i

e

0

: able 2 3 2 2(Rcv1ewer s) Recurrence of VTE thln

T Enoxaparmb i.d, (E) Hepann H. :Treatment Difference (E .- H.)
Population | rec. Total % |rec/Total % | Along with Exact95%CJ. |/

[ AnTreated | 2247 08%  [3054 | 12% [ 0a% aom2en
| 2208 | 09% | 3041 | 12% | -03% (4.1%;29%)

* rec. recurrence, Asy Asymptotlc

| Evaluable %

lFrom Table 2 3. 2 2 we notlce that the upper bou

*7panents) Therefore Enoxapann is not mfenor to

% or more on the recutrence rate of .

3 ' 5 ST POSSIBLE
Sponsor s Response BE

‘In response to the companson of the Enoxaparm effects on the pre—Hepanmzed patxents versus non-
hepanmzed panents the : sponsor performed the followmg odds 1 ratio analysxs Lo .

the StatXact Software Version 2.02 to compute the exact o

:;:-.12091)

non-Hepanmzed patlents

Enoxaparm once- daxly (o d ) hepanmzed vs Enoxapann (o d) non-hepaaned on study drug
190% CI=(1.003; =) indicated a higher risk of recurrence in heparinized patients. =~

’ CI“(O 08 0: 084) mdxcated a hlgher risk of recurrence in non-hepanmzed patxents
evrewer s Comment

} Remark 2 made by the sponsor bast

- the odds ratio between the two. patient populations, Enoxaparin twice- daily Heparinized vs.

i i Enoxapann twice-daily non-Hepanmzed;'at month 3 follow-up mdtcates that a hlgher nsk of VTE

i »;}“recurrence m non Hepanmzed patlents

.48 h jrs oftreatment dlscontmuatnon o

ds of the exact 95% confidence intervals are less
than 3% for both all-treated and evaluable patxents all-treated patients; 2.9% for evaluable

Due to the low recurrence rates in most of the analyse ddressed 1 thlS document the sponsor used S

‘ tios along with their associated 95 -
percent and 90 percent conﬁdence intervals. The sponsor presented the results first by Study; then, -~ ..
~ the sponsor presented th results analy dby the data pooled from both studxes (Study# 529 and,' B

The followmg remarks made by the sponsor based on the results usmg data’pooled from the twob_'f_' . ‘
studies (combtned analysxs) were related to the Enoxapann Hepanmzed pattents ‘versus Enoxapannf Gl

2 Enoxaparin (bid) heparinized vs Enoxaparin t\mce»dally (bid) non»heparxmzed at3 rnonths, 95 %i e

he combined analysis of the 95% confidence intervalon




Wi In response to the medxcal officer concem abou
. pre-Heparinized and non-Hepanmzed patients treated
Fisher Exact tests to explore this issue based on the da
. patlents Table 2.3.2.3 (below) presents the VTE rec
- on the equality of the _VTE recurrence rates between
for both Enoxapann once- daxly and Enoxapann th :

- reememeatvre |

; "'Table 2 3 2 3 (Revnewer’s) The recurrence of VTEkalong with Fnsher
L ~pooled from two studles Studxes 2091 and 52
: / Enoxagann Once Da:lx Dose == :

equa]xty of the VTE recurrence rates between‘ L

by Enoxapann, this reviewer has performed [

ta pooled from the two studies for all-treated B
urrence rates and the results of Fisher Exact test BRI e
pre-Hepanmzed and non-Heparinized patxents -

( -dmly doses usmg all-treated patxent data set.-

Exact test usmg data s e
9 for all-treated pahents Hs

(N“I68)

Hepanmzed Enoxaparm

Non-Hepanmzed Enoxaparm

(N‘IBO)

Two-Sided

i ‘nov rec;, ii.i;y

\re'c.j :

| Fisher Exact

Test P-valie

Lonsudydrg

0135 |

o JAtiMomn s

0473

| At 3Months  |o

o Jise

'* #'~ rec - Recurrence :

: _ /Enoxapann wace Dml Dose

Hepanmzed Enoxapann

(N—275)

0402

Non-Hepanmzed Enoxapann

(N—284)

oh Recurrence of VTE

“|'no "rec. :

rec.

no r’ec;g L

Tevoisiaed
Fisher Exact
Test P-value

fonstudy drug

281

0. 624

270

l276

e

A - 3 Months

5 ey

Tr67

"0.0157;:,_.;;;‘;

7: ‘l}"."kk‘# rec. - Recurrence, *: S:gmf‘cance at the level ofO 05,

i Table 23, 2. 3 mdxcates that at the t}nrd month follow-up, the recurrence rate 6 0%
L non-hepanmzed Enoxaparin twice-daily group is signific
s pre-hepanmzed Enoxaparm thce-dzuly group under the s

(17/284) n the
antly higher than that 1.8% (5/275) inthe
1gmﬁcance level of 0 OS (p-va]ue 0. 015)

N T POSSIBLE -‘:'i;: L




30 STUDY PK529

e " ﬂ3 1 Backaround Informatron.},:v

v Study objectrve The ob_]ectxve of the study was to show that the eff' icacy and safety of werght- ;

. wrth Warfann, an approved treatment for venous thrornboembohc drsease ]

Gt ~clinical trial mvolvmg about 80 centers in the Umted States, Europe and other

POSSIBLE S 12

- adjusted dose Enoxaparin administered once or twice darly subcutaneously is as good as intravenous
«contlnuous infusion adjusted-dose. Hepann in the treatment of lower extremity deep vein thrombosis - ©
- with or without pulmonary embolism. [Both Enoxapann and Heparin were to be used on conjunctlon R

St“dY Deslan This was an mternatronal multi center randomrzed open labeled parallel-group“jj

o  regions of the world. There were three treatment groups in this trial: 1) Enoxapann 1 5 mg/kg once,‘; o

darly, 2) Enoxapann 1.0 mg/kg twrce darly, and 3) Hepann therapy

e In order to have 200 evaluable patrents in each treatment group, approxunate]y, nine hundred (900)

1 artrcxpauon was to last for approxrmately three months

‘ Study Populatxon Patrents entered mto this study must have had the followmg condmon

1. Male or female; 2. Erghteen (18) years and older,13..f Symptornatrc ‘venographically dragnosed -
- lower extremity deep vein thrombosis o symptomatic pulmonary embolism diagnosed by ventilation
B perfusron lung scan or pulmonary angrography 4. Life expectancy of greater than six months; 5.

- i[_v‘ff{'understood the purpose of this study and were erhng to adhere to the procedures descnbed in thrs :
S protocol (Inclusron Cntena) & Gl s e 3

v heparm) for more than 24 hours prior to randomization; 2. Oral anticoagulant treatment within the
:.’pr'evrous five days; 3. Need for thrombolytrc therapy; 4. Active hemorrhage, active ulcerative dxseasej
~or known angxodysplasra of the intestinal tract; 5. Known disease with a hemorrhagic risk (e.g.-

‘ “therapy, that is, severe hepatic insufficiency; 9. Allergy to heparin, protamirie sulfate or chloride, |
‘swine products liodine or radiopaque contrast media, that would contraindicate treatments or
8 ';‘evaluatrons requrred by the protocol 10. History of heparin associated thrombocytopenia or heparin o

Lllor warfarm assocrated skin necrosxs, 11. Treatment with other mvestlgatxonal therapeutic agents g
*‘wkth'm the previous four weeks; 12.. Patients with previous or requiring mferror vena cava
mterruptron l.) Known pregnancy orlactatxon (Exclusron Crntena) v

' patients were to be enrolled: Each center was to enroll at- least 18 patrents Each patrent s

. Written informed consent prior to beginning protocol specific procedures indicating that they §

Patrents were excluded frorn entry mto tlus study 1f they rnet any of the followmg exclusron cntena : g S :
- 1. ‘Treatment with therapeutrc doses of heparin (unfractronated heparin or low molecular weight

i hernophxha) 6. Eye, spinal cord or central nervous system surgery within one month; 7. Severe renalo : : :k =
o msufﬁcrency, 8. Disorders contrarnd:catrng anticoagulant therapy mcludmg oral anticoagulant .

‘_ :Treatmcnt Ass:unmcnt and P'm Study drug adnnmstratron was to begm as soon as possnble after i
S confirmation of deep vein thrombosis or pulmonary embolism. All patxents were 10 be hospitalized - b
e “durmg the mmal treatment phase of the study In e"even onf' rmatlon was delayed pre- study R




SRR Heparm (unfrac onated or low m ‘ecular werg_
SN fjmaxrmum of 24 hours pnor to randornrzatxon - '_

| ":‘;}"_Pattents were to be randomly assrgned to one of the threev treatment groups m a 1 l l ratro by a

o days and were to be drscontmued when the Intematlonal Normal Ratro (INR) was between 2 0- 3 0
L on two consecuuve measurements not performed on the same day L :

e of Enoxapann darly, each dose was to be weight-adjusted, based on als nnlllgrams per kilogram :

i {*recetve two subcutaneous injections of 1.0 milligram per kilogram Enoxaparin at 12 hour intervals;
. each dose was to be’ weight-adjusted, based on a total daily dose of 2.0 nulhgrams per kilogram.

- intravenous infusion of Hepann at a rate of 1250 umts hourly This treatment was to be adrmmsteredi o
o in anopen-label manner ki S i

" All randonnzed patxents were to recerve an oral antrcoagulant therapy (Warfann) wrthm 72 hours s

e j’f ”(Warfann) was to be admrmstered W1th1n 72 hours after study drug adrmmstratron

oot monthly intervals for three consecutive months after randonuzatlon Vrsrts were to occur within

-+ developed. The diagnosis of deep vein thrombosis was to be confirmed by venography or
T ultrasono graphy. The diagnosis of pulmonary embolism was to be confirmed by ventilation perfusion

. lung scan. All ultrasonograms venograms, and those ventilation perfusion lung scans or pulmonary '
"‘angtograms performed to assess recurrence or progression of disease were to be read by a clinical -

e - the recurrence in a consistent way with the rules mdrcated in the protocol In partrcular they were to.
. take into account the investigator and experts assessment of the venographies, ultrasonographxes :
S pulmonary angrooraphtes perfusron ventllatlon lung scans that were avarlable : =

o 7anary Efﬁeacy Paramctcr The prxm'\ry efﬁcacy parameter is the tncrdence of clrmcally .
G symptomatrc recurrent venous thromboembolism within three months followmg randomization. A

. patient is considered a failure if any of the followmg occurs: 1) there are clinical signs or symptoms
e that 1 require related corrective therapy (etther surgical or pha.nnacologlcal) within the initial 72 hours -
A 'j‘_"after first dose of study medication, 2) there are clinical signs or symptoms beyond the initial 72 hour
_f‘fpenod and an Ob_)CCllVB test mdrcates a worsened condmo (venography ultrasomgraphy,

computer generated randomization | program. All treatments were to continue for a minimum of five =

daily dosmg regimen. Similarly; each patrent in the Enoxaparin twice daily treatment group was to - ShE

: 2 Moreover, the Enoxaparm once: darly treatment group was to be blinded in comparrson to the -
= Enoxaparm twice daily treatment group. Finally, each patient in the Heparin treatment group was B
' toreceive one initial intravenous bolus injection of 5000 units of hepann followed by & continuous =~~~ -

< after | mmatron of treatment and were to continue therapy for at least three months. The ﬁrst dose o - |
o Follow-Up ths' All pattents were to be followed ona regular basrs Vrsrts were to be conducted o

- one week of the specified time. During the follow~up penod pattents were requtred to reportto the i
v hosprtal immediately if recurrent syrnptoms of deep vein thrombosis or pulmonary embolrsm:‘

Outcome Adjudication Committee who remained blinded to the patient’s treatment group The
etermination of this Committee was to be used to identify those patients who had a recurrenceof -
enous thromboembolic event within three months of randomization. This Committee had to assess =~




S

© Table 3.2.1 summarizes the demographic characteristics for the 501 patients included in the all-

~ ventilation perfusion lung scan, or pul onary angiography), 3) there are clinical signs or symptoms
- that require related corrective therap either surgical or pharmacological) beyond the initial 72 hour

o period and there are no objective test results, 4) death occurs and the clinical Outcome Adjudication

- Committee determines that a venous thromiboembolic event caused or is associated with the patient’s =~

- death, or 5) it can riot be confirmed that the patient is alive. Otherwise, a patient is considereda

EfficacyAssessment “The primary ﬁcacy analy .‘ was pcrformed on the all-treated patxent
population, which consisted of all randomized patients who received at least one dose of study

L The sék‘c‘:ondary‘ efficacy analysis was performed on the evaluable patient pcipula’tibh. The evaluable
- patient population excluded those patients who presented at least one of the non-evaluability criteria.
~The spo 1sor emphasized that the evaluability of the endpoint was not based on the objective tests

_ but was based on the assessment of ‘th'e:"Oii'tcf:orlnér;Adjudicaﬁpnv‘COmm:‘_ ittee,

Safety ParametersThepnmgrysafety paramete aly 0T 2 __pati’énts,who received at least =
R dné}dose‘of‘smdy’medic‘atiqn,f i's.‘thqinﬁdenceo "x‘n,a“)jq:‘:;and;fmi}nor~hcmorrhagic episodes. In. . -
- addition, the incidence of adverse events and abnormal laboratory findings were to be evaluated. = S

3.2 Sponsor’s statistical analysis and results

o Js*‘t‘rejatg'q patient population. =

R

__Table 3.2.1 (Sporisor’s) Summary of Patient Characteristics for All-Treated Patients® =

- Heparin ' Enoxaparin Enoxaparin " Combined
S ) N=298  N=312 . N=000
N ) N % N R N (%

IS0 BLD) 161 (s40) 181 (580) 492 (4
140 @83) 137 (460) 131 @20) 408 (453)

FABE i T e s e U
o LessthandOyears 40 (13.8) 38  (12.8) 38 (122) o M160 (129)
o 40tod9years - 28 (9.7) 31 (104) 38 (122) 97 (108

~ S0toS9years - 50 (17.2) 52 (174) .54 (173) 156 (17.3) -
©60to69years 70 (241) T3 (245) . 74 @7 217 e
701079 years - 7L (a8) . 720 (242) B3 (266) 2260 (25.0)
_280years - 31 (10.7) 32 (10D 25 (80) 88 (98

caihy ‘_lf’;xtractbd from Table 7, Volumie 25, S SR

- Statistical inferences were pei-fohﬁed to ?‘cbﬁ)pﬁre‘ the differences among the treatment groups by sex,
. age, and body mass index. Fisher’s exact test and one-way analysis of variance were used for o




sults of ’the compansons among the i

1gmf cant under sxgmﬁcance levcl of 0 05 for all-treated ‘

- thromboembolic disease’ (217 patlents 24, 1%) Seve -seven
. Enoxaparin once-daily patients and 74 (23.7%) Enoxaparm )
~ The second most common risk factor was recent surgery (17
' presence of cancer (141 patients; 15.7%). The trea

“the presencc of all prospectlvely deﬁned nsk fa

o)'Hepann patients; 66 (22.1%)

rin incidence rate by more than -

ale), age (p-value=0. 986), and body

istory of antecedent venous

ice-daily patients had this risk factor L
7 patients; 19.7%), followed by the. SR
ent groups were comparable with respect to N ,
Results for the evaluable populatxon Were R

ti‘e‘elf objecfive of th'e'f‘ ‘sfqdy*was_ftd
eurrent venous thromboembolic

erence in mc1dence rates between each T

i apann group and the Heparm group was to be calcu ated ‘using a normal approximation of the - i
~ binomial probability law. An Eno 5 to be declared equivalent to Heparinifthe

s ‘upper limit of the 95% confidence i f their di
G d1d not fa]l below 10% If a largeobnumber of reeurr' ‘

: yed In case of empty cells centers and/oro

Resulfs"Of‘the eﬂicaey ﬁnely§is: Tab .2‘2 (extracted from sponsor s Table BS OI of Volume 31) .
- and Table 3.2.3 (extracted from sponsor’s Table B5.02 of Volume 31) present the recurrent venous -
thr boembohe events developed in the three treatment groups (Enoxaparin o’ne'e#-darly, Enoxapann-‘ '
. : and Hepann) for all-treated‘ patxents and evaluable patlents respectlvely o

rence did not exceed 10% and the lower limit i S i
es occurred in the study, the interaction, R
ssion model, with an a-level of 0.15. The
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;;Table 322 (Sponsor s) Recurrent Venous Thromboem'
- Enoxaparin once~daxl'j versus Heparm

lic Outcome for‘éAll_Tgéiiitéd Pa‘ﬁen‘ts; -

—_—

S ‘Treatment lefercnce
,Heparm (H) | E parm OD* (E) ?v% Diff. ' 95% = ;5
. |No. ofpatxent % No ofpatxent % - ‘(H E) Asym CI
Bvet o tbesn o fam

959| 285 956

*Ei“rqone<Su¢¢¢ss)*i loms

VTE" ol 4 :,,,ij;,.,13ﬁj,j;,;;_ﬁi‘;_'4.4' -0.22% (-4.49%, 3.04%) ' 
b DVT' s 28] o 37 |-09% (3%, 2.0%)
‘ PE‘ Sl es ] e by e

e DVTandPE | 3 - 10| 1 gg____

S e ‘ Treatment Difference -
‘Heparm(H) EnoxapannBID* (E) % Diff. 95%

| No. of patlent / | No. of panent % | (H-E) Asym."C.IL
LBt celae e ke o
None Succes) B o5 . 971
VB e |
: ff’PEl’ i ;fg
_ DVTand PE

: OD -once daily; BID - tw:ce danly, b
: VTE venous thromboembollc event; D

B ST POSSIBLE Sleni

29 1% s |
22 |054% 20%31%) |




. pvm

ble 3.2.3 (Sponsor’s) Recurrent Venous Throm boembe
- Enoxaparin once-daily versus Heparin =~ =

¢ Outcome for Evaluable Patients

T

| Heparin(H)
_ | No. of patient_ %

Enoxaparin OD* (8)

‘| Treatment Difference -

%Diff. . 1 95%

(H-E) Asym’C.L

= None (Spccess)"::: e

25

| o=

955

’“, 5

Ve

10 .

4.5

-0.2% (-3.84%,3.45%) ||

36

o

04

-0.66% (-3.9%, 2.6%)

- Enoxaparin twice-daily versus Heparin =

04

| No.of patient %

Enoxaparin BID* (E)
No. of patient %

Treatment Difference o = i
% Diff. - 95%

‘i;235""

H-E) Asym’C.I1.

R Ndﬁe(‘Si»ic’ces‘s)v L

225 957

%69

VI

o3

1.15% (-2.18%,4.49%) |

30

23

~PE! Gehn

- | \“‘0;78 =

0.7% (-2.2%,3.6%) -

2

T

 oss |

0.0

 confidence interval was greater than <10 percent and the upper limit of the 95 % confidence interval =~

- was less than 10%. For thg:fzi}l%tredt@e@pdt}i:c‘:‘n_t_'s',f the ptotic 95 percent confidence =

*: OD - once daily; BID - twice daily; Asym. - Asy . ;
1: VTE - venous thromboembolic event; DVT < deep vein thrombosis; P

symptotic. o

ultin

E-“Pulménai‘}*“émbdlié‘xﬁ.‘5 Rt

Table 3.2.2 indicates that 278 (95.9%) Heparin patients, 285 (95.6%) Enoxaparin-once-daily
‘patients; and 303 (97.1%) Enoxaparin-twice-daily patients did not develop recurrent venous -

- thromboembolism, whereas 12 (4.1%) Heparin patients, 13 (4.4%) Enoxaparin- e
and 9 (2.9%) Enoxaparin-twice-daily patients developed recurrent venous thromboembolic events. L
In addition, the sponsor provided the 95 percent confidence interval to assess treatment differences - Sk
 between Heparin and Enoxaparin recurrent venous thromboembolism incidence, A claim of R
 treatment equivalence between the two treatments was to be made if the lower limit of the 95 percent =~

once-daily patients;

R CEST POSSIBLE O R

:1'7@:; ~"'




‘nterval for the treatment dtfference (Heparm Enoxapann ‘ danly) of 0 22 % was ( 3 49%,’_:{ ‘
4%). Since the lower limit of the asymptottc conﬁdence 1 was greater than -10 percentand =~ ~
~the upper limit was less than 10%, the’ sponsor concluded that the two treatments, Heparin and =~

o Enoxapann once-danly, were equxvalent Similarly, the resultmg asymptotxc 95% confidence interval s
for the treatment difference (Heparin - - Enoxaparin-twice-daily) of 1.2 % was (-1.7%, 4. 2%). Since
eflower limit of the asymptottc confidence interval was greater than -10 percent and the upper limit-
was less than 10%, again, the Sponsor concluded that the two treatments, Hepann and Enoxapann- SR
twlce-dally, were eQuwalent“;'a A e S i T

: i’In addmon, b ed on the results from Table 3 2. 3 the sponsor emphasrzed that the results of the’ S
“clinical equivalence analysis using the evaluable patxent data set for the asymptotic 95% confidence
: mtervals on the recurrent incidence rates for the two sets of treatment differences; (Enoxaparin once- - 5
lf‘dally Heparm) and (Enoxaparm tw1ce-daxly Hepann), were smnlar to those of the all-treated}-f
:lpa‘ﬂents s 8 ey B N R

As stated m sectlon 2. 3 tlu, statxstxcal revrewer made two sets of 1nformatron requests, dated o
- 8/14/97 and 10/9/97, with regard to Study# 529 to to clanfy issues encountered m the review. To B
“complete the bxostatxstlcal review, thrs revxewer wﬂl comment on the sponsor s responses to the; N
Vi followmg three issues: T » N o '

1. Issue on the selectlon of chmcal delta, L e R
L2 Issue on the analysrs of two treatment eqmvalence usmg data across countnes and
: 3 Improper analysxs on the ﬁrst treatment penod {2 e

:.ff:Sponsor s Response

y;In response to the adequacy of ’th fselectlon of the clinical delta, the sponsor rephed that the‘ S
- guideline for designing eqmvalence studies was proposed by the Division of Anti-Infective Drug: =~
- Products, CDER/FDA, in: 1992. This guideline. provides the following criteria to select the =

-dlfferences (delta) for various prOportlonS “For effectiveness endpoints with values greater than 90 percent =~

i -for the better of the two' agents ‘a‘confidence interval that crosses zero and remains w:thm a lower bound delta
e ¢_,_”5‘of-0.10 or less will usually be requlrcd to estabhsh equwalence s

T he sponsor explamed that at the ongxnal protocol stage, March 10 1994 a 10% recurrence rate for{ T
Heparin was assumed, based on the criteria stated in the above guideline, and so a 10% deltawas
selected for this study. However, the observed recurrence rate turned out to be lower than the =~
‘expected one (about 4.5% instead of 10% originally planned). The sponsor indicated that they could
notchange the pre-planned definition after the results were known. They decided to keep 10% asa
-~ maximal acceptable difference. However, the sponsor also assessed the clinical equivalence between

e Enoxaparm and Heparm using a cltmcal delta of 3% and declared that Enoxapann-twme-datly was,"* .




clinically equivalent to Heparin, an
elationship with Heparin,

: Rvei’iyéwel"s’Commen‘tﬁi‘.f' SR

o1 ponsor’s selectxonof alO% clin
el

ine proposed by the Division of Anti | roducts; , acteristics
‘the anti-coagulant drug may be different from that of anti-infective drug. The sponsor should have

y RIS

ical delta for equivalence in Study 529 was based on the

‘of using the historical information to capture the recurrence rate for Heparin, the s ons
a 10% recurrence rate for Heparin without any reference. el

Since mtheresponse to the selec
evaluate the clinical equivalence for Study 529, the comment on the clinical delta of 3
below. Firstly, the asymptotic 95% confidence interval of the treatment differenc

- 1s less than -3 %, the negative of the clinical delta;
- Following the result from all-treated patients; instead o

twice-daily - Heparin) for the all-treated patients was (-4.20%; 1.70%); the lower bound (-4.20%)

+ 3.49%); the upper bound (3.49%) is greater than 3%. The result from all-treated patients clearly

- indicates that Enoxaparin-once-daily is inferior to Heparin by 3% or more. Therefore, based on the

. above two results, only Enoxaparin-twice-daily can b'::‘:‘ébhs‘idered‘;iot inferior to Heparin by3%or
" more if the clinical delta df3% is Sele’ctéd.,;f}_ R b L

Sponsor’s Response

~ Inresponse to the issue of hetérogeneity for the treatment effects across the countries,

- proposed to display the results by country, pooling those countries in which Iess than 20
: 'arf‘n_,}f‘\’veré' included.: Consequently; results are displayed separately for United Stat

i ;_,'_‘¢on'_ﬂdvehce‘i}nt,erva]’s‘ were calculated. Tests of homogeneity of odds-ratio across countries were
e performed using the exact Zelen’s p-value. Table 3.3. 1 (below)

-Infective Drug products; however, the characteristics of

referred to historical studies on Heparin to select the clinical delta for the equivalence study. Instead e

tion of clinical delta, the 3% delta was used by the sponsor to i
! N ‘ of 3% isgiven :
e (Enoxaparin-

d the upper bound (1.70%) s less than 3%
f claiming the clinical equivalence forthese
~two drugs: Enoxaparin-twice-daily and ‘Hépaxin;bneﬁshbuldldxﬂyidéclare'thét Enoxaparin-twice-daily =~

 is not inferior to Heparin by 3% or more. Secondly, the asymptotic 95% confidence interval of the =
~treatment ”‘diﬁ‘eren‘ce*(Eﬁokapariﬁéé'ncé#dﬁly - Heparin) for the all-treated patients was (-3.04%;

‘the sponsor S
patientsper .
: , es, Sweden, = = .
- Norway, France and all other countries pooled. Exact odds-ratios with associated 95% and 90% :




