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Vitamin A supplementation every 6 months with retinol
in 1 million pre-school children in north India: DEVTA,
a cluster-randomised trial

A (Deworming and Enbanced Vitamin A) team

Shally Awasthi,Richard Peto, Simon Read, Sarah Clark, Vinod Pande, Danald Bundy, an

Summary
Background In north India, vitamin A deficiency (retinol <0-70 ymol/L) is common in pre-school children and 2-3% die
atages 1.0-6.-0 years. We aimed to assess whether periodic vitamin A supplementation could reduce this mortality.

Methods Participants in this cluster-randomised trial were pre-school children in the defined catchment areas of
8338 state-staffed village child-care centres (under-5 population 1 million) in 72 administrative blocks. Groups of four
neighbouring blocks (clusters) were duster-randomly allocated in Oxford, UK, between 6-monthly vitamin A (retinol
capsule of 200000 1U retinyl acetate in oil, to be cut and dripped into the child's mouth every 6 months), albendazole
(400 mg tablet every 6 months), both, or neither {open control). Analyses of retinol effects are by block (36 vs 36 clusters).
The study spanned § calendar years, with 11 6-monthly mass-treatment days for all children then aged 6-72 months.
Annually, one centre per block was randomly selected and visited by a study team 1-5 months afier any trial vitamin A
to sample blood (for retinol assay, technically reliable only after mid-study), examine eyes, and interview caregivers.
Separately, all 8338 centres were visited every 6 months to monitor pre-school deaths (100000 visits, 25000 deaths at
ages 1-0-6-0 years [the primary outcome]). This trial is registered at ClinicalTrials.gov, NCT00222547.

Awasthi et al. Lancet 2013
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Table2.3 Values of 8z B = (2, . +2, 4

Two-sided One-sided f

@ 0.05 0.10 0.5 0.20 0.50
0.001 24358 20,904 18.723 17.075 10.828
0.005 19.819 16.717 14772 13313 7879
001 17814 14.879 13.048 11679 6.635
0.02 15.770 13.017 11.308 10.036 5.412
005 12.995 10.507 8978 7.849 3841
0.1 10.822 B.564 7.189 6.183 2.706
02 8.564 6.569 5373 4.508 1642
04 6.183 4.508 3527 2833 0.708

Machin, et al. Sample Size Tables for Clinical Studies, 3rd Edition. 2009
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as " 14 15 16 19 0 2 % . E2
085 12 12 14 15 18 9 0 2 2 30 w0
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IRIREMEITHD UFT BBV TS-1 ICKSiEME (A+B B) O 3 TRHEEFE
BE 40%~50%LRFETHE, A+B BICHT D Paclitaxel—~UFT 31113 Paclitaxel
—TS-1ICk D8 (C+D &) DEMDROV\F—FILT 080 (VROUTDY3
¥ 20%) BN, BERNICERADEAT, BRRELTERLUEEISND. TOB,
C+D B0 3 FMAEFRSII 48.1%~574% & P BEN, @MBERBT S 1 VELE
B8, BR3F, BWIF, oI5— =5% (@A), BilH =0%DELTHERE
BBEHICIE A+B BHIU C+D BZN2NT 606~708 BNWEE 2D, LI, &
REFHSBLULRNROPAUICBFERELCSNBICY, BRAAY FRR
RRICONTFRICRIEBVICEZIUVIETOIFETHSD. BRBPTRRIC
RELEAIARY FHUSNEANAY FREDBICAZBREVRSNCH/SICIE
HREMBORBLE . BLOFTBEHOREEZESLUTANBHERCH
ITSFESRMEA, B, D 8§55 370 B, Bt 1,480 BIC LIS, 1T 1,480 BIOWI
BETR, FBEOV-IVENS—FIT 1.33 LULERS, 88%DEHAT A+C
WICWT 3 B+0 BOFLREMBTISERMESND, FEHORMICHLTE«
ISR 5%ET D,

WRAME | MISAM | A+BES A+B B
803 | CBI3 | COMD | 0 | UZDUS | BER

IFMEE | IHMAE |3 EEEE Y3y | coln
mEs | sus | snae | wEsm |
400% | 459% | 59% 085 15% 1,308
40.0% 48.1% 8.1% 0.80 20% 606
400% | 503% | 103% | 075 25% 436

[ 500% | 555% | 55% 0.85 15% 1124

500% | 574% | 74% 080 | 20% 708
50.0% 59.5% 9.5% 0.75 25% 372

Bila. 3ES TR

« LM THDIEHICE, 7‘50)5@{&73“1’)3“73‘(;
LS TVWTEERVN, BRI ICEKDD B EN
HD TIFRSIRL

SRR T, ISR -2 EVWDBICK
D EDEEL D TOWTKRVDIZERET D

o SAMITERER T3/ \ B — REE1.33

- —i%(C, HREFTFO (V\F—Rik1) & L,

TRLLFARRET, BY > )L+ X %ETE

om= (1+_(p) (Zl—a+Zl—B)2

AZ

¢ margin

IESTEDHIRE%E

S-S AT

HEWAEN'SD EDRN
(SRR B
(superior)
EI= kS
(non-inferior)
B33
(equivalent)

U

SEFMR (BICIT<EE
SERARNER)

f5ls. INAEEEEEE

o XI5
« IRSAIBRSIARBEIRINA-IVER = (S BRI E/) ViR
fiez GERF L&)
« Fiin20m% L L, ECOG PSIF0~2
o BAEE1I~2L A
. IEI%
« T)LOF =T (150mg/dayiEH) ENINZXTT
(15mg/kg3iB8E) DHA
CFEBIRRA S
. @R IVHR (FWXR)

1B

Tanaka, et al. Trials 2011
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« RASEIRRERDOBM (IR O ——> 0
» Z < DIREE S A MEBIBRER (SEDN ED
hNER
« EMESBMELDBRICKETVNE DSH THIKT
- BMBE=)REARER
- TNEOBEFSMEN R EHBF SN S EEDIE
 HAfSHB=I 1 71RER
. ERCHBRARET ol & E IS TS 3EMEDE
« S B & Uis R A 10T S R
51> 2BV\DDONERE

SimonMD2EEPE>H 1>

BT
- NAEBRL, RAMETRIENESNES, N, AZIBH

B RT—
* N=N+N, ADA, RAM E TRIGH R S5SNIz 5 ENEAN

BET 1> STRVORTHAS

(BRI SR/\T) (RAFEHIE 7 B/NT)

BME HAHE R./N, R/N R./N, R/N
0.05  0.20 2/21 5/41 2/29 5/38
010 025 3/21 11/66 4/31 10/55
020 035 9/37 23/83 9/42 22/77
030 045 14/40 41/110 28/77 34/88
040 055 20/45 50/104 25/62 46/94
050 0.65 23/42 61/105 29/57 55/93
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c J\SA—%4
- BMBEZEZE: 20%
- BRfFERMHER: 35%
- #&H77: 90%
« HMBH>F)LHAX
- FREARTEF R CT42 A
s 2HRT7T7A
o NER OB RE R E X, FEBSIREGILEL80A

6. FAINEREBDZEIHHERER

(B8 R AR

EROESEHLR

1 R SR 9 4 B REGIT, A (0. 01~0. OSme/ k)

; I:i:,;)nuuzﬁmguq/n #1H1E5 5 AMEAE TR L&D HbAle (DS i) .

e TITE Auemn FUSULS A FOEBRLER 2 ITRT, Hbile 5T
HARTRTORMTEFLE, FU 7 UE7f EbiRS ik

A, ER@ETETLAL, 6 No. | TRRABERZTOT K
BHICE D BHOIT BRI, e, S Yo 3 iR SAI S b
WIERMTHo &, i, BERMAGHMERT (D) SiEnE
Al PR 5 125 SN 3 MOBRETIR, 7Y
B 2 1 ABUNIC B0 Sk R sl S e Y,

%2 EAGEBESHRTO WAl KLY U5 1 FORRE

ik

HbAle (%) (S i) RUAUETA K (efdl)
BRG] R BRI ] EET KR Y
56 | 5.5 | L8 | L8 | 20 | s | 53 | 62
77| a6 |50 | 64| 26| 50| 1| o2m
seEl s [ s | s | w6 | 60 [ 70
5.8 | 5.0 | 50 | 52 | w0 | s | i | s
TIEbALC = 6.1

68

Ito et al. Clin Eval 2014

Ble. fDRBDEIAHIER

101 EWEM
FEBOBREABITIH LTS,
. SRR FlAE A T LR S,

(e tise)
QA Tl SRR 100 H~500 HAIZ LA L b EDRSRPERTHL, KT
(1S 5, B 61 R EWERE, RO

Hiz BT h, B X EY
TOMGE RS &
b b, BHOEMELMRT S L ILER

SEF L 31 6

ha.

2002 O A Y EToin TEMTRRFETH
Az 12 T + AR TR LTy 2 SRR 1
E8PAEELADUBL, { HRENTHS,

Ito et al. Clin Eval 2014

Table 2. Characteristics of Pivotal Preapproval Trials of Orphan and Nonorphan Cancer Drugs
Na. (%)?
Orphan Drug Nonorphan Drug
Pivotal Trials Pivotal Trials P
Characteristics (n=23) In=15) Value
Enroliees, median (interquartiie range) 96 (66-152) 290 (185-394) <.001
FAandomized, mulligroup 7 12 007
407 7147
Supportive cars 2@ 1 oor
Placebo 114 47 ’
Nons 16 (70) 3(20)
Blinding
Double-blind
Single-blind 0
Open-iabel 2191) 57)
Primary trial end point reported®
isaass response® 17 (68)
Disaase progression® 4(16) o4
Overall survival 28 ‘
Other 218)
3Data are reported 25 No. (%) uniess othervise indicated.
b an trials included co-primary end points of disease response and disease prograssion.
©Disaasa response included aic respan: tal triais han drugs), Cylogenetic resy
of crphan dugs). or change in fumor burde trals an drugs and 4 pivot
da CLicks e 10 MO | {4 piviotal trals: of nencrphan drigs) and progression-
E rehan drugs and 2 pivatal trals of nonorphan crugs)
0
Kesselheim, et al. JAMA 2011
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em= (1+_(p) M * Meuster = {1+ (k — 1)p}m

2 2Ny .
Y
2987~ _ (149 (Zy-a+Z1-p)*
em= (“_‘P) (ZaapptZip)? TM= (T) 0rargi
“\ ¢ /log(0OR)?% (1-70) margim

AR —5
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Key words & further reading

- IRFUMRTEDHEE
s aLT—¢EBIS—
« &7 (power)
« JBEARERE (null hypothesis) & (alternative hypothesis)
« il (one-sided) &Ml (two-sided)
- BEK#E (significance level)

BT IH A XERET D) (S A -5
- 47 (power) —
« BB UELEEIRDOAEE (size of effect) [ioeimen sater
s B2 TP X (sample size) |

* Machin, et al. Sample Size Tables for
Clinical Studies, 3rd Edition. Wiley.
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