrom Jan 20fDec
2016

n=21,402ests

Pretestpostteststudy
(case seriegptal
reduction in test number
wasestimated for 43
monthpost
implementationtloé
interventiofgrge acasmic
healthcare network in
Toronto, Candées

The ability to reque&C
testingvas restricted the
computerised physician
order entiyart of an
electronic heat#rordo
cliniciagiin
gastroenterology and
haematolognd was
removed from other
physiciarf@omputerised
order entry screen in Jut
2013Clinicians who wers
not specialist in
haematology or
gastroenterology could
requesRBCfolate
paper requisition or
telephone call to the
laboratory.

In the prntervention
perio7/20,2140.28%) o
RBCrolate tests met the
crite@d for deficiency
compared with 6/1,188
(0.51%postintervention.
Assuming a stable rate ¢
RBCrolate deficienoyer
time this suggest thab1l.
cases per monthRBC
deficiency were possibly,
missed due to the
interventigassuminthe
test is arrectRBCfolate
testnumberdecreased by
94.4% from a mean of
4930 (SD 48.0) tests pel
month before the
intervention &Y.6(SD
10.3) test per month aftg

the interventigm<0.001)

RestrictinBBCfolate test
resilted in a large and
sustained reductioRBC
folate testing with signifi
cost savingand without
significant clinical impac
the diagnoskBC
deficiency.
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Author, year; country

Population; sample size

Design; follovwup; setting;
mandatory fortification

Aim of studyIntervention

Results

Conclusions

MohammeAli 2027,
Canada

RBCand serum folate tes
from6 family medicine un
fromSept 20EBept 204,
n = NR (study looked at
multiple tesandthe
number of ldetests was
not reportéd

Pretestpostteststudy
(case serieg) months
postimplementatioi the
interventigl family
medicine unjtées

To improveestutilisation
by6 family medicine unit
byrevisngstandard
laboratory requisition
requests

Historical laboratory
requisitions were reviewg
andmodified bysteering
committeef damily
medicine physicians
laboratory medicine
specialists and a quality
improvement specialist.
Decisions were made by
consensud.ests were
removed from the
requisition if there was
evidence in the literature
overusgf they were
outdatedr if there was
consensus that they wer
infrequently needed in a
family practicBestghat
were removed from the
requisitioremained
orderable by longhéoth
serum anBBCtests were
removedPutpatient
monthly laboratory test
volumesof 20 tests were
extracted. The volume o
tests preand 6 months
postimplementation werg

compared.

A significant reductiotinén
volume of folate tests
orderedvas observed
(serum folat87.2%
reductigrp < 0.00RBC
76.8% reductigm<
0.00). The monthly stoof
serum folatesting
dropped by 87.1% and t
monthly cost RBCtesting
dropped bg6.9%

Revision of a family
medicine laboratory
requisitiowas an effectivg
strategy to decrease

unnecessalBQesing,
resulting isignificant cost|
savings
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Yilmaz 2016 Turkey

FolatdtypeNR)and other
tests fromtaaining and
research hospital in Turk

n=NR

Pretestpod-teststudy
(case seriespne year
followup;training and
research hospjtadhknown

To define and process
strategies tationalise
laboratory usedrraining
and research hospital ar
calculate ¢hpotential
savings in costs.

A reviewf how various
laboratory tests were us
and whether thaese was
appropriate according to
guietlines diteratureA
systematitteratureeviev
was also performed to
identify strategiesed to
improvéaboratory
efficiencyl hebarriers
which could block the
process during its
implementatiamd
possible solutions were
discussed by a committeg
Strategies implemented
included:

1) Education of clinicia
aboutvidenckased
practicéhrough
hospital meetings.

2) A laboratory use rep
including test ordere
per patient dicosts
was sertb each
department monthly

3) The computerised te
ordering page was
rearranged est
orderednore than

expectedr misused

In the 12 months followir
implementationtloé
strategies March 2013
theae was &7.7%
reductiom.the number of
folate tests ordered

Hospitabased committeg
thatinclude laboratory
professionals and clinicig
canlead to a standardise
approach to test use thal
can help clinicians
considerably reduce
laboratory cogtgough
appropriate use of
laboratory tests.
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Author, year; country Population; sample size | Design; followup; setting;| Aim of studylntervention| Results Conclusions
mandatory fortification

were placed on the
second page.

4} The use of test pane
was forbidden.

5) Promptingotes were
integrated into the
computerised test
ordering page.

Abbreviations

CRP= Greactive protegGFR= estimateglomerular filtration re®R= eryhrayte sedimentation r&Es= general practition®&\V= mean corptidar volumstA= not applicabMR=
not reporte&BC= red blood ce&lD= standard deviatidt1O= World Health Organization.
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0+!1$6&!14+.9%/,&+%#,$&-1#+1071&7'$0!6&%=!1&$& 7>#+&IH#(1.1= $#&+$!#,1(0%.$& 1 &(#)#&+$O!P$!,605%1!1?&!+0$&!
#,1>07&!1&N=&+ #*&!$6.+!,&75>1.+1!A[B!(0%.$&!$&,$,0

SQHT  T.))+&)(+A/21:+)/)*.-61.22+(*.)/51U*)B!, +-.)/1)/2)*> !

95&1$0! $6&! = 5)#$/10(1 1.$.1 0+ $6&! 1#.3+0,$#)! .))57.)/10(! (0%.$&! $&,$#+31 .+11.1 7&=07$&1! (#%57&! 0(! $&.$!
78,5%8$, $Bb=)$! > +.38>8+$ | 1&)# #0+:1.1(07>.%! ., &, >&+$! 0(! =.$#8&+$! 05$)0>&, | 7&,5%SH{B0>! .!
)6.+3&H#+!> +.38>8+$! 15&1$0!(0%.$&IS8, $}EY11+0$1 2815+ 1&7%$.R&+OILOME*& HISOEH). $#06(1$68!
H+$ET*EASHO+! +11)0>=.7.807!0+! = $#&+$! 05$)0>&,16.,1 28&&+1)0+ #1&7&1! +11.7&1 1#,)5,,&11 6&7&O! P$! #,!
#>=07$.+$! $0! +0$&! $6.5! M6#%&! $6&! 270.11 #>=0%#) $#0+,1 0(! &.)6! 05$)0>&! 6.*&! 2&&+! 1#,)5,,&1-1 #$! #,! +0$!
=0, #?%&!$0! V5. +$#(/1 $6&! 78%.$#*&!1 7.$#0! 0(HBREMB5%01! (.%%!#+$0!&.)613705="1 $6 8 BELI 7&Y. $#*&!
(8B ALI&((&)SH*&+&,,1 0(1 $6&! #+$&T*&+SH#0+! +11)0>=.7.$07!).++0$! 2&! ., &, &10! "6&! WHEA)&, | #+!
==70.)6128SMEEHS6&IH+$&T*&+$HO+1.+11)0>=.7.$071.7&! 5>>. 7#, & 11HE%EC @ !
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B2'0$)DY) Z$.%:7&1),F) &$2&6$1&.)277:,2%+$.)F,) 1&$:($1&',1)21-)%,672:28&,:).&:2&$5'$.)F.2)
728'$18.)'1-'%28%-)F ,:)2)F,02&$)8&9 &

Treatment Interventiobfolate testing and management Folic acidsupplementation
dependent on results without prior testing
Folic acid Patients with a trueifdas or false ptige test resalt | All patients
supplement
Nofolic acid Patients with a true negative onégsativéest result| No patierts
supplement
Notes

a= change in management data indicate not all patientgiwethesydobieceive a supplembént actual rates of
supplementatiarthis group are not known

HK"@'$B+*/=*+'5-+LBH48*$*) S+E$
B:3$)7,.'&'($. )

U+187!$6&IH+$&T*EASHO+ $7.$&3/-1= SHE+S, H1&+SH(HEL!.,16 #+31.1(0%.$&I L&(H)H&+)/IM05%11?&!=70*#1& 1M
1 (0%#)!.JH15==06&>&+$! . +1IM05%1!$68&7&(07&! 78)&#*&I $68! 2&HQUAR) Q@15 ==06&>&+$.$#0+! +112&!
&N=0,&1!$0!$6&!.,, 0)#.$&117#,R, OILOM&*&7-IM&I+0$&I$6. $I$681)6.+3&HHH+!> +.38>8+$! 5338, $,1$6.$-18&+!
MES6! .| )%6tt+#).%! | 5,=#)#0+! 0(! (0%.$&! 1&(#H)#&+)/ $0! M.77.+$! .1 $&,$! .+11 .1 52 &V5&+$! 7& 5% #+1#).$
1&(H)HE&H)/-10+%/1rad]!0(1=. $H#&+S, 17 &) &H#*&).) 5==06&>EEO

J440)("?0%0"*&4E6")*#)*A-336010%(#("&%0

P+! $6&BH?7 &% Y &*#&M[D! DIJIJE ! (05+1! 6#3@ 07! >01&7.$&V/5.%#HAB" B &*#1&+)&$6.$!(0%#)! .)#1
,5==%&&+$.$#0+IM.,!.,,0)#.$&1IM#FS6!.1+5>2&710(#>=70*&1!6&.%$6!053) 0>&#H%51#+437 &1 5)$#0+ S

R7>#+.$#0415&!$0!(0&$.%!.2+07>. %HEHRAIOIX-1Xa]!BPUOGalDaHE

> &3.9%07%.,$#)!.+.&>H#AAIJON-1Xa]!BP! JOGZ-IJOZ\E
+&57.%!$5?&!1&(&MAIJOKK-!Xa]!BPIOGY-IJOVE

) .71#0*.)5%.711#,&.,&!D.>0+3!=.$#8&+$,M#SHERN#, $##3#,&.,&BEDAAIOX-IXa] 'BPIOXJI-IJOXXE
W& T7ISONH)#S/\D=.$#&+F,17 &) &#*#+3!1>&S$6 0PANIERE ' Xa]'BPIIOGG-IJAK\E
3&,$.$#0+.%!6/=& 7$&+,#0+83F&>=#.|DAA! JO\I-1 Xa]'BP! JOZZ-1JOYXE

L.>#%$0+198=7&#O0+IA $#+T).%&,)07& DAAJOIG-Xa)BPI0JJ-1J0aGE
I"F*&4* A&6"#)*A-3360100%(#("&Ib*

4,118&,)7T#?8&115+1&1, .(&$/10(1(0%#)!.)HI5==06&>&+$.$H#EBEN6*20 4% DED!
N20.$)7,.&($. )

Q.$H&+$,1 #+)0778)$%/! 1#.3+0,&11 .1 284#+3! (0%.$&! 1&(#H)#E&+S! MO5%1! 2&! &N=0,&1! $0! KO, RHO(!
5==06&>&+$.$H#0+11&,) 7T#?8&11.200&
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B:3$)1$52&'($. )
Q.$#E&+$,1)077&)SV0/H1&+SHH&L!. 1+0$16.*4+31(0%.$&IL&(#)#&+)IMO5% 1! *0#115++8&)&,,.7/! 5==%&b&+$.$#0+O
N20.$)1$52&'($.)

Q.$HEAS,1#+)0778) S/ H1&+SH(H&L! .1 6.4#+31+07>.%! (0%.$&! %&*&Y%,! > /| GN=& TH#&+)& .| 1&%. AN #.3+0 #,
>/ 140$17&11#.3+0,&1L+1! .7&! 576&)$I$B6&..,,0)#.$&117#,R,10(1)0+$#+5&11(0%.$&I L&(#)#&+)/O!

[#(+ #6*/" (&, -*&A*4&6H#(0*T04")"0%0)-
WO! $51#8 #+*8, $#3.$#+31868=.)$!10(1.! 1&%./&11#.3+0,#,1071+.$57.%!6#,$07/10(! (0%.$&! 1&(#)HE&TA!
HE+SH(#&LO
LOME*&7H$I#,18,$.2%#, 681 1$098. 58! 1848 +)1#, 1., 0)#.$&1IM#S$6! & 7#05,168.96$04 L#$HOH S
¥ 0%.$8&! 1&EHR)! %&. 1, $0!+! #+)7&.,&! #+] $6&H, R 0(! +&57.%! $5?2&! 18(&)$$6&!5,&! 0(1=7&
)0+)&=$#0+5==06&>&+$,1).+17&15)&I$6#7H,R1?2/1Z YI] O I
¥ U+$78.$81006.$811&(H)H&OHE. 1,1$0:&3.9607%. $HF . &>H#. 1.+11=.+)/$0=&+#. O* 1!
¥ :0%.$&H, IR+OM+I$01%0M&71=%. ,>.160>0)/, $&iMBH)6 1, |, 0)#.$&1IMHSHI7 1#0*.,)5%. 711#,&.,&!
+11,$70R&Y0 |
#K'@'R-G;&/&'-IL$ 80;;4*G*+'&'5-+$N5'.-0'$;/5-/$B-4&*$*)'5+Ep

U+1&7!$6&!)0>=.7.07! .| 1&(#+&1! (07! $6#,! L"4-1 #$! #,) ., 5>&1! .%%! = $#&+$,] M#$S6! . ,5,=#)#0+1 0(! (0%.$&!
1&(#)#&+)/| MO5%1! 2&! 7&)0>>&+1&1!1 $0! $.R&! .| 5==%&AGOME*&A +0! &*#18&+)&! M., #1&+$H#(#81! $6.9!
&N=9%07&11$6&! %H#RE&Y6#6001!0(1$6#,10))577#+31#+!)Vott+#) SB=EH$H)RC.! 533&,$,1>0,$! =.$#8&+$,!
78&(&77&11(071.1(0%.$&1$&, $IM#%6%6!6.*&1+07>.%! (096 GRIREERGOR! &= $#&+$, 1> /17&1=7&,) TH?&(0%H)!
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27) X*$%*+08 )

"6&I> #+1 #>10(1$6#, IL"417&=07$IM. I$01 18$&7>H+&I$6&! 2&+&(#$,1.+116.7>,10(1(0%.$&!$&, $#+3I=7H#071$0! (0%+#)!
JHL! 5==08>&+$.$HO+ #+] +1 . [>=$0>.$#)! 38&+&7.%! =0=5% $#DM#+! = $#&+$,| MH#S6! ,5,=8)$&1! (0%.$&!
1&HHEAM)0>=.7811$0! 5==06&>&+$.$HO+ MHS605$! =7#07! (0%.$&! $& $#+30! P+ 11#$#0+-1$6&! &$6#).%!%&3
JO)#.%#, 58,1, 0)#.$&1IMHS6!(0%. $&!S&, $#+3].+ LIS6&I(H+.+)H#. % H>=06#) $#0+,10(| TRAOS&RR B+ 3IM&7&!
&N.>#+&10!"68l 1$/=8.,10(! (0%.$&! $&.,$,! &*.%5.$& 1! M&T&! ,&75>1 A[H 1(0%.$&-!.,!$6&,8!.7&1)577&+$%/!
7&4#>757,&112/1> +1.$07/168.%$6 1+ 57 +)&#+ICMH#$A&7%.+10

WO!1#78)$! &*#18+)&10+! (0%.$&! $&, $#+3IM., | #1&+SH(H&L-1+&)&, #$.$#+31 1 %6#+RE&1 &*#1& )&V 24696.)60!
$6&7&1#,1.1%.)R10(1 &*#18408&! (0%.$&! $&, S #+(07> =0%M)R)#, #0 &> R#t+3- M#SEH& 0551.$81,$51/!

O+ $6&NH#.3+0,$#)! ))57.)/ |.+11+0! ,$51#&,! 0+1)6.+3&! #+1 > +.38&>&+$ OB11#+3! $0! $8H+)& 7S #+$/!
783.71#+31 (0%.$&! $&)$7.) ' #,! $6&%.)R! O(! )0+,&+,5,! 7&3.71#+31! )5$D((! *.%5&! $0! 1&(#+&! (0%.$&!
1&(H)H&AM$6&! ()$!$6.586&! .,,&,,>&+$!0(1 (0%.5&! ,$.$5,,&&>,1$0! )6.+3&!#+!7&%.$#0+! $0! $6&! . +.%/$#).%!
=06.$(07>15,84.+11.+1.2,&+)&I0(BQC, +(07>#+31$6&!7&)0>>8+1& 115 &10(/(0%. $&ISE, $#+3 -+ HEAH& 1
=0=5%.$#0+,0

$$HS  A+ALL2+ D) THLIV@CIL 1) 214 +-)/1)/2)*> !

:057IL"417&=07$,\M&7 &!#1 &+$#(#&11?/137 &/'%#$&T7.$57&!,&.7)6&, .+ 11=&I[Po#B-+.1.1.+110+&!(70>!
45,87.%#.0! "6&! >0,$! 7&)&+$! O(! $6&,&-! =5?%#,6&1! #+! 1J1I! ?/! $6&! B.+.1#.+! 43&+)/! (07! 9753,! .+1!
"&)6+0%03#&, 1#+!L&.%$6!DBAHLE, | +15=1 $&!I0(1$6&#7!1IGa! 7&=20TF+! (0%.$&!$&, $#+30!4+0$6& 7! 7&)&+$
B.+.1#.+ IL"4-1=52%#,6& 11#+!1J1J-1#,1?/1$6 & W .$#0+PA $HSTBRN) &% %0 & +) & #+!L&.%$6!.+1!C0)#.%!C)#&+)&!
DPWW'CEE+!&7/$670)/$&!(0%.$&.!.,,./0!"6845,$7.%0#.4& 1#).%!C&T*#)&,!41*#,07/1BO>>#$$&&!D;CABE!
=57%#,681! $6&#7!;&1#).%! [&+&(#$,! C)6&15%&! D;[CE! 7&*#&M! 0(! (0%.$&! $&,$#¥F 4 VEIOZH ?/! $6&!
T+$.7#0!L.&.%$6!"&)6+0%03/141*#,07/!BO>>#$$&&!DL"4BB.+.1. E!=5?%#,6&1!1#+!1JGK.,11&,)7#?&1!
#+1$6&!.20*&IL"4,1?758!)05%1!+0$! ?&!.))&,, &1 #$1#,1.%,0! +0$!)%&. 7! #(1$6#,1#, .+ 16&IN L"4,| M6#)6!
)05%1!1?7&7 &$7#&*&11.7&!,5>>. 7#,&11?&%DMS

¥ /CZBA) ;IJIl ])IIDU>SB&!1IGa! A.=#1! A& =0+ & A&=07$! 7&*#&M&1! 20$6!1.$.2.,&! .+1137&/!
YH$&T $57&I& #18&+)&)(70>1@.+5.7/1GJI$0!@5+&1IGa0!"6&!IJINIL 4!, &.7)6!1.$&, IM&T&I@.+5.7/!
1JGal$0!:&275.7/11J1IDMHS6!, $51#&. #18+$#(#& 1 #+1$6&!1]Gal78&=07$!&N)BELEIEDM. !
5+. 2068 IS0 1&+SH(/. +/17 &Y% 8> +$1%H#$8T $57&I7&3. 7 1#+31$6&11#.3+0,$#)1.))57.)/-) Yot +#) IR SHY6H#$/107
&((&)$H#*8+&.,,10(!,&75>1(0%.$&IB&, $#+31#+1=80=9%&!,5,=8)$&110(! (0%.$&! L&(#)#&+)/O1"6 &I 7&*#&M! %,
(H%&1! $0! #1&+$H(/! +)' &*#1&%)&1! BQ c,! 0+! $6&! 5,&! 0(! ,&75>! (0%.$&! $& $#+30! BAY"L!
)0+)%51&11$6.$I#+$6&1.2,8&+)&I0(1&*H#18&+)&-1)0+)%5 #0+,1)05%11+0$12&!17. M+-1.+11$6&!) 7& $#0+10(!
35#18%#+&,IM.,1=78)%5¥&1D
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¥ XEE8==);1J1J>S) 4113131 7&=07$!2/| PWW'CCL. &, &1 $6&1)%#+#).%! 5$HY AR 0((0%.$&! $&,$#+30!
9.$.2.,& M&7&! &.7)6&1! (70>! @.+5.7/! 1IGa! $0! @.+5.7/! LIGX! (07! 78%&* +$! ,$51#&,-! M64#%,$!
&.7)6&,1(07!BQC,|M&7&!)0+15)$&1! (70>!1IGI1$0! @5%/!1IGXO! 41 1&)# #O+IM.,|>. 181 2/1) %6t +#).%!
&N=&7$,-1$.RH#+31#+$01)0+ #1&7 $HO+ $6&! ) H&+SH(H)! & H1BH)BLYBH+#) %! #$5.$H#O+,| TRVEHTE!
>&.,578&>&+$10(A[B 1(0%.8RH#O&OIMMBEZE>I$8, $17&,5%$,!.7&!1.>?#3505,107IMB&+H$H#,,5,=&)$&1!
$6.5178)8+$1+5STHHO+ Y0 I#+$.R&I>./17&1>, R#+3RLQ(IIBE+! & 755158, $#+31.960+&I#, 15, 814!
5)6-1 #$! M.,| 78)0>>&+1&1! $6.$! $6&! .2#%#S/! $0! 071&7! $6#,! +.%/ #,! 2/l >&.+,1 0(! .| ,=&)#.%!
=78,)TH=SHO+ 07! ,6#=>&+$! 05$ #1&! T5&?&)! ,605%1! ?&! R&=$0! "6&! 7&=07$! 1#1! +0$! 1#,)5,,! $6&!
1#.3+0,$#)!.))57.)/10(1$68!$8,$O !

¥ *=C/);lJDT>S) "6#,17&*#&M!,&.7)6&1170$6!1.$.2. &1 .+1137&/1%#$&7.$57&! (70> @.+5.7/113J11$0!
@5+&!1IGKI$0! 1&$&7>#+&IS6&! ==T0=T#.$&I#+1#).$#0+,(07!(0%.$&! $& $#+3-1#(1(0%.$&I $&, B#+31#>="
6&.%%$6! 05$)0>&,-1 $6&! 7#,R,86.7>,10(! (0%.$&! $&, $#+3! +11 #(1 $&,$! V5. %6 $/! * To&H BRINA+3
=06.$(07>,0!:CAB!)0+)%51&1!$6.$!(&MI35#1&%6#+&, 17&)0>>&+1#+3!(0%. $&1$&, $#+3IM& TRIHL &+ $H#(#& 1
$68l 1$6.$IM&78-10+&!7&)0>>&+1&11(0%.$&1$&, $#+31.,1=.7$10(112. #)118>&+$#.1,) T&&+#+31=70)&, !
4113681 0$687! 1#11 +0$! 78&)0>>&+1! (0%.$EHBIH+! )6 70+#)! (.$#3588>/.%3#)! &+)&=6.960>/8I6#S$#,!
= $H&+S$,I5+90&.,,1.1(5%%!?%001!)05+$!.+11;B<!, 60M&1!>.)70)/$0 #,0!"6&! 7&*#&M!)0+)%51& 11$687&!
M.,! +0! =70,=&)$#*&! &*#18&+)&! 7&3.71#+3! $6&! \Vo#+#).%! SSHYHS/ O(! (0%.$&! $& $#+3! #+] +/1 = B
=0=5%.$#0+1071& #1 &+ T 1#+31$6&!7#,R,86.7>,10(1(0%.$E&!$&, $#+30[.,&110+=007!8*#18&+)&-1$6&!
5$607,1.%,01)0+)%51&11$6.$!,&75>1(0%.$&!.==&.7,1$6&! 2&,$!$&, $10=$#0+M#$6!7&3.71,!$0!)0,$!.+1!
)Yott+#). %1 #+(07>.$#0+O1 41 1#$H#0+. %%/ 3#*8+1 $6&! &N)&=$H0+.%%/! %OM! 5SHI B SHOR-EBRS ! (0%.$&!
)0,$.1.,,0)#.$&1IMH#S6!$68>1. 7&IGN)&, #*8!

&7 %%-1$6&! (H+1#+3,10(1$6&, &I &N#, $#+31L"4,1. 781)0+ #,$8&+$IM#S6!$60,810(1$6&!)5778&+$! 7&=07$01"6&7&!#
%.)RIO(I&*#18+)&).* #%.2%&I$01 18 S8 7 >H ELBHBA*&+&, ). +11,.(&$/10((0%.$&I$&, $4+30

$BHT AR

P0102"204),&46&2NP¥B34,20*& " */+"*H& 9%610-%)*Y&

"6&!> #+1%#>#S. $H0+IF0!$6&! & H1EAFE. PES!#,1?.,&110+10+& 851/ 1$6.$!5,&1!1.17.1#0.,,./'! $0'1&$P&7>#+&!

A[B! (0%.$&! M6#)6,! 7&=07$&1%0! %0+3&7! 5,& PV | )%#+#).%!707.$07#&,! $01.D=&7,8. %! )0>>&+3$-!
6.&>.90%03#,$B "65,-1 $6&! 7&,5%3%,! (70>1$6#,! ,$51/!.7&! 5+%#R&Y%0/! $0! ?&! 7&=7&,&+$.$#*&! 0(1 $6&! .))57.)/1O(!
(0%.$&!$&,$#+310))577#+31#+ICM#SA& 7% .+ DERBL/D ML 1.1 >0,$%/!5+)%&ZBA6#367#,RI0(1?#.,115&!$0!
$6&!=.5)#$/10(17&=07$#+3IM#$6#+1$6&D,$51/

P0102"204),&46& 28N5)9%&0)&1")"9%1%)2 &610-%)* Y&

"6&T&I #,1 5+)&T7$.#+$/1 7&3.T1#+31 $6&! .==%#). BOVEEM CM#,,! =0=5%.$HIH+$6& ,$51#&! 7&=07$#+3! 0+!
>.+.38>8+$! 1&)#,#0+!(0%%60M#+3! (0%, $&! SE=SHHY5%.7%/! MH#$6! 78,=&)$! SRBGE$.38!10(! =.$#&+$,!
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$6.$!.7&!1#.3+0,&11.,1 (0%.$&! 1&(#)#&+$-HIO( $6&Y! $51#8&! M&T&(70>1)05+$7#8&, | M#$6! >.+1.$07/! (0%+#)!
VHLI(O7S$H#(#). $HABTBE87>07&-1$6R175>! (0%.$&678&,60%1,15, 8114568 $51#&,1301>. 7R1(0%.$&! 1&H)#E&+)/!
* T#&11(70>1gZOY 1+>(B) | OG + 38>BS0!gGJOY +>FIERY O Y 1+ 38 EIM6#9%6, $ 1 $68IA[BI$67&, 60887 &G Ha!
+38>YBH +>008F#-+! $514&,!.+11Gad +38>%KaG+>0%8EH+! $6&! 0$6&ADDS6&.7! 5+)&7$.#+$/10(1$6&!
$51/1.==0%#). 2H%oH$/178%.$&,1$01$6&!, &$$#+310(| S6 T MBUSB | $51#8,IM&7F0+15)$&11#+1.160,=#$.%!
&SSHHD+EIM., | 2. &LIH+I=T#>.7/1).7&1)%ott+#), +11$681 7&> #+#+3] $51IM., 1I1>#N$57&!060,=#$.%!.+1!
3&+&7.%!=7.)$#$H#0+& T &M5S$. OCACPCI1.$!,60M,!$6.$!>0,$ (0% .$&E., $,1071&7 &% CMHSA& 7% A&
)O1&11.,! 28#+3)% #>819/1%.207.$07#&,0! PS!#,15+)PBRSTMB&T&! >0,$! 0(! $6&,&! 6.*&! 07#3#+ $EIRO30!
07#3#+.%%/) 07187811 2/! 3&+&7.%! =7.)$HSHO+&7! 07! /! 6UGEHS: %, FDI&+S! O(! =.$H#&+S,!$78&.$&1! /!
Z&)H Yok, $t+1 160, =#3.96!, &SSHHARE! 1#((&7&+$! $0!MELBI059%611 0))57! #:+138+8&7.%! =7.)$#)&! &$S$HH-BO
11HSHO+-I MBESBEBHESS,|MO5%11 2&! > +.38 1 1#((&7&+$%/1 2/ CM#,,160,=#$. YBRAEI7 %! =7 ) $H#S$H#0+&7
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B2'0$)J ) L3™$)-282"2.$).$2:%+);'1%$7&'1)&) D)C353.&)1JII> S)=$2:%+)-2&$)DB53.&)IJIl )

#

Query

Results

Folic Acid[majr:noexp] OR Folic Acid Deficiency[majr:noexp] OR Homocysteine[maj
(folate*[ti] OR folic acid*[ti] OR folacin[ti] OR homocysteine[ti] OR methylenetetrahyd
tetrahydrofolate*[ti] OR tetrahydrofolic*[ti] OR vitamin B9[ti] OR folate*[ot] OR folic a
homocysteine[ot] OR methylenetetrahydrofol*[ot] OR tetrahydrofolate*[ot] OR tetrah
vitamin B9J[ot])

39,372

Blood Chemidahalysisimajr:noexp] OR Diagnosis[majr:noexp] OR (analys*[ti] OR an
assay*[ti] OR biomarker*[ti] GRabl@r*[ti] OR blood[ti] OR determin*[ti] OR diagnos*[ti
level[ti] OR levels[ti] OR measur*[ti] OR red cell[ti] OR red celtsf{ijj@Rs&atus*[ti] OR
test*[ti] OR analys*[ot] OR analyz*[ot] OR assay*[ot] OR biomarken&i¢atpOR
blood[ot] OR determin*[ot] OR diagnos*[ot] OR level[ot] OR levels[ot] OR measur*[o
OR red cells[ot] OR serum*[otla@R*dt] OR test*[ot])

4,611,895

Folic Acid/blood[majr:noexp] OR Folic Acid Deficiency/blood[majr:noexp] OR Folic A
Deficiency/diagnosis[majr:noexp] OR Homocysteine/blood[majr:noexp]

8,458

Dietary Supplements[mh:noexp] OR Folic Acid Deficiency[mh:noexp] OR Vitamins[n
(deficien*[all] OR fortifi*[all] OR fortify*[all] OR supplement*[all] OR multivitamin*[ti] C
multivitamin*[ot] OR maitmin*[ti] OR muitamin*[ot] OR vitaiipOR vitamin[ot])

1,151,099

Diagnostic[tiab] OR diagnosis[tiab] OR sensitivity[tiab] OR specificity[tiab] OR positiy
value[tiab] OR negative predictive value[tiab] OR accuracy][tiab]

3,594,366

"Economics"[Mesh:NoExp] OR "Costs and Cost Analysis"[mh] OR "Economics, Nurs
"Economics, Medical"[mh] OR "Economics, Pharmaceutical'[mh] OR "Economics, H
"Economics, Dental"[mh] OR "Fees and Charges"[mh] OR "Budgets"[Hiij)®Budge
economic*[tiab] OR cost[tiab] OR costs[tiab] OR costly[tiab] OR costing[tiab] OR pric
prices[tiab] OR pricing[tiab] OR pharmacoeconomic*[tiab] ORcphamaitfiiab] OR

expenditure[tiab] OR expenditures[tiab] OR expense{pabsedftiab] OR financial[tiab]
finance[tiab] OR finances[tiab] OR financed[tiab] OR "value for money"[tiab] OR "mo
value*'[tiab] OR "models, economic’[mh] OR "economic model*"[tiab] OR "markov ¢
markov(tiab] OR "monte carlo Mjethd®R "monte carlo"[tiab] OR "Decision Theory"[m
"decision tree*"[tiab] OR "decision analy*"[tiab] OR "decision model*"[tiab]

1,369,128

"adverse effects"[subheading] OR complications[subheading] OR drug effects[subhe
safe[tw] OR safety[tw] OR side effect*[tw] OR undesirable effect*[tw]eDe tyeatihshO
tolerability[tw] OR toxicity[tw] OR ADRs[tw] OR (adverse*[tw] AND (effect[tw] OR eff
reaction[tw] OR reactions[tw] OR event[tw] OR events[tw] OR outcome[tw] OR outcga

8,169,568

"Clinical protocols"[MESH] OR "Consensus"[MESH] OR "Consensus development ¢
topic"[MESH] OR "Critical pathways"[MESH] OR "Guidelines as topic" OR "Practice
topic"[MESH] OR "Health planning guidelines"[MESH] OR "ClirfRtdeB¢RESH] OR
"guideline"[pt] OR "practice guideline"[pt] OR "consensus development conference"|
"consensus development conference, NIH"[pt] OR position statement*[tiab] OR polig
statement*[tiab] OR practice parameter*[tiab] OR best prafficttidards[TI] OR
guideline[TI] OR guidelines[TI] OR standards[ot] OR guideline[ot] OR guidelines[ot]
OR standards[cn] OR consensus*[cn] OR recommendat*[cn] OR practice guideline*
treatment guideline*[tiab] OR CPGJ[tiabi3ERabPOR clinical guideline*[tiab] OR guidel
recommendation*[tiab] OR consensus*[tiab] OR ((critical[tiab] OR clinical[tiab] OR p
(path[tiab] OR paths[tiab] OR pathway [tiab] OR pathwaysJ[tiab] OR protocol*[tiab] OF
bulletins[tiab])) OR recommendat*[ti] OR recommendat*[ot] OR (care[tiab] AND (star
path[tiab] OR paths[tiab] OR pathway][tiab] OR pathways[tiab] OR map][tiab] OR may
plan[tiab] OR plans[tiab])) OR (algorithm*[tiab] AND (scré&dhiexstaibation[tiab] OR

test[tiab] OR tested[tiab] OR testing[tiab] OR assessment*[tiab] OR diagnosis[tiab] C

1,465,446
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diagnoses[tiab] OR diagnosed|tiab] OR diagnosing[tiab])) OR (algorithm*[tiab] AND
(pharmacotherap*[tiab] OR chemotherap*[tiab] OR chemotreatment*[tiab] OR therag
treatment*[tiab] OR intervention#tiabl))

9 (#1 AND #2) OR #3 13,667

10 | #4 AND #9 6,098
"systematic"[filter] OR "rap#dysis"[pt] OR "ratalysis as topic"[mh] OR "meta analy*"[t577,993
metanaly*[tw] OR metaanaly*[tw] OR "met analy*"[tw] OR "integrative research"[tiab
review*"[tiab] OR "integrative overview*"[tiab] OR "research integration*"[tiab] OR "r¢
overview*"[tiab] OR "collaborative review*"[tiab] ORiN@obaboriew*"[tiab] OR "systemg
review"[pt] OR "systematic reviews as topic"[mh] OR "systematic review*"[tiab] OR "
assessment*'[tiab] OR "technology overview*"[tiab] OR "technology appraisal*[tiab]
Assessment, Biomedich]'[BiR HTA[tiab] OR HTAs[tiab] OR "comparative efficacy"[tial
"comparative effectiveness"[tiab] OR "outcomes research"[tiab] OR "indirect compar
"Bayesian comparison"[tiab] OR (("indirect treatment"[tiabjre&trantgdab]) AND
comparison*[tiab]) OR Embase*[tiab] OR Cinahl*[tiab] OR "systematic overview*"[tial
"methodological overview*"[tiab] OR "methodologic overview*"[tiab] OR "methodolog

11 OR "methodologic review*"[tiab] OR "quantitative reviewqU#abjattre"overview*"[tiab]
"gquantitative synthes*"[tiab] OR "pooled analy*"[tiab] OR Cochrane[tiab] OR Medline
Pubmed][tiab] OR Medlars[tiab] OR handsearch*[tiab] OR "hand search*<[tiab] OR "n
regression*"[tiab] OR metaregression*[tldaleCfynthes*"[tiab] OR "data extraction"[tial
"data abstraction*'[tiab] OR "mantel haenszel"[tiab] OR petofsabpORr 'fieab] OR
dersimonian[tiab] OR "fixed effect*'[tiab] OR "multiple treatment comparison”[tiab] O
treatment mesmalys*"[tiab] OR "umbrella review*"[tiab] OR (("multiple paramet*"[tiab
("evidence synthesis"[tiab])) OR {faratiet*"[tiab]) AND ("evidence synthesis"[tiab])) ¢
((multiparameter*[tiab]) AND ("evidence synthesis"[tiab])) OR "Cochi@yst Database
Rev"[Journal] OR "health technology assessment winchester, england“[Journal] OR
Technol Assess (Full Rep)"[Journal] OR "Evid Rep Technol Assess (Summ)“[Journa
Technol Assess Health Care"[Journal] OR "GMS Health Technolrfads@ss"Health
Technol Assess (Rockv)"[Journal] OR "Health Technol Assess®Rep"[Journal]

12 | #10 AND #11 365

13 | #5 AND #9 1,498

14 | #6 AND #9 244

15 | #7 AND #9 3,757

16 | #8 AND #9 344

17 | #12 OR #13 OR #14 OR #15 OR #16 5,429

18 | Animals[MESH] 25,661,761

19 | Humans[MESH] 20,632,022

20 | #18 NOT (#18 AND #19) 5,023,739

21 | Editorial[pt] 612,980

22 | Letter[pt] 1,188,089

23 | News|pt] 213,436

24 | Congress[pt] 82,174

25 | #21 OR #22 OR #23 OR #24 2,091,890

26 | #17 NOT #20 5,013

27 | #26 NOT #25 4,781

Notes

Canadian Agency for Drugs and Technologies in Health (CADTH) search strings for economic etfalluations & mc
Search string for adverse events by S#’Gol@&DTH search strings for guitfkel#@ADTH search strings for

systematic reviews / raetalyses / health technology assessments / indirect treatmentgbmparisons
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B2'0$)D) 86"2.$) -2&2"2.$).$2:%+); DYVT)&,)IJIN) 30M)IY>S)$2:%+)-2&$)DC353.8)1J1 )

#

Query

Results

*Folic Acid/ OR *Folic Acid Deficiency/ OR *Homocysteine/ OR (folate*.ti. OR folic &
folacin.ti. OR homocysteine.ti. OR methylenetetrahydrofol*.ti. OR tetrahydrofolate*.
tetrahydrofolic*.ti. OR vitamin B9.ti. OR folate*.kf. ORfodRabahocysteine.kf. OR

methylenetetrahydrofol*.kf. OR tetrahydrofolate*.kf. OR tetrahydrofolic*.kf. OR vitar

47,789

*Blood Chemistry/ OR *Diagnosis/ OR (analys*.ti. OR analyz*.ti. OR assay*.ti. OR |
biomarker*.ti. OR blood.ti. OR determin*.ti. OR diagnos*.ti. OR level.ti. OR levels.ti.
OR red cell.ti. OR red cells.ti. OR serum*.ti. OR status*.ti. OR test*.ti. OR analys*.k
OR assay*.kf. OR biomarker*.kf. @fRdkerkf. OR blood.kf. OR determin*.kf. OR diagr
OR level .kf. OR levels.kf. OR measur*.kf. OR red cell.kf. OR red cells.kf. OR serum
status*.kf. OR test*.kf.)

5,425,044

*Folic Acid Deficiency/

2,640

*Dietary Supplement/ OR Folic Acid Deficiency/ OR Vitamin/ OR (deficien*.af. OR f
fortify*.af. OR supplement*.af. OR multivitamin*.ti. OR multivitamin#iigin®R tm @R
multivitamin*.kf. OR vitamin*.ti. OR vitamin.kf.)

3,132,452

Diagnostic.ti,ab,kf. OR diagnosis.tQdb génsitivity.ti,ab,kf. OR specificity.ti,ab,kf. OR
predictive value.ti,ab,kf. OR negative predictive value.ti,ab,kf. OR accuracy.ti,ab,kf.

4,799,762

Economics/ OR Cost/ OR exp Health Economics/ OR Budget/ OR budget*.ti,ab,kf.
or cost or costs or costly or costing or price or prices or pricing or pharmacoeconon
economic* or expenditure or expenditures or expense avrdkpamsakor finance or
finances or financed).ti,kf. OR (economic* or cost or costs or costly or costing or pri
pricing or pharmacoeconomic* or phaguoaomic* or expenditure or expenditures or e
or expenses or financial orcénanfinances or financed).ab. /freq=2 OR (cost* adj2 (ef
utilit* or benefit* or minimi* or analy* or outcome or outcomes)).ab,kf. OR (value ad
monetary)).ti,ab,kf. OR Statistical Model/ OR economic model*.ab,kf. OR Probabilit
markov.ti,ab,kf. OR monte carlo method/ OR monte carlo.ti,ab,kf. OR Decision The
Tree/ OR (decision* adj2 (tree* or analy* or model*)).ti,ab,kf.

1,876,744

"adverse effects".sh. OR complications.sh. OR drug effects.sh. OR safe.mp. OR sa
effect*.mp. QkRdesirable effect*.mp. OR treatment emergent.mp. OR tolerability.mp
toxicity.mp. OR ADRs.mp. OR (adverse*.mp. AND (effect.mp. OR effects.mp. OR r
reactions.mp. OR event.mp. OR events.mp. OR outcome.mp. OR outcomes.mp.))

4,669,044

exp clinical pathway/ OR exp clinical protocol/ OR clinical protocols/ OR exp conse
consensus development conference/ OR exp consensus development conferences
critical pathways/ OR exp guideline/ OR guidelines as topic/tOR gxgiae/ OR prac
guidelines as topic/ OR health planning guidelines/ OR exp treatment guidelines/ O
Decision Rules/ OR (guideline or practice guideline or consensus development con
consensus development conference, NRijgmsi@on statement* or policy statement*

practice parameter* or best practice*).ti,ab,kf. OR (standards or guideline or guideli
((practice or treatment* or clinical) adj guideline*).ab. OR (CPG or CPGs).ti. OR co
OR congssus*.ab. /freq=2 OR ((critical or clinical or practice) adj2 (path or paths or
pathways or protocol*)).ti,ab,kf. OR recommendat*.ti,kf. or guideline recommendati
adj2 (standard or path or paths or pathway or pathways apsnappbaumor plans)).ti,ab,
OR (algorithm* adj2 (screening or examination or test or tested or testing or assess
diagnosis or diagnoses or diagnosed or diagnosing)).ti,ab,kf. OR (algorithm* ad;j2 (j
or chemotherap* or chemotratittimetherap* or treatment* or intervention*)).ti,ab,kf. O
(guideline* or standards or consensus* or recommendat*).au. OR (guideline* or sta
consensus* or recommendat*).co. OR (guideline* or standards or consensus* or
recommendat*) &a.

1,204,542

(#1 AND #2) OR #3

14,764

10

#4 AND #9

8,129

11

metaanalysis.pt. or mataalysis/ or systematic review/ canadyais as topic/ or "meta
analysis (topic)"/ or "systematic review (topic)"/ or exp technology assessment, bior

((systematic* adj3 (review* or overview*)) or (methoddhegiet\éd)B overview*))).ti,ab,|

876,613

46:1S&Q3-* FIO35(*&!6&*0%$8

J@




((quantitative adj3 (review* or overview* or synthes*)) or (research adj3 (integrati* ¢
overview?*))).ti,ab,kw. or ((integrative adj3 (review* or overview*)) or (collaborative a
overview?*)) or (pool* adj3 analy*)).ti,ab,kw. or (datarsgathetraction* or data
abstraction*).ti,ab,kw. or (handsearch* or hand search*).ti,ab,kw. or (mantel haensz
simonian or dersimonian or fixed effect* or latin square*).ti,ab,kw. or (met analy* or
technology assessmenkTok or HTAs or technology overview* or technology
appraisal*).ti,ab,kw. or (meta regression* or metaregression®*).ti,akakalydofmeta
metaanaly* or systematic review* or biomedical technology assessmeicttl dedimolog
assessment*).mp,tor (medline or ochrane or pubmed or medlars or embase or cing
or (cochrane or (health adj2 technology assessment) or evidence repeanlysts me
systematic review).mp. or (comparative adj3 (efficacy or effectivenesduiainies
research or relative effectiveness).ti,ab,kw. or ((indirect or indirect treatneameni)ia¢
comparison*).ti,abgkw.

12 | #10 AND #11 466

13 | #5 AND #9 1,995

14 | #6 AND #9 329

15 | #7 AND #9 1,610

16 | #8 AND #9 214

17 | #12 OR #13 OR #14 OR #15 OR #16 4,081

18 | Animal/ 1,327,291

19 | Human/ 17,408,793

20 | #18 NOT (#18 AND #19) 1,010,672

21 | Editorial.pt. 732,437

22 | Letter.pt. 1,233,045

23 | Conference abstract.pt. 4,474,269

24 | #21 OR #22 OR #23 6,439,751

25 | #17 NOT #20 4,053

26 | #25 NOT #24 3,446
Notes

Canadian Agency for Drugs and Technologies in Health (CADTH) search string for economic e¥ahiations & mc
CADTH search strings for guidiem€ADTH search stringsystematic reviews / ragialyses / health technology

assessments / indirect treatment comparisons

B2"0%$)l ) E2&3:20)A".&,:M)$2:%+).&:'15)
# | Query Results
1 | (Folic Acid Deficiency[majr:noexp]) AND (((((((((((((cohort studies[mh]) OR (prognos 507

(mortality[mh])) QRorbidity[mh])) OR ("natural history")) OR (prognost*[tiab])) OR (c
OR (predict*[tiab])) OR (outcome assessment[mh])) OR (outcome*[tiab])) OR (incef
OR (disease progression[mh])) OR (survival analysis[mh]))
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1,.%+:21$)<":2:M)-2&2"2.$).$2:%+) ;' 1%$7&',1)&,) IK)"30M) 1J11>S) .$2:%+)-2&3$) IK) \30M)

i )
# | * Results
MeSH descriptor: [Folic Acid] explode all trees] OR MeSH descriptor: [Folic Acid D¢6,675
all trees OR Me8ekcriptor: [Homocysteine] explode all trees OR (folate*:ti OR folic
1 folacin:ti OR homocysteine:ti OR methylenetetrahydrofol*:ti OR tetrahydrofolate*:ti
tetrahydrofolic*:ti OR vitamin B9:ti OR folate*:kw OR folic acid*:kw OR hddi®cysteir|
methylenetetrahydrofol*:kw OR tetrahydrofolate*:kw OR tetrahydrofolic*:kw OR vitg
MeSH descriptor: [Blood Chemical Analysis] this term only OR MeSH descriptor: [0 705,812
term only OR (analys*:ti OR analyzZds@R:ti OR biomarker*:ti ORdricer*:ti OR blood
OR determin*:ti OR diagnos*:ti OR level:ti OR levels:ti OR measur*:ti OR red cell:ti
2 OR serum*:ti OR status*:ti OR test*:ti OR analys*:kw OR analyz*:kw OR assay*:kw
biomarker*:kwRtbiemarker*:kw OR blood:kw OR determin*:kw OR diagnos*:kw OR
levels:kw OR measur*:kw OR red cell:kw OR red cells:kw OR serum*:kw OR status
test*:kw)
MeSH descriptor: [Folic Acid] explode all trees and with qualifi@&{($)ORIdMeESH 1,259
3 descriptor: [Folic Acid Deficiency] explode all trees and with qual{Bk{spRoMe8H
descriptor: [Folic Acid Deficiency] explode all trees alifieniht fdiagnoBiBI] OR MeSH
descriptor: [Homocysteine] explode all trees and with qualifieB(s): [blood
4 | (#1 AND #2) OR #3 3,894
Limit to Cochrane Reviews 6
)
B2"0$)T) /0'1'%20)&:'20).$2:%+)
# Query Date searched | Results
1 Folate AND (test OR testing OR diagndsig)@iitic) 6/9/2022 102
!
B2"0$)U) /0'1'%20)7:2%&'%$)53-$0' ) $".'&S$. )
Database Website Date Results
searched
Guidelines International Network (GIN) https://wwwig 26/7/2022 Total hit9
n.net/library/internatigpedielines Totaincluded: 0
library
Association of Scientifédlical Societies (AWM https://www.awmf.org/aontifie | 26/7/2022 Total hits: 4
dasportallerwissenschaftlichen Total include@:
medizin/awraktuell.hthhl
National Guideline Clearinghouse https://www.ahrg.gov/gam/indey 26/7/2022 Total hit
Total included:
Scottish Intercollegiate Guidelines Network | https://www.sign.ac.uk/ 26/7/2022 Total hits: 0
Total included: 0
. . https://smw.ch/en/ 26/7/2022 Total hit
Swiss Medical Wekkly | Total included:
271712022 Total hits7
TRIP Database https://www.tripdatabase.com/ Total included:
Emergency Care Research Institute (ECRI) | https://www.ecri.org/solutions/e{ 277/2022 Unable to search
Guidelines Trust quidelinesust
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Society Website Date searcheq Results
Clinical Nutrition
European Society for Clinical Nutrition and httns/AWW.eSDen.ord/ 9/5/2022 Total hits: 19
Metabolism (ESPEN) National Societies L. -€SPeN.org Total included:
Australasian Society for Parenteral and Ente 9/5/2022 Total hits: O

» WWWw.auspen.org.au .
Nutrition Total included: 0
Flemish Society for Clinical Nutrition and Me 9/5/2022 Unable to search
Vlaamse Vereniging voor Klinische Voeding| www.vvkvm.be
Metabolisme
SociZtZ Belge de Nutrition Clinique . 9/5/2022 Total hits: 0

. . . . https://www.sbnc.site/ .
Belgian Society of Clinical Nutrition Total included: 0
Canadian Nutrition Society WWW.CRSC.Ca 9/5/2022 Total hits: 0
SociZtZ Canadienne de Nutrition —— Total included: 0
leskt spole"nost klinickZ v#$ivy a intenzivn’ 10/5/2022 Total hits: 0
metabolickZ pZ"e leskZ IZka%skZ spole"no Total included: 0
Evangelisty Purkyn& . skvimp.cz
The Czech SocietyGbnical Nutrition and Inte WY, SKVIE-
Metabolic Care within the Czech Medical Ag
of J.E. Purkyn&
Dansk Selskab for Klinisk Ern¥aring 10/5/2022 Total hits: 0

. . - . www.dske.dk .
Danish Society €&imical Nutrition - Total included: 0
The Finnish Society for Clinical Nutrition and s fispen fi 10/5/2022 Total hits: 1
Metabolism YW TISpen. Total included:
SociZtZ Francophone Nutrition Clinique et 10/5/2022 Total hits: 1
MZtabolisme Total include@:
French Speaking Society of Clinical Nutritio WIW.STNEM.org
Metabolism
Deutsche Gesellschaft fYr ErnShrungsmedi wnw.daemn.de 10/5/22 Total hits: 1
German Society for Nutritional Medicine winw.cgem. Total included:
"(O*+,- "./+012/ 3/.0+,-4/5(+*+,-4 6+/.078-4 ,/ 10/5/22 Total hits: 0
91./:7(+;u7< WwWw.grespen.org Total included: 0
Hellenic Society for Clinical Nutrition and Me
Irish Society for Clinical Nutrition and Metabf www.irspen.ie 10/5/22 Total hits: 0

y AN ITSReEn- Total included: 0

Hachevra Letzona Clinit ISCN website 10/5/22 Total hits: 4
The Israeli Society for Clinical Nutrition - Total included:
Societ” Italiana di Nutrizione Artifidfed&abolisn WW.SINDE. o 10/5/22 Total hits: 2
Italian Society for Artificial Nutrition and Met WiW.SInpe.org Total included:
I"#$%&'()* 10/5/22 Total hits: 0
Japanese Society for Clinical Nutrition and | https://www.jspen.or.jp/ Total included: 0
Metabolism
Norsk Selskap for Klinisk Ern¥aring 10/5/22 Total hits: 0
Norwegian Society for Clinical Nutrition and| www.nske.no Total included: 0
Metabolism
Associas«dortuguesa de Nutrie<o EntZrica e 10/5/22 Total hits: 0

ParentZrica

Portuguese Association of Enteral and Pare
Nutrition

www.apnep.pt

Total included:
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http://www.skvimp.cz/
http://www.dske.dk/
http://www.fispen.fi/
http://www.sfncm.org/
http://www.dgem.de/
http://www.grespen.org/
http://www.irspen.ie/
https://www.ima.org.il/MainSiteNew/EditUnion.aspx?UnionId=855
http://www.sinpe.org/
https://www.jspen.or.jp/
http://www.nske.no/
http://www.apnep.pt/

Medicine

http://www.hematology.org.il

Society Website Date searcheq Results
Society for Parenteral and Enteral Nutrition hitp://www.sinaspen.com 10/5/22 Total hits: 0
(Singapore) : : i Total included: 0
Slovensko Zdru$enje za Klini"no Prehrano http://klinicnaprehrana.si/ 10/5/22 Total hits: 0
Slovenian Society for Clinical Nutrition b = ' Total included: 0
Sociedad Espa—ola de Nutrici—n Clinica y 10/5/22 Total hits: 0
Metabolismo WwWw.senpe.com Total included: 0
Spanish Society of Clinical Nutrition and Me
The Swedish Society for Clinical Nutrition al 10/5/22 Total hits: 0
; WWw.swespen.se .
Metabolism Total included: 0
Gesellschaft fYr Klinische ErnShrung der 10/5/22 Total hits: 0
Schweiz/SociZtZ Suisse de Nutrition Cliniquf www.geskes.ch Total included: 0
Swiss Society for Clinical Nutrition
Nederlandse Vereniging voor Gamemlogie 10/5/22 Total hits: O
Netherlands Society for Parenteral and Entg https://www.nvge.nl/ Total included: 0
Nutrition
" o 10/5/22 Total hits: 2
British Association of Parenteral and Entera| www.bapen.org.uk .
Total included:
. . ” 10/5/22 Total hits: 5
American Society for Parenteral and Enteral www.nutritioncare.org .
Total included:
Geriatric
. - . . 10/5/22 Total hits: 0
European Geriatric Medicine Society https://www.eugms.org/home. Total included: 0
Australian and New Zealand Society for Geri hitp://www.anzsam.org/ 10/5/22 Total hits: 1
Medicine - - 019 Total included:
Schweizerische Fachgesellschaft fYr Geriatr 10/5/22 Total hits: O
. _ . https://www.sfgg.ch/ )
Swiss Geriatric Society Total included: 0
Haematology
10/5/22 Total hits: 0
Belgian H tology Societ http:/ .bhs.b .

elgian Hematology Society www.bhs.be Total included: 0

Cyprus Society of Haematolo www.cyhaema.com 10/5/22 Total hits: 0
# .

P y 9y Total included: 0
leskt Hematologick} Spole*nost CLS JEP hito:/Amww.hematoloy.cz 10/5/22 Total hits: 0
Czech Society of Hemtology b ) gy- Total included: 0
Dansk Haematologisk Selskab 10/5/22 Total hits: 0

) . http://www.hematology.dk .
Danish Society of Hematology Total included: 0
Suomen hematologiyhdistys . 10/5/22 Total hits: 0
. L www.hematology.fi/en .
Finnish hematology Association Total included: 0
SociZtZ Fransaise d'HZmatologie htto://sfh.hematologie.net 10/5/22 Total hits: 0
French Society of Hematology b : die. Total included: 0
Deutsche Gesellschaft fYr HSmatologie und 10/5/22 Total hits: 0
Medizinische Onkologie German Society of | http://www.dgho.de Total included: 0O
Hematology
Eliniki Ematologhiki Eteria 10/5/22 Total hits: O
. . http://www.eae.gr .
Hellenic Society of Hematology Total included: 0
L ) 10/5/22 Total hits: 0
Haematology Association of Ireland http://www.haematologyirelan .
Total included: 0
Israel Society of Hematology and Transfusiq 10/5/22 Unable to search
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http://www.singspen.com/
http://klinicnaprehrana.si/
http://www.senpe.com/
http://www.swespen.se/
http://www.geskes.ch/
http://www.sfhem.se/
http://www.bapen.org.uk/
http://www.nutritioncare.org/
https://www.eugms.org/home.html
http://www.anzsgm.org/
https://www.sfgg.ch/
http://www.bhs.be/
http://www.cyhaema.com/
http://www.hematology.cz/
http://www.hematology.dk/
http://www.hematology.fi/en
http://sfh.hematologie.net/
http://www.dgho.de/
http://www.eae.gr/
http://www.haematologyireland.org/
http://www.hematology.org.il/

Society Website Date searcheq Results
Societ” Italiana di Ematologia hito:/wvw. siematologiaLit 9/5/22 Total hits: 0
Italian Society of Hematology - ) gia. Total included: 0
. ~ 9/5/22 Total hits: 0
SociZtZ Luxembourgoise dOOncologie https://www.slo.lu oa . s
Total included: 0
Sociedade Portuguesa de Hematologia 9/5/22 Total hits: O
. http://www.sph.org.pt .
Portugese Society of Hematology Total included: 0
Zdruzenja Hematologov Slovenije . 9/5/22 Total hits: 0
. . http://www.hematologija.org .
Slovenian Society of Hematology Total included: 0
. , 9/5/22 Total hits: 0
— p: . .
Sociedad Espa—ola de Hematolog’a y Hemd http://sehh.es/es/ Total included: 0
Svensk FSrening fSr Hematologi htto:/ww.sthem.se 9/5/22 Total hits: 0
. . p: . . .
Swedish Society of Hematology Total included: 0
Schweizerische Gesellschaft fYr HSmatolog| hitp:/Jwww.salsh.ch 9/5/22 Total hits: 0
Swiss Society for Hematology b ) : Total included: 0
Nederlandse Vereniging voor Hematologie | https://www.hematologienede| 9/5/22 Total hits: O
Dutch Society of Hematology | Total included: 0
9/5/22 Total hits: 1
British Society for H tol http:// $h.org.uk
ritish Society for Haematology p://wwwh.org.u Total included:
Neurology
. . . 9/5/22 Total hits: O
ps: .brsf. .
Brain Research Society of Finland https://www.brsf.org/ Total included: 0
i . - 9/5/22 Total hits: 0
British Neuroscience Association https://www.bna.org.uk/ .
Total included: 0
Hrvatski Institut za Istra$ivanje Mozga htp:/fwww.hiim.uniza.hr/ 9/5/22 Total hits: O
Croatian Society for Neuroscience b -M.LNIZ9- Total included: 0
, . https://www.biomed.cas.cz/cn| 9/5/22 Total hits: 0
Czech Neuroscience Society .
x.php/en/ Total included: 0
Dansk Selskab for Neurovidenskab httos-//dsfn.dk/ 9/5/22 Total hits: 0
Danish Society for Neuroscience PSS Total included: 0
9/5/22 Total hits: 0
Dutch Neurofederation https://neurofederatie.nl/ o . e
Total included: 0
9/5/22 Total hits: 0
German Neuroscience Society https://nwinfo.de/ o . e
Total included: 0
. . . 9/5/22 Total hits: 0
ps: . . .
Hellenic Society for Neuroscience https://www.hsfn.gr/ Total included: 0
. . . ) 9/5/22 Total hits: 0
Israel Society for Neuroscience https://www.isfn.org.il/ .
Total included: 0
Societ” Italianaeuroscienze _ ) 9/5/22 Total hits: 0
. . . http://www.sins.it/EN/index.xh .
Italian Society for Neuroscience Total included: O
Malta Neuroscience Network http://mnn.mt/ o/5/22 Total hits: 0
TEpIINn.! Total included: 0
. . . 9/5/22 Total hits: 0
Neuroscience Ireland https://neuroscienceireland.cq .
Total included: 0
N an N . Societ hitos:// nu.edu/ 9/5/22 Totahits: 0
orwegian Neuroscience Society ps://www.ntnu.edu/nns Total included: 0
9/5/22 Total hits: 0

Slovenian Neuroscience Association

http://www.sinapsa.org/nasloy

Total included:
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http://www.siematologia.it/
https://www.slo.lu/
http://www.sph.org.pt/
http://www.hematologija.org/
http://sehh.es/es/
http://www.inahta.org/members/mahtas/
http://www.sgh-ssh.ch/
https://www.hematologienederland.nl/
https://www.hematologienederland.nl/
http://www.b-s-h.org.uk/
https://www.brsf.org/
https://www.bna.org.uk/
http://www.hiim.unizg.hr/
https://www.biomed.cas.cz/cns/index.php/en/
https://www.biomed.cas.cz/cns/index.php/en/
https://dsfn.dk/
https://neurofederatie.nl/
https://nwg-info.de/
https://www.hsfn.gr/
http://www.isfn.org.il/
https://www.isfn.org.il/
http://www.sins.it/EN/index.xhtml
http://www.sins.it/EN/index.xhtml
http://mnn.mt/
http://mnn.mt/
https://neuroscienceireland.com/
https://neuroscienceireland.com/
https://www.ntnu.edu/nns
https://www.ntnu.edu/nns
http://www.sinapsa.org/
http://www.sinapsa.org/naslovnica/

Society Website Date searcheq Results
Sociedad Espa—ola de Neurociencia 9/5/22 Total hits: O
. . . https://www.senc.es/en/ .
Spanish Society of Neuroscience Total included: 0
Sociedade Portuguesa de Neurociencias htto:/WW.SDN.Ora. bt/ 9/5/22 Total hits: 0
Portuguese Society for Neuroscience b -SPN.01g-p Total included: 0
SocietZ des Neurosciences . 9/5/22 Total hits: 0
. . https://www.neurosciences.as .
The French Neuroscience Society Total included: 0
. . . . ) 9/5/22 Total hits: 0
Swiss Society for Neuroscience https://www.swissneurosciend .
Total included: 0

)
B2"0$)V) ABC)G$".'&$. )
HTAagency Source Date searcheq Results
International
International HealthTechScan https://wwwhis.org/ 10/5/22 Unable to search
International Network of Agencies for Health| https://database.inahta.org/ 10/5/22 Total hits: 9
Technology Assessment (INAHTA) Total included:
Adelaide Health Technology Assegair@n) https://www.adelaide.edu.au/al 10/5/22 Total hits: 0
ubs/ Total included: 0
Australian Safety and Efficacy Register of N¢ https://www.surgeons.org/rese 10/5/22 Total hits: O
Interventional Proced®®argicASERNES) | -audit/researgvaluaticimc Total included: 0
asernips
Austria
Austrian Institute for Health Technology Ass¢ https://aihta.at/page/homepag¢ 25/7/22 Total hits: 1
(AIHTA) Total included:
Gesundheit ...sterreich GmbH (GOG) http://www.goeg.at 25/7/22 Total hits: 0
Total included: 0
Argentina
Institute for Clinical Effectiveness and Heall] http://www.iecs.org.ar 25/7/22 Total hits: 0
(IECS) Total included: 0
Belgium
Belgian Health Care Knowledge Centre (KCE http://kce.fgov.be 25/7/22 Total hits: 0
Total included: 0
Brazil
National Committee for Technology Incorf http://conitec.gov.br/en/ 25/7/22 Total hits: 1
(CONITEC) Total included:
Agencia Nacional de Sacede Suplementar/ | https://www.gov.br/adsy/pt 25/7/22 Total hits: 0
Regulatory Agency for Private Health Insura Total included: O
Plans (ANS)
Canada
Institute of HeaEhonomics (IHE) http://www.ihe.ca 10/5/22 Total hits: 0
Total included: 0
Institut National dOExcellence en SantZ et g) https://www.inesss.qgc.ca/en/h¢ 10/5/22 Total hits: 3
ServiceSociaux (INESSS) html Screened first| Total included:
pages of
results
The Canadian Agency for Drugs and Techng http://www.cadth.ca/ 10/5/22 Total hits: 4
in Health (CADTH) Total include®!:
Ontario Health (OH) https://www.ontariohealth.ca/ | 25/7/22 Total hits: 0
Total included: 0
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http://www.senc.es/
https://www.senc.es/en/
http://www.spn.org.pt/
http://www.spn.org.pt/
https://www.neurosciences.asso.fr/
https://www.neurosciences.asso.fr/
https://www.swissneuroscience.ch/
https://www.swissneuroscience.ch/
https://www.i-hts.org/
https://www.adelaide.edu.au/ahta/pubs/
https://www.adelaide.edu.au/ahta/pubs/
http://www.inahta.org/members/asernip-s/
http://www.inahta.org/members/asernip-s/
https://www.surgeons.org/research-audit/research-evaluation-inc-asernips
https://www.surgeons.org/research-audit/research-evaluation-inc-asernips
https://www.surgeons.org/research-audit/research-evaluation-inc-asernips
https://aihta.at/page/homepage/en
http://www.inahta.org/members/gog/
http://www.goeg.at/
http://www.inahta.org/members/iecs/
http://www.iecs.org.ar/
http://kce.fgov.be/
http://www.inahta.org/members/conitec/
http://conitec.gov.br/en/
https://www.gov.br/ans/pt-br
http://www.ihe.ca/
http://www.inahta.org/members/inesss/
http://www.inahta.org/members/inesss/
https://www.inesss.qc.ca/en/home.html
https://www.inesss.qc.ca/en/home.html
http://www.cadth.ca/
https://www.ontariohealth.ca/

HTAagency Source Date searcheq Results
Denmark
Social & Health Services and Labour Market| http://www.defactum.net 10/5/22 Total hits: 0
(DEFACTUM) Total included: 0
Finland
Finnish Coordinating Center for Health Techj https://www.ppshp.fi/Tutkjeaus| 10/5/22 Total hits: 0
AssessmeffEinCCHTA) opetus/FINCCHTA/Sivut/defau| Total included: 0
bX
Finnish Medicines Agency (FIMEA) http://www.fimea.fi 10/5/22 Total hits: 1
Total included:
France
Haute AutoritZ de SantZ (HAS) http://iwww.haante.fr/ 10/5/22 Total hits: 1
French National Authority for Health Total included:
ComitZ dOEvaluation et de Diffusion des Inn http://cedit.aphp.fr/ 10/5/22 Total hits: 0
Technologiques (CEDIT) Total included: 0
Germany
Institute for Quality and Efficiency in Health ¢ http://www.igwig.de 10/5/22 Total hits: 0
(IQWIG) Total included: 0
Gemeinsamer BundesausscheBAYG https://wwwiga.de/english/ 25/7/22 Total hits: 0
Federal Joint Committee Total included: 0
Ireland
Health Information and QualityoritfHIQA) http://www.higa.ie 10/5/22 Total hits: 0
Total included: 0
Italy
Agenzia Sanitariseciald&RegionalfASSR) https://assr.regione.emilia 10/5/22 Total hits: 0
romagna.it/ Total included: 0
HTA Unit in A. Gemelli Teaching Hospital (U] https://www.policlinicogemelli.j 10/5/22 Total hits: 0
Total included: 0
National Agency for Regional Health service} http://www.agenas.it 11/5/22 Total hits: 0
(Agenas) Total included: 0
Kazakhstan
Ministry of Public Health of the Republic of | http://www.rcrz.kz 25/7/22 Total hits: 0
Kazakhstan, Republican Centre for Health Total included: 0
Developme(RCHD)
Korea
National EvideHAsased healthcare Collaborati] http://www.neca.re.kr/eng 25/7/22 Unable to search
AgencyNECA) www.neca.re.kr/eng
Malayasia
Health Technology Assessment Section, Min http://www.moh.gov.my 25/7/22 Total hits: 0
HealttMalaysi@gMaHTAS) Total included: 0
theNetherlands
theNetherlands Organisation for Health Res¢ http://www.zonmw.nl 257/22 Total hits: 3
and DevelopmgAbnMw) Total included:
Zorginstituut Nederland (ZIN) https://www.zorginstituutneder| 11/5/22 Total hits: 0
nl/ Total included: 0
Norway
The Norwegian Institute of Public Health (NI http://www.fhi.no/ 11/5/22 Total hits: 18
Total included:
Peru
Institute of Health Technology Assessment & http://www.essalud.gob.pe/iets 25/7/22 Total hits: 0
Research (IETSI) Total included: 0
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http://www.inahta.org/members/defactum/
http://www.defactum.net/
http://www.inahta.org/members/fincchta/
http://www.inahta.org/members/fincchta/
https://www.ppshp.fi/Tutkimus-ja-opetus/FinCCHTA/Sivut/default.aspx
https://www.ppshp.fi/Tutkimus-ja-opetus/FinCCHTA/Sivut/default.aspx
https://www.ppshp.fi/Tutkimus-ja-opetus/FinCCHTA/Sivut/default.aspx
http://www.fimea.fi/
http://www.has-sante.fr/portail/jcms/c_5443/english?cid=c_5443
http://cedit.aphp.fr/
http://www.iqwig.de/
https://www.g-ba.de/english/
http://www.inahta.org/members/hiqa/
http://www.hiqa.ie/
http://www.inahta.org/members/assr/
https://assr.regione.emilia-romagna.it/
https://assr.regione.emilia-romagna.it/
https://www.policlinicogemelli.it/
http://www.agenas.it/
http://www.inahta.org/members/rchd-cs/
http://www.inahta.org/members/rchd-cs/
http://www.inahta.org/members/rchd-cs/
http://www.rcrz.kz/
http://www.inahta.org/members/neca/
http://www.inahta.org/members/neca/
http://www.neca.re.kr/eng
http://www.neca.re.kr/eng
http://www.inahta.org/members/inasante/
http://www.inahta.org/members/inasante/
http://www.moh.gov.my/
http://www.inahta.org/members/zonmw/
http://www.inahta.org/members/zonmw/
http://www.zonmw.nl/
https://www.zorginstituutnederland.nl/
https://www.zorginstituutnederland.nl/
http://www.fhi.no/
http://www.essalud.gob.pe/ietsi/

HTAagency Source Date searcheq Results

Poland

Agency for Health Technology Assessment ¢ http://www.aotm.gov.pl 25/7/22 Total hits: 0

Tariff System (AOTMIT) Total included: 0

Republic of China, Taiwan

Center for Drug Evaluation (CDE) http://www.cde.org.tw 25/7/22 Total hits: 0
Total included: 0

Russian Federation

Center for Healthcare Quality Assessment af www.rosmedex.ru 25/7/22 Total hits: 0

Control (CHQAC) Total included: 0

Singapore

Agency for Care Effectiveness (ACE) http://www.atda.gov.sg/ 11/5/22 Total hits: 0
Total included: 0

Spain

Agencia de Evaluaci—n de Tecnologias San http://publicaciones.isciii.es/ | 25/7/22 Total hits: 0

Instituto de Salud Carlos I Total included: 0

Health Technology Assessment Agency (AE]

Agency for Health Quality and Assessment @ http://aquas.gencat.cat 25/7/22 Total hits: 0

Catalonia (AQUAS) Total included: 0

Andalusian HTA Agency (AETSA) http://www.aetsa.org/ 25/7/22 Total hits: 0
Total included: 0

Basque Office for Health Technology Assess https://www.euskadi.eus/webQ 25/7/22 Total hits: 0

(OSTEBA) a2ikeost/en/ Total included: 0

Galician Agency for Health Technology Assg http://acis.sergas.es 26/7/22 Total hits: 0

(AVALIA) Total included: 0

Health Sciences Institute in A(E08) http://www.iacs.es/ 26/7/22 Total hits: 0
Total included: 0

Sweden

Swedish Agency for Health Technology Assé¢ http://www.sbu.se/en/ 26/7/22 Total hits: 1

and Assessment of Social Services (SBU) Total included:

Switzerland

Swiss Federal Office of Public Health (SFOR http://www.bag.admin.ch/hta | 26/7/22 Total hits: 0
Total included: 0

Tunisia

INEA®National Authority for Assessment ar] Https://www.inease.tn 25/7/22 Total hits: 0

Accreditation in Healthcare, TUNISIA Total included: 0

United Kingdom

Healthcare Improvement Scotland (HIS) http://www.healthcareimprovery 25/7/22 Total hits: 0

scotland.org Total included: 0

National Institute for Health and Care Excell¢ http://www.nice.org.uk/ 25/7/22 Total hits: 4

(NICE) Total include@:

Health Technology Wales (HTW) http:#ww.healthtechnology.wa 25/7/22 Total hits: 0
Total included: 0

National Institute for Health Research (NIHR| https://evidence.nihr.ac.uk/ 25/7/22 Total hits: 0

including HTA programme Total included: O

United States

Agency for Healthcare Research and Quality https://www.ahrg.gov/research 5/11/22 Total hits: 2

(AHRQ) ngs/index.html Total include@:

Uruguay

Health Assessment Division, Ministry of Pub| http://www.msp.qub.uy 257/22 Total hits: 0

Health (HAD) Total included: 0
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http://www.aotm.gov.pl/
http://www.cde.org.tw/
http://www.rosmedex.ru/
http://www.ace-hta.gov.sg/
http://publicaciones.isciii.es/
http://aquas.gencat.cat/
http://www.aetsa.org/
http://www.inahta.org/members/osteba/
https://www.euskadi.eus/web01-a2ikeost/en/
https://www.euskadi.eus/web01-a2ikeost/en/
http://acis.sergas.es/
http://www.inahta.org/members/iacs/
http://www.iacs.es/
http://www.sbu.se/en/
http://www.bag.admin.ch/hta
https://www.nvge.nl/
https://www.nvge.nl/
https://www.inease.tn/
http://www.healthcareimprovementscotland.org/
http://www.healthcareimprovementscotland.org/
http://www.nice.org.uk/
http://www.healthtechnology.wales/
https://www.ahrq.gov/research/findings/index.html
https://www.ahrq.gov/research/findings/index.html
http://www.inahta.org/members/msp/
http://www.inahta.org/members/msp/
http://www.msp.gub.uy/
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Study IDSetting Study design Inclusion criteria| Patient characteristicg Test characteristic§ Reference Folate deficiency Findings
Country Followup standard threshold
n
Bain et al. (1984) | Diagnosticohort All laboratory Group IDefinite folate| RBCfolate assay: | Patients were 200 microgram | Sensitivity
Tertiary hospitalk | study samples sent for deficiencyn=18) competitive protein| investigated for | per L (derived | (Group 1 and 2 combing
RBC folate Megaloblastic bone | binding assay folate and B12 from 95% 96% (TP = 24, FN = 1)
NR between Jan marrow, abnormal (Bettcon Dickinson| deficiency confidence limitg '
1988July 1983 | deoxyuridine Radioassay Kit, irrespective of RE in 200 normal .
plus50 suppression teabrmal| derived from milk) | test using bone | subjecfs Specificity
n=110 haematologicall marrow aspirate, (Group 34 and 5
gically B12, normal B12 p |
normal inpatient{ absorption deoxyuridine combined

Group ZProbably
folate deficiencgn=7)
As above, B12 not
measured

Group 3 DefinitgB12
deficiert with no
reason to suspect
folate deficiency
(n=35)Megaloblastic
bone marrow, abnorn
deoxyuridine
suppression test, low
serum B12, B12
mahbsorptiofor knowr
total gastrectomy)
Group 4 Probably B1}
deficiert with no
reason to suspect

folate deficienc{n=3):

suppressigest,
dietary intake

assessment, smg
bowel biopsy and
other investigatio
for malabsorption

71% (TN 59 FP 24

46:1S8Q3-* FI035(*&!68+0$8

@J




As above, but Schillin

test not done

Group5 Macrocyclic
but not folate deficien
(n=45)deoxyuridine
suppression test norn
Group @ossible
deficiency of both B11
and folic acid (n=2)
i.e. Equivocal resutts
Coeliac disease with
serum B12 or abnormy
B12 absorption

Abbreviations

FN= false negativeR= false positiMdR= not reporte@BC=red blood cellN= true negativER= true positivdK= United Kingdom
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Study IDSetting
Country

Studydesign
Followup
n

Inclusion criteria

Patient characteristics

Test characteristics

Folate deficiency
threshold

Jaffe and Schilling

Retrospective case

Inpatients with serum RBdXolate levels

RBC folat®175 ng/ml

Solid Phase No Boil

RBC: 175 ng/(807

Mladenovic (2081)
Inpatierdnd outpatier

hospital3 centres)

series
NR

result over 1 year

(1990, Tertiary series measured ($397nmoljL Dualcount Radioassay | nmol/L)
hospitaUSA NR Age: 49.6 yeatd 7.6 (Diagnostic Products
n= 1355 Male:74% Corporation, Los Angelg
Serum folate: 4.4 ng/dhl4 CA)
(10hmol/E10a
Serum B12: 57hdymk 664.6
(1308.6nmol/L+1506.0
Vinker et al. (20%#3) | Retrospective case | All folate determinations requested for| Age: 48.2 yeatd & NR Serum folate <5.6
Metropolitan primary| series patients E¥5 years with low serum fola 94 male: 434 nmol. (<2.5ng/ml)
careclinics (13 in totfal NR (<5.6 nmdl[<2.5ng/Mlin 13 urban clinic
Israel n=152 in Israel between 1 Jan 2004 and 1 Jal
2007.
Excluded?atients who required folic ac
monitoring or who were at risk of folate
deficiencye(g.malabsorption,
schizophrenia, residing in old age hom
other institution, pregnant women,
haemodialysis patients and those treat
with antiepileptics or methotrexate)
Singh et al. (203%5) | Retrospective case | All folate determinatioriscaintres Age: 53 yeatsl4.9 NR Serum folate
Tertiary hospitals (2 | series between June 2013 and June 2014 we BMI: 28.% 7.85 <3.4 ng/ntk7.7
centreslUSA NR reviewed. Patients with serum folate < nmol/Ljdeficient)
n= 253 (226 patients ng/m(<12.5nmoI/W)ere retrieved for cha <5.5 ng/nfk12.5
analysed) review. nmol/Lfinsufficient)
Robinson and Retrospective case | All records of inpatients with a folate t§g NR NR Serum folate defineg

as from <1.5 ng/mi
(8.4 nmoljlto <2.8
ng/m(<6.3 nmol/L)
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USA

n= 2998

among the@ntres.

TheisefToupal et al.
(2013%, Tertiary
hospitaUSA

Retrospective case
series

NR
n= 2093

All serum folate tests ordered in inpati¢
units and emergency department betw
Jan 2011 and 31 Dec 2011.

Age: 66 yedrs
Male: 50.%

Serum folate:
chemiluminescent
competitive binding prot
assay on E170 analyser
(Roche diagnostics,
Indianapolis, IN)

Serum folate
Deficient$3.0 ng/ml
($6.8 nmoljL

Low normal: 8809
ng/m{6.88.8 nmol/L

Latif et al. (206%)
Inpatient and outpati

Retrospective case
series

All serum and RBC tests performed on
inpatient and outpatient patie2®9in

Low serum folate
Age: 59 years £B3¥

Commercially available
assay (Folate, Elecsys

Serum folate <2.8
ng/m{<6.3 nmoljL

Inpatient and outpati
hospitalUSA

series
NR

n= 1007 samples fro
980 patients

month period. Charts were review for &
patients with low or borderline folate le

Male: 38%
Indicatioranaemic (60%)

hospitalUSA NR Charts from patients with low serum fo| \ormal serum folate 2010 system) RBC folate <175 ng/
n= 6024 samples fro| Were reviewed Age: 6Jear{¥E87) (<397 nmol/L)
4,985 patients

Ashraf et al. (2088) | Retrospective case | All serum folate levels obtained during| Age: 63.8 yedrs NR Serum folate

Low<3.0 ng/n(t6.8
nmol/)
BorderlingB4 ng/ml
(6.99.1 nmdl)

Bor et al. (2088)
Single ladratoryvith
inpatient and outipat
requests, Denmark

Retrospective case
series

NR
n=12932patients

All RBG@olate analyses requested by
hospital docto606) or general
practitionef4%)n 2003Charts were
reviewed for all patieaterred from the
hospitalvith an abnormal folate result

Hospitgbatients

Age maldéi6 £ 19 years
Agefemaleb4 years 20years
Male: 39%

RBC folate <350
nmol/L(<L55 ng/ml

Abbreviations

CA= CalifornigN= IndianaNR= not reporteBBC= red blood c&llSA= United States of America.

Notes

a= meax SD b = mediarg = median (rangd); mean.
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Study IDSetting Country

Findings

Jaffe and Schilling (1990grtiary
hospitaUSA

N

62/1355 patients (4.6%) had RBCHfaBeng/n{397 nmol/(37 with medical records adequate for review)

20/57 (35%) patients with low folate were treated with supplementation

11/20 (55%) patients responded to supplementation (increase in haemoglobin of 1% or reduction in MCV to normal)
13 patients treated with supplementation had both low RBC and serum folate levels, 8/13 responded to treatment

7 patients treated with supplementation had low RBC but normal serum folate levels, 3/7 responded to treatment

Vinker et al. (20%3\etropolitan
clinics (13 clinicisrael

4.3% of all folate tests (43,176) were positive for folate deficiency
68/152 (44.7%) of patients with low folate (who met the inclusion criteria for this study) were treated with supplementation
1.9% of folate tests therefore resulted in a change in management

Singh et al. (20%%5J ertiary hospital
(2 centreslySA

Of all folate tests ordered, 4.9% identified patients with folate deficiency or insufficiency
88/226 (38.9%) patients with folate deficiency or insufficiency were treated with supplementation

Robinson and Mladenovic (2001)
Inpatient (3 centrasPA

68/2998 (2.3%) of folate measurements were low

35/68 (53%) of low folate levels were recorded

17/68 (24%) of low folate levels were attributed to a possible cause

16/68 (24%) of low fdiawels were treated with supplementation

Overall clinical response to folate testing was 0.5%

Recommend that folic acid levels are rarely low in patients with macrocytosis and low levels have little influence on therapy
Recommend only check cobalamin levels and, if normal, treat empirically with folic acid

Recommend folate tests for patients with persistent unexplained macrocytic anaemia

TheisefToupal et al. (20%3)ertiary
hospitalUSA

2/2093 (0.1%) folates tests were deficient
7/2093 (0.3%) were-hmrmal
1/2 (50%) patients with folate deficiency were treated with supplementation

Latif et al. (206%)npatient and
outpatientSA

NN DN DN DN NN DN NN DN DN DN DN N N NN NN N NN N NN

77/4689 (1.6%) serum folate tests were low

16/1335 (1.2%) RBC folate tests were low

Overall, 74/4315 patients had low folate levels

39/63 (62%) patients with low folate received supplementation (only GBgidtatesrieadlts availdblereview
39/4315 (0.9%) of patients clinically suspected of folate deficiency received supplementation
Indication for folate testing did not appear to influence physician response to test results
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Ashraf et al. (2008npatient and 2 4/980 (0.4%ptients had low folate levels
outpatient hospitaSA 2 10/980 (1.0%) patients had borderline folate levels
2 5/14 (36%) patients with low/borderline folate received supplementation
Bor et al. (20885ingle laboratory | 2 RBC folate levels were Idwrib of tests requested by hospital doctors and 1.3% of tests requested by General Practitioners
with inpatient and outpatient regu{ 2 Low RBC folate was observed more often ir4@yeens old
Denmark 2 31/5154%)f hospital patients Vaith folate levelgre prescribéalic acid
2 26/57 (46%) of low folate tests requested by hospital doctors were noted in the medical records
2 Overaltlinician response to folate testing was 34/57 (60%)
2 Chatreview was not possible for folate tests requested by general practitioners
Abbreviations

MCV=mean corpuscular voluRBC= red blood céllSA= United States of Ametica.

46:1S&Q3-* FIO35(*&!6&*0%$8 U ! ! ! ! ! ! ! ! ! ! I>1



$7#3  C:/'5*Kl4  G!Z&.-%)6!.::11.*¥2.-1+,!

*(-&5/512)&5*/2 |

B2'0$PD _CZC= d)'.0),F)"2.)2.$.6%1& '*)

Risk of Bias Applicability concerns
Study Patient selectior] Index test(s) | Reference standard(y Flow and timing | Patient selection Index test(s) Reference standard(s
Bain et al1984% ? 8o ? ) ? ) ?
Abbreviations

% =lowrisk, =high risk = unclear risk.
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appropriate objective methods?

IHE Domain Jaffe and Vinker etal. | Singh et al. Robinson and| Theisen Latif et al. Ashraf etal. | Bor et al.
Schilling (2013¢ (20157 Mladenovic Toupal etal. | (2004p (2008Y (2008%
(1990% (2008t (2013p

Study objective

Obijective clearly stated Y Y Y Y Y Y Y Y

Study design

Prospective N N N N N N N N

Multicentre N Y Y Y N N N Y

Consecutive recruitment Y Y Y Y Y Y Y Y

Study population

Were patient characteristics included? P P P P P P Y P

Eligibility criteria clearly stated Y Y Y Y Y Y Y Y

Did patient enter the study at a simila NA NA NA NA NA NA NA NA

in the disease

Intervention and eotervention

Was the method of intervention clearly Y P P P Y Y P P

described®

Were additional interventions clearly | NA NA NA NA NA NA NA NA

described?

Outcome measure

Were relevant outcome measures Y Y Y Y Y Y Y Y

establishea priofi

Wereoutcome assessors blinded to thf NA NA NA NA NA NA NA NA

intervention?

Were the outcomes measured using | Y Y Y Y Y Y Y Y
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of support for the study reported?

IHE Domain Jaffe and Vinker etal. | Singh et al. Robinson and| Theisen Latif et al. Ashraf etal. | Bor et al.
Schilling (2013¢ (20157 Mladenovic Toupal etal. | (20049 (2008Y (2008%
(1990 (2008 (2013¢

Were the relevant outcome measures| NA NA NA NA NA NA NA NA

before and after the intervention?

Statistical analysis

Were the statistical tests used to asse NA NA NA NA NA NA NA NA

relevant outcomes appropriate?

Results and conclusions

Was followp long enough for importan| Unclear Unclear Unclear Unclear Unclear Unclear Unclear Unclear

events and outcomes to occur?

Were losses to folgwreported? NA NA NA NA NA NA NA NA

Did study provide estimates of randon NA NA NA NA NA NA NA NA

variability in the data analysis of relev

outcomes?

Were thadverse events reported? NA NA NA NA NA NA NA NA

Were the conclusions supported by rg Y Y Y Y Y Y Y Y

Competing interest and sources of

support

Were both competing interests and sq N Y P N P N Y N

Abbreviations

N= NoNA= not applicable=Partia] Y = Yes!
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AMSTAR 2 domain Bo @020ps
1.Did the research questions and inclusion criteria for the review include the components of PICO? Y

2.Did the report of tegiew contain an explicit statement that the review methods were established prior to the conduct of tlepoevjestipndmididfica N
deviations from the protocol?

3.Did the review authors explain their selection of the study designs for inclusion in the review?

4.Did the review authors use a comprehensive literature search strategy?
5.Did the review authors perform study selection in duplicate?

6.Did the review authors perform data extraction in duplicate?

7.Did the review authors provide a list of excluded studies and justify the exclusions?
8.Did the review authors describe the included studies in adequate detail?

9.Did the review authors use a satisfactory technique for assessibigshH& o8 of individual studies that were included in the review?

10.Did the review authors report on the sources of funding for the studies included in the review?

11.1f metaanalysis was performed did the review authors use appropriate methods for statistical combination of results?

12.1f metaanalysis was performed, did the review authors assess the potential impact of RoB in individual studiesietadinelsessiibs oftteeevidence
synthesis?

13.Did the review authors account for RoB in individual studies when interpreting/ discussing the results of the review?

<|<|7|lx|T|zZ|<|<|T|<

<

<

14. Did the review authors provide a satisfactory explanation for, and discussion of, any heterogeneitysobktreedview? resul

15. Ithey performed quantitative synthesis did the review authors carry out an adequate investigation of pubtigdtian)has @isalks its likely impact of N
results of the review?

16. Did the review authors report any potential sources of conflict of interest, including any funding theynige tedveeieweond Y

Abbreviations

N= NoNA= not applicabls PartialPICO=population, intervention, comparator, oytRoBresisk of bia¥ = Yes.

Notes

a=Thereview did not search grey literature sbuaréesk of bias was appropriately conducted-toratyets using the AMSZ Addlc = the review considered sources of funding for the
included studies when conducting the AMSTAR 2 appraissak fibeseported separately; noting most included reviews did not report these
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