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1. AAA Fdaze] ATy 2387]Fd = PICO
o] A8 A7 XFHA=TR This review’s protocol was developed
o : by the authors and was designed to
B o117 kp) N summarize the results of clinical

LT _ trials in which cancer patients are
m =40 AEELOA O ok (reated with intravenous vitamin C ~

° O =833 A3 progression free survival and overall
W v (C) survival.
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o ofel & st _ _

O 2o WA H]L%’?}’\]E(RCT)“& 23 2ol m Randomized controlled trials were of
SEEL O ety e primary interest, but all study
() B8, Za WAool PuHNRSDT Eata A designs were included in the initial
o s A search.
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AE e mEHIZA
4. FRF AXE 2EAQ 9 H4N AFE AR
3=
o L 2% EFeIoF @
QB o (RE ¥d}ao O %39 AT Hus An electronic literature search was
4% 4 EF ok ) Tl A conducted in the PubMed, MEDLINE,
3h: d 55 44 and Cochrane databases. PubMed
2 B Aol O AL A] B Jo = =] - served as an interface for searching
W A2 2 oA O dINWET A= MEDLINE (Figure 1). The exact
(ATAR el go] Eg AAM g of search term combination used in the
- = . o O YHF PubMed search was: “Ascorbate OR
BRI e ) S weF g WE o e Vitamin C AND Cancer NOT Bowel
B 79l=e AAdEs e EgsAY e ~~  Preparation AND Clinical Trial”. The
: o exact search term combination used
A A3 T Fls<3 in the Cochrane database search
0 =32 Zﬂ?}(oﬂj o] O] 3“%5]{‘ 73_% ~1,\_}|] g?asl” “cancer” “vitamin ¢” “clinical
oDl AP ol EH A '
g AN 0 $dn3 $= 24149
ool A 43
5. FAad AAE A7 A89g FHoR FANAr
712
N = = ==. Following retrieval of the studies,
o okl & st T three authors screened the studies
W 2% F o] Bt SHAeR A4 ATE A 9 (GN, )
- g2 wa [ RP, and CJP), eliminated duplicates,
Aestal, HF xgedr-g Felstalh 0 o2 and removed all studies that were
0 &8 % "go] #rlxar A8 gRo ts] 924 not clinical trials or not relevant
L o to the subject matter.
75 A8, & AARE Bo( 1 80% °I7d),
[ R R L P e o o ML = 7 A
6. FRLE AAE ARFES FRo2 TAIUL
712
o okdl % St F%
O #Has 5 Be] FH7harE 23td #2392 oH 2 [ 9 After the second screening, the
= == a- = - remaining studies were summarized
S5 FFEA Nt gelel =Esslvt W o2 using a narrative approach.
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1XMAHETAE) Jacobs (2015)
R mo B
1. AAE F3age] d7AREs 37| Fde The systematic review was designed

PICO®] T4 847} 235 Q=7}10 to summarize available information
addressing the following research
question framed in the population,
intervention, comparator, outcome,

o : and study design framework: “Based

B ol A THP) m on randomized and observational

=N A el (AN [ oly % data, does administration of oral or

B A O =492 A" IV ascorbate in cancer patients

W 17 (C) e demonstrate anti-tumour response or

H =A230) quality—-of-life improvement compared
to treatment with chemotherapy/
standard therapy alone,”placebo or as
a standalone treatment?

2. AAA FAFE PR Eo] AAl FALFE -Page 211, Materials and Methods

Al dell SyE o B 1

TR ESTHE S o]ge] 9= A9 o et ~The study prgtocol WfllS developed a

RS o o s priort among the coauthors.

B (HGR ol )7k A= A -We planned to carry out
random-effect meta-analyses if there
were opportunities to combine study

213 data dependent upon judgments of
o1m
A o o oﬂcﬂ ol OLO%' coy WA the clinical and methodological
AR ofy mEE wat FIE ZREZC] 5F [] 93 o homogeneity of included studies.
e AW voEa wo o SlaL of# Abgel W o Sy o Because of study heterogeneity in
R oo Alslolglth = terms of delivery and dosing of
7}01—_—€ 7HA AL vk g Hs Ao wWeR ascorbate, different cancer types and
Fzsla 9o, A5 A8 j_a]"rL mixed stages of the populations
W2 A N 1<) "“_L included, different outcome measures,
W 7 AR ek m o2 S Al g and key study design differences, the
- ;;7‘1; AL AE authors judged that there were
J‘Ea;‘fq - W Z=ZEZ olgd o3t important clinical and treatment
HHEdAd 27 AsHEFE o)) differences among studies that
= precluded the data frommetaanalysis.
Consequentially, a narrative approach
to summarizing the data was used.
3. w@ud AAE waadel £gE Avad
Aol dis) A9 uy?
o) O‘j}a] g 6}}/} %%: _ L Randomized controlled trials
O %29 9" v ugdAAARCTW E3Hst= 2o W 9 (RCTs)were of primary interest;
s A O oy 2 however, as we anticipated a paucity
O 5 27 v)%zke)a FuHNRSDYF E&ksl= A of such data, all study designs were
o &) A included in the initial search.
B oSe, As) A uael A dI FA U
AT BFE st A s A9
1 BRI AAE 224 24 A4 A58
AHgs 7
o o : mI x3}efof 3t
AH o (% X33 - T As . .
E_:—ﬂ_).] TR W =3 A7 Fauk Ovid Me(glme (1946 to March )2014),
R ¥ == AN EMBASE(1947 to March 2014), and
u “]ib‘}‘j 27\ o]_};{g] O AAAF/AT PR~ the Cochrane central register of

(ATl A3 ca AA 0 el controlled trials (1993 to March

golEulo] S A S mel ule (] 9% o 2014) were searched to seek

3k} O EHEO a ]: l-8 T @ ooy relevant citations. In addition, the

79 QAATS 7Ve AV AHE reference lists of related and
T Bl S we retrieved papers were reviewed to

- v
AIFE= AL 3 A find additional relevant citations.
|
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2 T mE
5. B3 uF AAes AT Augs FHow Two reviewers (C.J., M.C.) screened
N ) all citations that were retrieved from
the literature search independently.
o: o}7] = sy == The initial review consisted of
2 sl T o = screening titles and abstracts only,
u A:ET?‘_D‘}}_]T_U&ZQ]I)‘TZ}ZEL iﬁiﬁ}%ﬂ%} A4 A= E :]L/] . whereas the second step consisted of
dEoral, He EEATE WO - reviewing full-text articles, when
(0 &2 % dgo] Hrixpr 93 Fio ds] Mzad available, to confirm study selection.
T2 NAPa, TS AXEE Bo(d 1 80% o] After each stage, discrepancies were
"N = ow oE AAS 3 resolved by independent consultation
$), A= AP el A s skl with a third party (T.N.).
6. wALE A= ARFES THOE
T4 A=712 Data collection from the included
- - studies was performed by
d: ol F sy TF two individual reviewers (C.J., M.C.)
B A43 5T 9o @iyt w3ty Fale oW =z W el using a standardized data
22 ZZ3Aq & oo =g} [] o}y extraction template implemented in
[0 ®= % weo] Frxh A% AA A7 TR A Microsoft Excel, and
ABE 2E:aly, £ oHEE _H;_LO%(GI L8O% _dl(sjcrepz:jnmes Were(’f‘el\sfo)lved by an
= =oAL, T =24ro=
oV, YuAE & AL A 28 e mdependent party T8
7. dnE AAE A Aol Ui H53 s
v AARE A TSR =1 0
: = = = —-A full list of excluded
- e o bl AFE 55 m o : !
o 0] HT studies can be found in supplemental
B A7 AdEsA O Ao #EAel ol e online Appendix 2.
9 A w) e A7 nF -Figure 1
A Aol g = ol A wiAlE Fet o
29 AN & AA
8 FANAAAE TFH ATEY AFAGES
443 ) EAAEP
o : oFd AT B 55
W S ARl et
= .
g o (o} BF) ey _ - Table 1, 2, 3
m o g 7s O ;ﬁ(xﬂgﬂ%ﬁ"”o ﬂ*g E :']%ﬂ_ o - TabledlAt Watol oieh 7)<
W A g 7% aze - o oh)o Yok v Foll ulabwe] dfst
W ol B v)% 0 1315; Al o A A AFAY AE
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O a7 MAgdl dg 7<=
0 5239 A%
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§l— ROB 337]' 7]' D ETOOﬂ .
mojgest, 19w moage was wpg D oHE o Appendix S3
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d FAAdAE B 3 A8 on
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2 T HEEA
10. Td1Z A& 2@ x3tE AFE9 A=
EAol sl B =rt
o :
O @z 238 A7 AzEHd dis) wu U
sk s, W obde
F g bl ARG dadT A2k was
A e ASE A3
11 WS T, FAaE AR ol
ek Fdet o) E AL, A4
A 4 g2 9la 44w e
A& =71
=T }“%O]'M }‘ ] Oﬂ
. O oy
o : CREES
O w2 s S8l A5s Ags g9 /& A 019_‘—_1
A3k e
O a8l A-8e 7MsAges ol&ste A7d%4E
Aggon old4gol gtk olg nAysHth
0 223t o] d4e) fole] et EALE shsith
NRSI
q
O A deHtd e o) ARS 488 FIE ol
fr& AlABHITH
O 28l Ade 7tsAds ol&ste] d72d34E [ 9
Aggon] oldyel gtk o T At O op e
0 223 NRSI®] wehisE nAgd 354402 W e
AFstAAY, B8 53 FEXNE A3 + s s
o 9 A45E Agsl.
[0 z12]al RCTSF NRSI EF7F mze] T3IHUS
R G ER Rk E S ISR e
T 8oF 48 WEE wusgr
12, WlEREA S Faskgioh, FAE AxE A
Aol wEAS Pl MEEA AFAIY e
2/ el VA FAY 9T BRI [ g
oﬂ . O O}‘L]g_
O mEA9P0] e RCTHS EFa3ch. W viehi
0 ®= st N%a99S 7kl RCTH NRSIE 9
EFHe Ag matel o FAX | nEY $1Ho]
oW e A=A 2AES
2 = — _ - Because of the lack of randomized
h=3 A A 2 A= A/ a=0) 3k =]
13. (;fd:"ié_’ix;: ?ﬁ— EJJrfO;H‘j"'/o{ g W A controlled data, we attempted to
Ao HEENES aysert further our evidence base by
including these trials. In the
controlled studies, we assessed for
o : m risk of bias; most studies scored
HlEE 03] o o e zahaly poorly, failing to score well with
E :l—i UR%”FOH] E_EERC(}{;POE H]EC;}’:]:F'O] gAY ] oy 2 appropriate randomization and
= R b= TleC ol E ol oM blinding or selecting observational
T3l NRSIE 23et Ao HEdgol cohorts that were not well-matched
AFAe] ojHl JgS v =X ths] aZ5 or analyzed. There is a clear need

gt

for additional rigorous randomized
controlled trials to establish the
benefits and harms of ascorbate.
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== mo mta
- - However, as demonstrated, most
4. £ = Ardsel Wi o] el studies were heterogeneous and

incorporated both i.v. and oral use of

ascorbate. Having included all

relevant randomized trials, phase I/II

trials, observational studies, and

case reports may be seen by some
o as a limitation to this review based

bl .o:]‘ A5 ol ml 5 o] 2 A4 u olil o on the premise that the latter
L] L_LL E*]fo]ﬂ}‘i 4316L OO] = 001 %1912} } 0 ebde designs are considered less rigorous
W == oldAo] e A, olAAe U is) in terms of design. The paucity of
ZAbetaL, oldAlo]l EHuF AFAate] mAE randomized controlled studies, as
gako] ol =ostelc well as the clinical and methodologic
heterogeneity of the available
literature, should be seen as
limitations to the evidence base for
ascorbate use.
15. ¥4 §42 aholthd, TALRAAS
SR EY (L LAT HEDe] e A
A FYsta, dnE Ao vE F e O <
ol tial 3 2atel st 0 oo
o - W vk
O SdnjEdel tid adx ke A4 435S e
Y3t FRNEL f7sh 9T Guol B 1
2asic
16. TRd AAE Band F98 Ao
A A Ds EFste] 7AA o]sf gl dis)
RIS s R A
o H 4 The authors indicated no financial
: ol % relationships.
W AAE ols)Eel flrkn muskr), Ei 0 ok P
0 AL AFAE AEdRed, #AN olAES
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1MIHETAT) Fritz (2014)
3E oot HeZA
1. AAA Edage] A4 27| Fd &=
PICO9 F+A 847} £&E Q=712 to review and summarize this body
of literature according to the safety
o : W o and effectiveness of IVC use in
W ATHEP) - . o  cancer care, as well considering
m =40 }‘\j@'(_‘ii)/i}% 0 etde potential interactions with
R O F43z A4 conventional chemotherapy or
B A4 7H0) radiation therapy.
2. AAA Edng P Ee] dA EduES
A&tz dell FYEAoH B
TREZRFE FUg o]go] A= A5 ol digh
2 T 3 ( B TS o LY
B A Aol #YE TRESS
=k _ I
2 of I A ey DO A8 TR nagl e}
AR = o}y REE ¥ ;q o o o}aﬂﬁ/k}ﬂz]ﬂﬂi B 2% o  acknowldgementd] TEEZ FHEJ
e AW zeez g o) A 818 Dojge di@ AFel slol Al dgs gt
Holeg AAm Qopm AT derg
g O aigss 39 deb:
A<3ha At A/ A, e - Page 291, Search Strategy,
Wiz A% e 03"] J“a Inclusion Criteria, Data Extraction
.7‘4&'4%_2}: D ]Eo_‘LLoﬂ EH\_
s ERNE
W X37)E o .
sl o O Z2EF olgdd fg
WYY 3o ==S o
A3 o)
5. vaad Axe waadel Egd A A
A giz] A9 sreiv?
d: ol & s} == For inclusion, evidence had to come
O %2 aAd vadPANHARCTH E33= Ao W o from human studies published in
& 4 [0 o;YQ  English, including clinical trials,
O =& A v)FAAATFTHNRSDYE 2315 A uncontrolled trials, observational studies,
of thsf Mt case series, or case reports.
moEe, wae) WA aad g FA s
A BEE T 2ot 41
4., T 0F AAE xZA0 73 A AS -Page 281, Search Strategy
ALg3 =712 -Strategies used a combination of
. ol N controlled vocabulary (eg, “Ascorbic
[e1=] = sr3lgjlo = 1&g o i3 ’
=T ?ﬂ (255 EFeer el T A hoF S Acid,” “Injections, Intravenous”) and
) W oEgE oo BuEd . s
B H23 27 ol4bel we keywords (eg, intravenous vitamin c,
b RS 4 o R I I =t | H H
(A7 AR Aatel) ] oA/t g O o I\ V1tam}n c). Vocabulary and syntax
golg o] ~2 A 2 RO were adjusted across databases:There
sl O 39 R Ul ARstE [ ol were no language or date I‘e.SFI‘ICtIOI’lS
: o g PSR on any of the searches. Additional
B 9Ee FAAte X AR v
= - e = b references were also sought through
AN, O s A9, 54 B : © ;
B Z9E 4§ o A handsearghmg the bibliographies of
ool sl Ae o] B 2R o 2479 relevant items. Agthors were
o= AAlertt ool A Z=ay contacted to obtain details of
= o = unpublished studies.
5. #dud AAE AT AEg FHOR . .
23] 3} 9] =7} First pass record screening was
ZL_ — conducted independently by 3
d: ot F s T researchers (HF, GF, MC) based on
B 23 5 9o gyl Eyxor 17 gz W title review, with second pass
Aesla, 2E xetore dolslgt) [ oty conducted on abstracts an_d/or full
FO X mol o)H. M. 9 MA text where uncertainty existed.
U e A;H ;°jjJ°7ixj7t1?_geﬁLoﬂ WZ,SH ! —‘f Disagreement between researchers
T A OOPMJ_— - A2 = iﬁ(d]‘. 80% ol was resolved by consensus.
D), AT @ B 2 94 S sl
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3E oot HeZEA
6. EH1Z AAE= AEFES TEOE We piloted data extraction forms and
23 510l =719 conducted extraction in triplicate for
Tt =7F :
30% of studies to assess
) interresearcher reliability (HF, GF,
o: ot F S =F MC). No major inconsistencies in
B H23% 5 9o Py 23y 23l ojw 2z W9 data extraction were found.
25 =53Ad s oo =gttt O oy 2 Extraction sheets were prepared
0 %= % 9o Hrizirh A% A7 A7 TR A based on the Consolidated Standards
Ao Tl s S e s melial of Reporting Trials (CONSORT)
RS T"E°}M{~ T e2he= ‘1‘04(01_ : 80% statement for clinical trials and the
ol’dh), A= g HukAL AR &2 St Newcastle-Ottawa scale (NOS) for
observational studies.
7w AAE A Aol A HET gee
WAL 2 AT
N 0 of
IFE o of: o} AME = RO
B AE7HA HAESAA O FA4dez d#de]l o o}l 2
g, FE A ) I R .
AR Aol gk & ol A wiAlE ek o
=5 A # A
8. TR AAAE x3HE AFEY AFAES
A8 7 &A=
o : ofd AFE BT 5
=
0 QAT ARl .
an o (obg) B qe % © table 1, % 3, 4 . N
=T l = = ) o Od - tabled| A= vl i3t 7|&
Wl B vl B SA AR Y g oon o) Hou} B Zo| u]mTte] js
W EA0l @ 7% NEEAR A5 8 [ oo dma o dras s
W] e 7% I X3 - cemn m e
W SAAT digk 71 [ vlaat AFARe o
W A dig 7E g eE(HEdSAE
45 23
O A5 A"gol st 71
0 FAwze A%
9. EAuAAAE EAuFd E3H NE A4
HE- A (ROB)S B7tel7] 98 E2e)e
ETE ARSI TR
RCTs
QX o ol BT ul o o} ulsk ROB 3 Ol‘j Randomized controlled trials (RCTS)
3 ROB %7}t 7} g E}]‘g o°’“ \gerﬁ asse;se}? f?quuahty 1usmﬁ the
. r > C
.0y A5l LA - L2 ochrane Risk of Bias tool, an
u HHZ@ ;fﬂ :\I:;-ﬂj; 5 u jl;"b‘} e e [] NRSI9F observational studies were assessed
] ;Zﬂlejj}«g;}ﬂlx};} —‘511;] . T3 for quality using the NOS.
= A 8 al
SRCEE 99 AL W T SHAU 24
TEY e AEA FollA B A4
9 FAAMAE B AE oy
482)
of: ofgfe] tig ROB 3
7t
NRSI - . H < . .
. . B =23 =443 < Randomized controlled trials (RCTs)
AR ofr ofgel] i _ﬂ; A}:‘;—J E;jm - O &% o were assessed for quality using the
ROB %7} a3 o= o (] o}Y%  Cochrane Risk of Bias tool, and
[ A=y s [J RCTw observational studies were assessed
W = | 3:(;&3 ;:g,;u;%i o for quality using the NOS.
> g A4
ERL
10. Ed1Z Axpe o] 23H ATFES] Aa
A d&] Rasl=r)?
o :
O #dnze 238 A7 AFEAd s mn O
aof & H ole
F R ARGAT AAAT AR7E s
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HE et e A
11. dEebHEA S Fsdnid, F3aF AR oo
st gt o5 AR, ATATY
SAtY 2 & 98 gHs e
AHESER =TT 0 o
RCTS [ olu e
oA W e
O WebEA S S A2s 2483 393 oJ#= A oo
}\]‘o’ ortt. BATT
O o2lx - 7MsAgS o83ty A+2xE
Aggon ojddo] A o] & HAFT
O z2g)al o] @A 9] dold i3t ALE 8t}
NRSI
d :
O Axe veR2ds 58 82 433 93 o
5 AABSTH
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associated side effects, given their
often subjective nature; however,
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respect to hard outcomes such as
time to relapse.
-Phasel/Il: Risk of bias. Due to the
uncontrolled nature of these trials,
and the lack of a standardized tool
for risk of bias assessment of such
studies, we were unable to assess
any particular risk of bias score for
the phase I/II studies. Given the
nature of the endpoints, there is
o m likely to be a lower risk of bias for
O HEg o] W& RCTRHS 23akqltt ,  reports of pharmacokinetic
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should be interpreted with caution
due to their uncontrolled design,
small sample size, and inherent risk
of bias.

—-Observational studies: Risk of bias.
The cohort studies scored between 4
and 7 on an 8-point scale for risk of
bias.4,6,8 There was high risk of
bias in the representativeness of the
cases, as studies were based on
cases that had self-selected to obtain
IVC treatment
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This review aims to summarize all
human studies that include a vitamin
C intervention concurrent to tumour
therapy or as sole therapy and
examine the effect on patientrelevant
endpoints.
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The risk of bias in the included
studies was assessed using the SIGN
checklist for controlled studies
version 2.0 . In addition, it was
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the researchers and the investigation
of endpoints were blinded and
whether the groups were comparable
concerning demographic parameters
and the examined endpoints before
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1. AAA Edage] A4 27| Fd &= The aim of this review is to assess
PICOY +A 247} £3E Q=712 the eectiveness of vitamin C in the
= 2 treatment of cancer, with or without
adjuvant standard anti—cancer
treatment like chemotherapy and
radiotherapy.
o : We researched the literature on the
SR N o following hypotheses:

TImT A el(A a)AFak ] o}y <. - Vitamin C administration is more
| AO O =273 AA- effective in the treatment of cancer
W v 2 (C) e than placebo or no treatment in
W =42 370) susceptible populations.

- Dierent routes of vitamin C
administration (intravenous/oral)
may dier in eectiveness in treating
cancer.

2. AAA Fdng i Ee] dA EduES
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T Ha B g =% o]elo 01_“:_—_7:]00 3 . .
3 35 E%i_gﬂo-im T L“E ]qu Py 5 olel e —-Protocol and Registration

4FeHEE R o] H)7F A 1944 This systematic review was written
SERE O_Eu,j— ool gsfled: ) 0 o conform the PRISMA statement for
E"“‘_ o o F72 ZREFo] 525 ol 1 reporting systematic reviews of
A A= obef mFE ET o] 9la, ofg] A}ato] B 2% o] studies that evaluate health care
e AW ZRES Ee E”"‘ o © ° 0oL interventions. It is registered with
VAT R=R=4 &4 B A=Y = 151019l the University of York Centre for

= M O 6]]1:1—2]—‘: 710 uﬂE}‘i H H : H
Asta 9ot i R Reviews and Dissemination
ool o sl e A/ AE, aga International Prospective Register of
|| T':;dia i o ) S ic Review
0 oAy A6l o ystematic Reviews.
| 7%*%4?_‘?7* 24} 78 -Page 3, Eligibility criteria
mERE O =2Eg o Yot
W TR 27t QersL(Eaat o)
o ° H o T
3. wALT AAE Faadel Zgd A7
Age] gis] A siaiy? .
- o_' ]ﬁﬂ% E;;.Mur All study designs were allowed
o: UHH & st e 3 i except for Phase [ trials and case
O %2 oA vadPANHARCTH E33= Ao W o reports, since there was a lack of

s A 0O o}J2  extensive randomized controlled trials
[0 & ZA ¥E2YAFTNRSDY ¥3H8t= A (RCTs) but the quality of the studies

o Hal AT was weighted during analysis and
moEe, asl wg Ew A S A discussion

AT BEE TPt Aot 49
4. BAE AAE 23A £ A4 dgs -Studies were identified by searching

A& =71 the PubMed and EMBASE databases
and snowballing from review articles
and relevant studies. The last search

was run on the 11th of March 2019.

The following search terms were

e a1 o : BY Zglsjol g+ used to conduct the search:
OE]“?‘; o (B5 Egslof B Z3d o;:rLg ;1_1; Neoplasms; Cancer; Malignancy;

3h): e Leukemia; Lymphoma; Ascorbic acid;
B Hag 27) o9 LA Bl = o] Vitamin C; Ascorbate;

A7ARe Hae) O P FAIR/AT A 0 o Dehydroascorbic acid; Randomized

H]LO] g) Hill_O]/\—a o Ef #24 m o o controlled trial: RCT; Randomized;

o =TT O odlg BoF ug AR 1o Controlled clinical trial; Prospective

3ttt A2 wdeAY 2R 0 o e study; Clinical trial; Case-control;

W 719=9 AAdES o e v Cohort; Rheflse 2 Ogservational.study;

A X &5 o =onE L _ Reduced infection; Overall survival;
] 5‘5:&§M PG U °H%Hf B, A Progression—free survival; Toxicity;

el sl gy OL] =4 244 Quality of life; Tumor response;

o o e O &30z g8 24704 Response rate; Disease-free survival.

& AABHSIT ool AM =3 The complete search strategy is

shown in Supplementary File S1.
Bibliographies of identified articles
were also reviewed and searched
manually for additional references.
-Language was restricted to English.
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For randomized-controlled trials “The
Cochrane Collaboration’s tool for
assessing risk of bias in randomized
trials” was used, for non-randomized
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