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3 Dialogue on Research Paper Reading

Basic Understanding in Non-inferiority Test
in Clinical Research Articles

ABSTRACT

Non-inferiority test has been used more frequently in clinical research
paper. Concept and interpretation of non-inferiority test is different from
traditional statistical test which tests whether new drug or treatment is
superior to standard drug/treatment, or placebo. Non-inferiority test aims to
determine whether new drug/treatment is not unacceptably less efficacious
than an active control treatment already in use. This article aims to help the
audience understand basic concept and interpretation of non-inferiority test
in clinical research paper. The interpretation on study outcomes between-
groups comparison especially direction of non-inferiority test is explained,
as well as non-inferiority margin. The article emphasizes the practical
consideration of determining direction of group difference for non-inferiority

test with cases for actual visual exercise.

Keywords: between-groups comparison, non-inferiority test, superiority

test, traditional test
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non-inferiority  test wotasunduluunanuisemeaain
TauNITNARIUANBMERAIIINNIINATOULLUAILAN
(traditional test) ﬁ'ﬁﬁugmumﬁmw mysnssuulndnie
T fdszansmnannninmssnesuuuiiawiesildunnan
wih aain 39fadimmasevuuusdudunmmasauau
“»nianinvadLiy” (superiority test) W@ non-inferiority test 4
wwafanugulunimaseuin mesnsuunlniniamlng
W 879888 (inferior) NFIIMIINBMULIEUWSaEUEY LDy
Tsisnlunirivausy e aoin asuunanuisunisadiin
93224 IHlanadn non-inferiority test laildnasauass g 41
masneuuulnainiasnlug “lades” ninnssnsLULLGN
nIaendu udidunseanlddasninle udanudaslaunly
ninfazpawsule
s4n non-inferiority test Tuiiiaveiu
Tuunalnun1siseniie ﬁi’@lqﬂi:mﬁlﬁaﬂ@aau

158N Bn W09 boosted protease inhibitor (P1) IINAU

wEuastdAnssunazudnIsgunw i 1 aiiu 2, we. — da, 2557

integrase inhibitor %ﬁG@T’J (lopinavir/ritonavir  [LPV/r] +
raltegravir [RAL] \isUNU boosted Pl + 2 NRTIs (LPV/r +
tenofovir/emtricitabine [TDF/FTC] lugihy HIvV gui‘l,mgﬁzhvl,sj
welasusnmuliaunrian (antiretroviral (ARV)-naive adults
infected with HIV-1) ﬁw“mimnué"si’]g{mm boosted Pl + 2
NRTIs mﬂ&ilﬁmatﬁanﬁﬁﬁq@ (Reynes et al, 2011)" lay
;ﬁa"um“’aﬁa:ﬁgaﬁi'] LPV/r + RAL 81398801 LPV/r +
TDF/FTC lumsna HIV virus ud lidasifinninazsanyule
Tuns@nenit dandsildnaseunnudenissdiaae %
maoﬁjﬂmﬁ'ﬁ HIV RNA < 40 copies @8 ua. 71 48 alan¥ 49
MINLNENNNITANA HIV virus MaKA @1 % maog’ﬂmﬁ'ﬁ HIV
RNA < 40 copies @8 §a. 7 48 flanvmsiidnge G
suu@lasrialdn win LPVir + RAL fuUssaninmaasnin
LPV/r + TDF/FTC ua &1 LPV/r + RAL anavilila % wes
Juaufifl HIV RNA < 40 copies da wa. 1 48 #ia 1l
10% lwumuzdi LPVIr + TDF/FTC fﬁaﬁﬂszﬁﬂ%mwgaﬂiw 817
1669 20% wazmifafiansmianuenslaseaien LPV/r + RAL

@

LAIALAIBANN LPV/r + TDF/FTC Aazladnduauadit 10%
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— 20% = -10% Femursaudannuannara g ETITuil
1697 o1 LPV/r + RAL @asninen LPVIr + TDF/FTC lu
ﬁ@ﬁaumaogﬂmﬁ'ﬁ HIV RNA < 40 copies @ Na. 71 48
flanviag) -10%

ueluarnassus lumsdnenlas Reynes et al (2011)"
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i ﬁﬁmm@'j']m LPV/r + RAL @a8ni18n LPV/r + TDF/FTC

R
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lanafulaiimueain adlddasunldnii -20% law

[

/1 -20% % Dia1du non-inferiority margin (Lﬁuﬂsﬂu;&ﬂ‘ﬁ' 1)
S‘fjosﬁﬁi"uﬁ'mmmﬂ'nmho -20% HanuamsAnmniauwi
BANE g NITANW ﬂ”ﬂfug‘”’iﬁ’yﬁmﬂauuagm’h azgyliien
LPV/r + RAL @agninen LPV/r + TDF/FTC twudnaauay
289 95% confidence interval (95% Cl) U8IANARUAWIWITL
Mn3aAT0ULAT -20% lUaudne udn liviunse ldasautugas
1 lsigesnin LPVIr + TDF/FTC

Yot Uﬂm'm%vmi"onmﬂﬁuamL'f:aﬂ'nwﬁ"szqmmsﬂ
non-inferiority margin 3W1@ -20% §1MIUNITNAROLAINGTD
13lusu Statistical Analysis 37:

To test for noninferiority of LPV/r + RAL treatment
compared with LPV/r + TDF/FTC treatment, the exact 95%
confidence interval (Cl) for the difference in response rates
([LPV/r + RAL] — [LPV/r + TDF/FTC]) was determined and

compared to the pre-specified noinferiority margin of -20%.

&1 LPV/r + RAL faenin | [ Lpv/r + RAL Liisiaeindn

——
-1.6%

(95% Cl =-12.0 - 8.8)

A=-20%

gﬂﬁ 1 nmsRTananwlidasndn (non-inferiority) VOILFAS
LPV/r + RAL iflauniuengas LPV/r + TDF/FTC lunnina HIV

. { o I3 . '
virus 1 48 8Ua¥ (HIV RNA < 40 copies @8 4a.) lagununau
URAIANAIITENING (% cjﬂm‘luna;u LPVIr + RAL fiflén HIV RNA < 40
copies 60 ¥a.) AU (% Huawlungu LPVIr + TDFIFTC fidien HIV RNA < 40

copies @8 ¥a.)

NamﬁﬁnMLLa@ﬂﬁLﬁu’hmju LPV/r + RAL § % E}”ﬂwﬁ
HIV RNA < 40 copies @8 u8. 71 48 §Uansk 1w 83.2% @9

a

N
a % ' . =
ﬂl“ﬂﬂu@]aﬂﬂ?qﬂ@'&] LPV/r + TDF/FTC ©3WU 84.8% I(ﬂﬂ

ANuALdn -1.6% Uaz 95% CI 1w (-12.0% - 8.8%) i lea

2

VaUE1IV8I 95%CI hinuuazliasendr -20% lueudne

48

ariuanulides v dynesia 39m3U gaven LPVIr
+ RAL hiidaglundn (non-inferior) 81gas LPV/r + TDF/FTC
WaRansondszEnEawmana HIV virus 9160 % ;‘Tﬂ'syﬁ'ﬁ
HIV RNA < 40 copies @a aa. 71 48 §Uan¥ lasiitouny

LMK non-inferior margin VWA —20% (g]gﬂﬁ 1 dsznaw)

einvaay non-inferiority test

Tuarag19t19dn HaaWSLIouAsuiuIEniegas
Y & o g4 2 a da A
‘Lmnumgmmmgmuu \unaaWENANFInINLAIFING 59
vnnmgml’majﬁgﬂﬂﬂaauﬁummw:ﬁaﬂﬂdﬂgmm
1933 1UUa2 draudrsnaziduay uazdinmai non-
inferiority margin NRAvuiwwandudaUITUAL Anwde
MIANH18% 9 zdifian19lunINNTWUI non-inferiority WU
WWoanunde bl niadnifantsdranule wazdrsadngls
@T’Jar_mm'a"lﬂﬁa:mﬂ‘lﬁgdmunmwu?a"ammmﬁmsmwa
. .. X a &
AINARBUUUL non-inferiority baTaLINTIIn
a o = A o ¢ A a
luunainunisidonie dagdszasdifedsziiu
Usz&nTATWa898N linagliptin (5 mg I%aza39) Mn1Iaaszay
HbA1C 1 lidaelUnin glimepiride (1 - 4 mg TuazA3d) lag
70 HbA1C 1 baseline Wa3 B 1UIK 104 UK wd11a

o

HbA1C #nast (Galwitz et al, 2012)° N3fh fIsumisfias
Again 1 linagliptin aslaidaslundne glimepiride usiazld
ANNLARVD linagliptin A lmAnansszauinanadn
(hypoglycemia) ta1ta8nin glimepiride u’nﬂu@@aﬁua@ums
1% linagliptin Wn glimepiride Iugﬂ’mﬁluyﬂlﬁﬂ hypoglycemia
oy

Tumsénuil srudsildnasouainudimasiade e
HbA1C Tasnuasann baseline (change from baseline)
Famngraansoaaszavinanaluidanldua @1 HbATC (dn
1Iu %) A15aaad ¥inlweN change from baseline [JuFnAaay
aoin fanndlasialudn win linagliptin SUszannweas
A1 glimepiride U&7 £ linagliptin 8138@ HbA1C l@lWes -
0.20% luwnuzdi glimepiride S'fiaﬁﬂi:ﬁﬂ%mwgaﬂdw 21980 e
£9 -0.45% uazifiafiansmanudslasasen linagliptin L83
aUEAN9N glimepiride Aazldaduuan asil -0.20% — (-
0.45%)
F19duit a9 o linagliptin_ dasninen glimepiride lun1san

+0.25% DIau1T0UUanNNIINA0L19FNNE

HbA1C g +0.25%
Foluarwasaud lunsinelas Galwitz et al (2012)°
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a 3981073
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181 linagliptin #88n3181 glimepiride uas3as/ e
warivsla

fuladiruadn aslidasuanldnin +0.35%  lasdn

0.35% % fiatdw non-inferiority margin (Lé’uﬂiﬂugﬂﬁl 2) B9
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linagliptin  @88IN3181 glimepiride HIWLINVBLUVEY 97.5%
confidence interval (97.5% Cl) vasffiauiuiuriuniansoy
18y +0.35% ldduwan uddrliriunialiaseufuaasinla
@aunI1 glimepiride (‘Yﬁ‘f‘: M39a6N % confidence interval 31
ﬁ]zLﬂu 95% 'ﬁ%ﬂ 97.5% fl?umﬁlLL@m@i’mﬁ’u‘LuLL@ia:Uﬂﬂ’J’m
398 LALAANNLATIATAVBINITNAREL)
Uﬂﬂﬂqwaﬁdﬂﬂvdﬂdq"lvlﬁ/uﬁﬂﬂLiaﬂ'ﬁ’]wﬁiﬂqLﬂm‘V‘f non-
inferiority margin 211@ +0.35% &WIUMINARAUAINET 1T
g Statistical Analysis Tagtamzluginiidaidulain:

.... On the assumption of an SD of change in HbA1c from
baseline of 1.3%, a sample size of 707 participants per
treatment group was needed for 90% power to show non-

inferiority through a 97-5% ClI for treatment difference in the

adjusted mean change from baseline to endpoint of less than

0-35% HbA1c at the level of & = 0-0125 (one-sided).

lasniInagauANuLanad1InIgdany iun1snasau
WUU one-sided L4299 nAAAN19NTALANIN 22D B0
linagliptin li@asnin glimepiride winaua1IKlainINAn

+0.35% Mlginssudnasauin “uanaranunsa b’

217 linagliptin 1ﬂﬁﬂﬂn’i’]| |E|’1 linagliptin ARLNIN

—e—

+0.2 un./Ag|.
(97.5% CI = 0.09 - 0.30)

0

311 2 myRsananlidasnda (non-inferiority)  waI8n

A=+0.35%

linagliptin LB UNUBINIAI3 % glimepiride  1wnN138AIzAL
HbA1C 31N baseline lasununauuaaInNaaiIIszwing (A1 HbA1C #
wasuulasann baseline lunaju linagliptin) au@28 (A1 HbA1C Muasuuag

30 baseline Mnajm glimepiride)

= a P [ '
nNamsfnsluansi 2 Adnngluunanuasndin
(@anfisiudiiavlugui 3) wudien linagliptin vilwazel

HbA,_ in PPS completers (OC)

HbA,, in the completers cohort

one-sided. §95% Cl. 9ip<0-05, two-sided.

Linagliptin Glimepiride Difference (linagliptin-glimepiride)
Adjusted* a p value
mean (SE, %)
HbA,_ in full analysis set (LOCF)
n 764 755
Mean at baseline (SE, %) 7-69% (0-03) 7-69% (0-03)
Change from baseline
Mean (SE, %) =0-21% (0-03) =0-41% (0-03)
Adjusted* mean (SE, %) E—_E_szsg (0:03) Eo__-z,_'éfe_:(ony E(Ego_?a:(o-os) :?)_5_6-_3_3_0_1'! 0-0004%

n 477 458
Mean at baseline (SE, %) 7-43% (0-04) 7-53% (0-04)
Change from baseline
Mean (SE, %) -037% (0-04)  -0-61% (0-04)
Adjusted* mean (SE, %) -0-35% (0-04)  -0-53% (0-04) 017% (0-05) 0.07-0-28 0-0001%

n 233 271
Mean at baseline (SE, %) 7-17% (0-04) 7-31% (0-04)
Change from baseline
Adjusted* mean (SE, %) -0-56% (0-03) -0-63% (0-03) 0.08% (0-04) 0-00-0-15§ 0-04689

HbA =glycated haemoglobin A . LOCF=last observation carried forward. PPS=per-protocol set. 0C=observed cases.
*Model includes treatment, baseline HbA,, and number of previous oral antidiabetic drugs. 197-5% Cl. $p<0-0125,

Table 2: Change in HbA_ from baseline to week 104

311 3 101 Table 2 1INUNANNIIBVEY Gallwitz et al (2012)° fisauiadiiangadan change from baseline 28461 HbA1C Tunguf

158 linagliptin uazen glimepiride LAZANMUULANANIVBIANAINAIINTBUAT 97.5% confidence interval MUNRaNTOURIBNTALLEWLTE

49



HbA1C i 104 sUa1¥aaadan baseline leiifie -0.16%
Tuame?l glimepiride  aaadlafie -0.36% Aatduainudns

WiNNU -0.16% — (-0.36%)

I3

n

+0.20% WINNINTUIAIII 9
Wilawi linagliptin_ @a8nin glimepeirde waLlana1Tew1In

Vo a I3

YAUUNVEY 97.5%Cl  FIHARL +0.30% fazifininlaviy
nIa'liasandn +0.35% ﬁ';j%“’ﬂﬁ'muﬂlmﬂummsﬁ non-
inferiority margin (ﬁawmwgﬂ‘ﬁ' 2 $2u) FeEUNNTAaTEeL
HbA1C lag linagliptin s Lidaslunin (non-inferior) &1

o o

glimepiride agnsdinudAynIIaia

o
[

Yldﬁ ﬁa”ﬁvl,@ﬁmmLf':amwsl,uunmwﬁs:qﬁamswmaau
non-inferiority Fonanesit:

After 2 years of treatment, linagliptin was non-inferior to
glimepiride in reducing HbA1c (table 2). At week 104,
adjusted mean changes in HbA1c from a baseline of 7-7%
were -0.16% with linagliptin and -0.36% with glimepiride in the
full analysis set; the difference between treatment groups met
the non-inferiority criterion and was 0-20% (97-5% CI 0-09—

0-30; p = 0-0004, < 0-0125 [one-sided]).

azulamunsainanuu196In
widau'lisaaninauinsgiuaeing'ls

AMNABE1IT196% 81 linagliptin ¥inlAIzaL HPAIC aaad
91N baseline laasninen glimepiride F9fiatduaniasgin
= o ' a a A A
nadiduiifiaidudradiimayioudsufiasiluassndge

o LA . L. ' = =2 A &
&ML non-inferiority test a9 lsAay luunansd@nuniiasla
NARBUUULU non-inferiority  test % a1 lnaiu19adlh
UszAnEMwngIninenanasg s nadhisuiiazulannunang
284 non-inferiority test 8¢l
A A& Awmaoe o = a a a

MynkNIidsImmaseuilIsunsulEniamw
(30
osteoarthritis 1lidaelUnin celecoxib (200 mg TUI=ATI)

TagsannuLadas WOMAC VA 3.0 Pain Subscale 91i%

98387 etoricoxib mg  uazadd) luwnsaataaly

visual analogue scale (VAS) £17 100 Sadtwas lagdsziini
baseline ud2l#eN 12 #aviudriaawiadnass (Yoo et
al, 2014)°

Tumsénwil srudsildnasouainudimasiade o
A1utaa WOMAC Pain VAS #iasuudasann baseline
(change from baseline) %amﬂmmmma@mwﬂ’mvﬁ @
WOMAC Pain VAS a2380a4 (A1du 3. lagaiuinuaadin
U2a17n) virlwen change from baseline 1usndaay aosin
WINAAIN etoricoxib Aa8NIN celecoxib NITWLI1 A1 change

from baseline 1uﬂ§§u etoricoxib 8U®28 @1 change from

50

baseline lungu celecoxib fitduduan (+) iwdInuing

(%
o A

ludratnnauniinii

lumsénsi ;ﬁﬁ'ﬂm@'j’] etoricoxib  @88NI1 celecoxib

" e o

wardan lainuain adhidasuinluni +10 wu. lasdn +10
3

u
v
A A

o ai =
ux. % Datdu non-inferiority margin (Lauﬂs:‘lugﬂﬂ 4) 34

:3 SufNMuAANEN +10 U, # nHamsAnInawnin
BANY 9 NMIANBA aain %Tﬁa”uﬁwfaauuﬁg'mdw LE Rileally
etorricoxib @88N1181 celecoxib TAWLINVaLLUBS 95% Cl
Yo Rauiwiwiuniaasautay +10 wu. ludun wad

lanurseliasaufuaasinhidasnin celecoxib

— :
Len_etoricoxib m'aﬂm'l>

<i|’1 etoricoxib laigagndn |

—0—

-1.63
(95% Cl=-5.37-2.10)

0 A=+10 mm.
311 4 m3Rsanannlidasnda (non-inferiority)  wa38n
etoricoxib LiBUNUENWNAIZI celecoxib Tunsaaauieain

baseline (1@11@1{1 WOMAC Pain VAS) lagunuuahuaaininudnd
3219 (A1 WOMAC Pain VAS fil/Anuuiasain baseline lunga etoricoxib)
aueag (A1 WOMAC Pain VAS fiilanuuiasain baseline lunga celecoxib)

‘Yi‘i‘i Uﬂﬂ"l’llleﬁ]uilﬁ‘\‘iﬂi‘i’]’ﬂﬁ/uﬁﬂ\‘iL‘ﬁﬂﬂ’ﬂ&l‘ﬁl‘i'zl‘!Lﬂm‘VT
non-inferiority margin Y%1a +10 Y. FIRIUNIINAFTOLU
aana 1ilusau Statistical Analysis 3

Etoricoxib 30 mg was considered non-inferior to celecoxib
200 mg if the upper bound of the two-sided 95% confidence
interval (Cl) of the between-treatment difference (etoricoxib
minus celecoxib) in least-squares (LS) mean change from

baseline for this endpoint was no greater than 10 mm VAS

(noninferiority margin).

URZLTWIAN MINAFOUAMUUANANNIFDAIWTU non-
inferiority test fl?u luu1An289n1INARBULLLY one-sided
Wlasnndfianmafigaawin aziiat o1 etoricoxib lidaani
celecoxib winanuaatuliunngt +10 ww. asinan il
Statistical Analysis TagLamnzdufidaduld aai.

One hundred and five evaluable patients per treatment
achieve to

group  would approximately  90% power

demonstrate that etoricoxib is non-inferior to celecoxib with



respect to the primary endpoint, the time-weighted average

change from baseline over 12 weeks in WOMAC Pain

Subscale (VAS), at a one-sided, 2.5% alpha level.

Mnnuamianluamif 2 Adnngluunanudiandn
(g]ms'mﬁl,ﬁum”'sl,amlugﬂﬁ 5) WU 8N etoricoxib HinlRAIY
Yaa (Salapen WOMAC Pain  VAS) 1 12 da1vianas
faudnsnnn Aadldn mean change from baseline (0% -21.40
Y. %qgmﬁam:ﬁn'jﬂ celecoxib LHRILTN (ANNLIAAARS
-19.76 x.) AaLdwANNE1YNNL -21.40 NN, — (-19.76 W)
= -1.63 Wu. (laufd@n 95% CI YAy -5.37 — 2.10) 31N
etoricoxib laifaenin celecoxib IWINTVaLLUVES 95% ClI

' A L .o A
Wudn +2.10 G9laasannsaliniu +10.0 wn. Gaduinmst

Padh aunilanin etoricoxib 8199ziHBNI celecoxib e
31 tnzannnudaaldauinnin celecoxib  LANNINAFOL
ﬁmﬁwﬁtgmaaﬁﬁuumﬁtﬁu (traditional test %38 superiority
test) "L;i’lfﬁ'i'mqﬂs:aaﬂ’mé’n"uaamiﬁﬂmﬁ EEDICRIRID
AURNNENRDG LR 477 etoricoxib lidasnin celecoxib
‘lumsaﬂmwﬂmlmjﬂm osteoarthritis  T125% ANATA
AuUIae8 WOMAC Pain VAS lumslden 12 aldany la
A27uladn 81 etoricoxib  uTIIN1@1AsUaa ldinilenda
celecoxib

ninalasagy lun1sd nunainuisaiinasay non-
inferiority test i liasRansanfiani9aasnnuansvas
NaﬁWfﬁ:ﬁﬂﬂdﬂ@;uIﬂﬂﬂ’]iﬁ’] uaasNasanAantsidwnsd

aa A A | v @ a
9 ld wazmynanwduitniisfiazgasliidrlafan1sana

. .. . a o =< & A . 1
UaJ non-inferiority margin Atnualunsdns s (g}g‘ﬂ“n 4 uanenslainedn
dyznaveag)
Table 2. Summary of efficacy endpoints.
Etoricoxib 30 mg Celecoxib 200 mg Difference in LS Mean Change

Mean (95% CI)

Mean (95% Cl) (95% Cl)

LS Mean Time-weighted Average Change from
Baseline over 12 Weeks in WOMAC VA 3.0 Pain
Subscale (VAS; mm)

Time-weighted Average Change from Baseline over
12 Weeks in WOMAC VA 3.0 Physical Function
Subscale (VAS; mm)

Time-weighted Average Change from Baseline over
12 Weeks in Patient Global Assessment of Disease
Status (VAS; mm)

Time-weighted Average Response over 12 Weeks in
Patient Global Assessment of Response to Therapy
(Likert)

Time-weighted Average Change from Baseline over
12 Weeks in Investigator Global Assessment of
Disease Status (Likert)

Time-weighted Average Change from Baseline over
12 Weeks in WOMAC VA 3.0 Stiffness Subscale
(VAS; mm)

Time-weighted Average Response over 12 Weeks in
Investigator Global Assessment of Response to
Therapy (Likert)

Responder Rates (% of patients with 50% improve-
ment) Based on the Time-weighted Average
Change in WOMAC VA 3.0 Pain Subscale (VAS; mm)

Responder Rates (% of patients with 50% improve-
ment) Based on the Time-weighted Average
Change in WOMAC VA 3.0 Physical Function
Subscale (VAS; mm)

Responder Rates Based on the Time Weighted
Average Percent Change from Baseline over 12
Weeks in Patient Global Assessment of Disease
Status (VAS; mm)

32.8% (39/119)

25.2% (30/119)

35.3% (42/119)

I27.40)(—24.06, —18.74)
—17.78 (—20.31, —15.25)
—24.71 (—27.82, —21.60)

1.48 (1.35, 1.61)
—1.71(~1.83, —159)
—18.41 (—21.33, —15.50)

1.39 (1.25, 1.53)

E Z197q(—22.41, —17.12) =763 (=537, 2.10) 1

—16.46 (—18.98, —13.93) —1.32 (—4.88, 2.23)

—2361(—26.73, —20.49) —1.09 (~5.84, 3.30)
1.56 (1.43, 1.69) ~0.08 (~0.26, 0.10)
~1.62 (—1.74, —150) ~0.09 (~0.25, 0.08)
—17.55 (—20.46, —14.65) —0.86 (—4.96, 3.24)
1.49 (1.35, 1.64) ~0.10 (~0.30, 0.10)
24.4% (29/119) 8.40 (~3.07, 19.79)

23.5% (28/119) 1.68 (—9.19, 12.58)

26.1% (31/119) 9.24 (-2.52, 20.82)

LS = Least Square; VAS = Visual Analog Scale; WOMAC VA 3.0 = Western Ontario and McMaster Universities Arthritis Index Version 3.0.
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intention to treat population 738 per protocol population)
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e

inferiority ~ margin LAZNITNATDLNS non-inferiority
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