AW . .

 Study PK91006: RP 54563 Enoxaparin Open Single Ascending Dose

. Jﬁii’hannacbldne‘tic and Tolerance Study of Enoxaparin After SC Administration of 1.0 e

- ‘mg/kg, 1.25 mg/kg, 1.5 mg/kg, and 2.0 mg/kg in Sixteen Normal Healthy Volunteers.
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L I [range 155 384l/h] ST
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L ann-IIa actxvxty is then over esnmated

&

_ B The stausncally sxgmﬁcant "dose cffect as ewdenced on 1nd1vxdual values [GLM procedure i
Table AlT7l]is due to the: dxfference (p < 0.05, Table Al72) between the 1.0 mg/kg dose

clearance (4.04 Vh)- and’ the clearances calculated for the 1.25 mg/kg, 1.5 mg/kg andvzlff e
20 mg/kg doses [2.50 U/h, 2.56 I/h and 2. 05 V/h respectively]. Due to the rathcr low level |
e of antl-IIa actmty at the. 1 0 mg/kg dose xt can be assumed that the plasma clearance of: R

nle Clearance values of mdwxdual subJect were not s:gmﬁcantly correlated to the dose mjected‘- |

Sk [’I'ables A183 A184]

i 5 2. 4 2- Actxvated partxal thromboplastm trme APTT

The APTT baseline values (sec individual raw ¢ data Tables A29 10 A33) were 29.59 £337 :
sec(CV =11%),30.25 + 3.87 sec (C.V. = 13 %), 29.20 # 3.15 sec €V =11 %yand

29.56 + 2.59 sec (CV =9 %) for 1.0 mg/kg | 1. 25 mg/kg 1.5 mg/kg and 2.0 mg/kcr:;"f -
: :, treatment groups respecnvely Followmg one smgle subcutaneous mJectlon of enoxaparmjf[
. whatever the dose level APTT values increases slightly but significantly (p<0. 05) (Tables S
i f 13, A25 to A38, Fxgures 5 6 and A215 to A244) mdxcatmg that these enoxaparm doses

i 'fvl_"; shghtly prolonge APTT, ie. A(At)max -~ + 11. 5 to + 22.0 sec (mean values - range Lo

| 4+ 8310 +30.1sec). l‘v"*ff

A (At) max and ratios (M/C)

The average (n = 16 or Il) values of the mdxvxdual maximum clottmg time prOIQngetiOn'
[A (At) max] are [’I‘able 13] i S : T

L A (At) max [1. Omg/kg] = + 11.46 i 2. 20 sec f; i (CV =19 %)

[range =+830 - # 16 90 sec]
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 A(ADmax [1.25 mglkg]l = + 1335+ 2. Jsee (CV=18 %)

[range = y+ 9.00 - + 16. 30 sec]

. A@Dmax[L5mgkgl = +1564%3.93sec (V=25 %) o

[range =+, 00 + 21 60 sec]

- 20864513 sec ven %>
i‘f*;f'[range = + 1450 - -+ 30 1o sec] |

-~

o

A "dose™ and a "‘sﬁbj‘eot effect are statxstxcally ‘sxgmﬁcant on APTT: clottmg nme‘y"‘f‘ ‘

A (At) max (sec) Sl 0765 + 10. 448xdose (mg/kg) (r = 0744)
e '4-—59 (p<0001)

'f_; 1‘._‘_' The correspondmg mean maxxmum APTT clottmg txme (Amax) and ratxos (mcllvxdual
i ’f‘values of I'athS are reported tables A34 to A38) are as follows ' : ‘

Amax (sec) ‘ ,1: M/C ratxos - ;k

 10mgkg f" tf&41 04 + 458_:: '_:‘;,,',;-”:':"5!"1@48;‘i 016
1.25 mg/kg : ',:43 49 :t 5 56':;3 .
1S mgky 44845655

o o1s6x020
. te2zso02¢

| 20mgke  SleETe 185E026

e kThe maxu'num clomng time prolongatxons were observed 3.0 to 3 5 hours post dosmg |

i [Table 13]

k : ‘l 0 mg/lcg

. Triax [mean] :‘ ; 3141.1h k(CV = 36 %)

[range

20-50h

prolonganon [GLM procedure Tukeys mulncomparaxson test, Table. A243] The APTT
S _maxunum clomng txrne prolongauons A (At) max are Imearly correlated to the close mjectedk SRR




. 125mgkg

: Medi?n Tmaﬁf‘v:"":liy‘ ' 35 h

5 g "f? Tmax [x"nean]'fizlb 35i 1.3 h (CV= 37 %) o i

.- u..f,

[range 20-60 h] - “

: f1 5 mg/kg

MedianTmax:  33h

L ,'rmax [mea‘n] T 35%12h (CV=35%)

[ran ge

Medxan Tmax Cin 30 h
| Tmax [meah],~ :""; _ ~13_;'3‘3:’5& 09h  (CV=26%)

[“‘“ge = f«.;:):iz 5- 5 0 h] i

:l

e No statxsncally mgmf’ cant dlfference was observed between Tma.x values of the treatment‘

: groups [Tables A246]

| }1‘ 5 2.4’.3’-:’I:’r0th‘rombin ﬁm‘c :‘PT" :

5 k‘In the fou‘ treatment groups the prothrombm clotung time (PT) values [see mdmdual rawbi;iv

~ data, Tables A43 to A47] were : 13.2 % 0.80 sec, CV = 6 % [1.0 mg/Kg], 13.2 % 0.89 sec;

CV=7%[125 mgkg], 12.99  0.72 sec, CV = 6 % [1.50 mg/kg] and 13.18 2 0.77 sec ;

CV=6% [2 0 mg/kg] pnor to enoxapann respectively. After subcutaneous mjectxon ‘the -

: effect of the drug on maximum PT clottmg time prolongatxon is weak the average value of “ | :
' the: mdxvxdual maxxmum A(At)max prolonganon are seen 25 to 3.3 hours post dosmgf‘k;_s

5 '.'E‘f(mcdlan Tmax values) [Table 14]
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tie £021 sec‘!,]f ', L (cv 3%)

A eeny
AT e T T '[range= +1 2 -+ L 90 sec]

S

4203 2039 e j cv= 19%)

A (80 max 1.50 mg/ke]
e +27uq

 [range= +14

A8 max[2.0 mgkg] = 4238 2037sec ; (cv-—ls %)
B e ":‘aa‘f""[range— +1.90 - +29seC]

B The correspondmg mean PT clottmg nme maxxmum mtematxona] normalxzed rano (INR)
i values are as follows‘:; S : o : ;

. (absolute valug, sec)

o lomg - las3xo08l 130011
125mgkg 14844087 1304012
LSmgkg 15012074 1122010
20mg/kg S 1555%086 1422012

A All thie'Se‘dtat‘afmay‘b? cbns‘ide“‘riéd‘ésdnl’y éxtrémély;Wéakly influenced by th’é iﬁjec‘:tedd(')s‘e.l e

. 6-DISCUSSION

| : 61- - g:”nig;ﬂ [ngrangg NG : : ‘

: The study condmons (chmcal momtonn comphance with inclusion condxtxons comphance L
3:f’ff,‘,;"'"‘thh cvaluanon procedures) did not demonstrate any anomalies likely to invalidate any s
,'"“ﬁndmg or mterfere with the mterpretatnon of results for particular SUbjECtS or for the study as’ R
“a whole. Wxth regards to the general and bnologlcal tolerance they were excellent under the =~

- conditions of the study
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i “The peak plishﬁ-

_ , ‘ L ]753::}5_,‘.:, :_

. criteria 24 hours post dosing, is associatec
 halflife fo;ﬁ[‘q,zb-range = 6.84 1

: anti-Xa a::r’hidol‘yt'ié‘ activity [t 172, range = 496h-585 h

meanvalues]

3

d

olytic activity measurement.

© lower MRT and t1/2(3. mean values than the 1.25 mg/kg, 1.5 mg/kg and 2.0 me/kg doses.

. 6.3- Global anticoagulant activitiés APTT and PT clotting times

Rég’érdin‘gfdicvkéfféct ‘of enoxaparin on ‘thé'kactf:‘v‘ated!panial thromboplastin time, the s
i f»f.:,.:v?kﬁob'sevr\fed c"lbt‘tiﬁg tifnéé are mbdélfaﬂy-. prolonged : ranging from + 11.5 sec to -+ 22.0'sec - gt
. (mean values) Whén-COmp‘afevd: to the baseline value of subjects, and increase with the dose. =~
 The APTT ratio is around 1.5 - 1.9 over the 1.0 mg/kg - 2.0 mg/kg dose range. These
' results suggest that the APTT .Iab’o’fétdfy test is not an appropriate method for an'enoxaparin
S dose adjusted monitoring during established DVT when this monitoring is ecessary.

ot established between dosage. regimen. The effect of enoxapar. ' S
o ”‘ Thé INR is about 1.3 - 1.4 over the 1.0 mg/kg - 2.0 mg/kg dose range as compared to the . =

No‘y"Statist"i‘cally: sxgmﬁcant differences of the prbthrombin
in on PT is extremely weak.

- INR baseline value 1.05 -1.10. .

tanstical yf:f_signiﬁ'camf (p éo,o]) lo‘r:nkg’e‘r
'fea'n.yvalqéks:]f than ‘that;vo"b"s‘er‘ved for

o >1 Thesé“‘%vérm:téris‘tic':fé‘a:ﬁxfes of Heptest® andtﬁ; differgncésfexisting'bétwe‘en_ and
e 5ahii-Xa.‘éc‘tivijtyf'wéie‘filr&df observed following the sc injection of the enoxaparin 40mg
- dose (14, 29). The}’f_v"é‘fé‘&éi"proba'bjle; ‘cons‘eqkuén‘ce*of the multienzymatic potentiation effects ERE
e enoxaparin on-thé;féblégulaﬁohi‘pro‘cess‘whichv are takéh into account in this complex (see
the ﬁ data -v'sbh’éét)f tclotebas‘éd, assay and not evidenced by the specific anti-Xa

and cloting time prolongation (A (A) max] increases linearly :
~ with the dose (p < 0.001) as are the AUC (0-36 h) and AUC (0-=). No dose-dependency
: ‘changes was observed on MRT and ,11/2(_5'.N¢Veﬁﬁel§srs‘; a statistically significance difference e
- was found between dosage regimen. As for the anti-Xa activity, the 1.0 mg/kg dose exhibits -

time prolohgat‘ionbould_ be




6.4 -Effect of the anticononlant mixture ‘o‘n'b‘id‘loéiénl'l activities measured: :~ $ S

i ";'Du’ri‘n'g‘ the course of the Study,fb’loc)d Was‘iédll“ectéd into tubes ‘comaining a citrate ‘s‘dl‘ution“‘i‘;“ O

(0109, M) as ahtvivcba‘gul_;in‘t.‘;‘(sampleS‘ for ph’ﬁafm‘ac‘yokineftic‘ profiie ev‘aluatidn) : a'ndj into e

'ff:inhibit“‘ors;'o

: anu-IIa : actxvmes [TablesA255 to A267, ,
e corresponding to 3 to 10 % of the tot

CQ_ntainihg'thfe‘”'_“s_ofc;l:léd~ CTAD mixture consisting of a citrate (0.109 M) and
S £ platelet activation : theophylline, adenosine and dipyridamole solution (bloog o ]  
i “collected béfor'g"injection’ and3 h, 4 h, 12 h and 24 h post dosing, “resp‘ectively; for

- comparison).

~ Samples collected into exhibited 2 satistically significante higher anti-Xa and
| . Appendix X]. As a mean, an’ increase
al anti-X‘aj‘;actiyity»yglues equivalent t6 0.04 - 0.13 [U

- anti-Xa/ml for the high ant_ifka'acﬁvity'measnré" and 4 hours post dosing or to 0.01 -008

U antiXaml for the lower ones measured 12 b and 24

::-j. 1510 41 % of tbtal'actii}ity;f’éqtiivalent, to 0.02
~ injection and 0.01 -

5 h pbs’f¢dosing were ‘observed,
 Comparatively, anti-Ila activity differences calculated o mean anti-Tla activities are higher -

41 % | lent - 0.04TU anti-Ila/ml 3 and 4 hours post

0.02 U a’nbtif—'H‘é‘/mi- 12 ‘and»24vhdurs” post ihjecﬁén._ Thus, the sam pling of :

" blood on -allows a better estimate of anti-Xa and’ anti-la activities in man

. variesbetween I to 1] % (mean val
- variation carinot be considered as biologically relevant,

© As published earlier (30, 31), the release of platelet factor 4
. conditions of anti-Xa clot based assays. The PF4 binds with

G Ef;a\c‘:"t\iﬁtics} and APTT clotting times measured following blood colle

s 'f@l'l‘o’iaﬁﬁg’injé(:tion~o'F heparin and derivatives

~ The incidence of the CTAD mixture on clot-based assays is less important_Statistically gy
7 $igniﬁcant ‘differences were_observed between citrated tubes and _on APTT .
cl'dt:ti_h'g times [Tables A268 to A281]. The APTT effect =

gtoaltos sec global variation, Such

clotting times but not on.

ues) correspondin

(PF4) modifies the experimental
high affinity to’he‘parins’which
s and prevents the detection of =

~results in an efficient neutralization of anticoagulant activitje

these ‘co‘rnpdz‘m‘ds: in the incubation medium. The CTAD mij
" potential advantage to avoid the platelet éétivati‘c‘)ny"‘inyi‘tro"~and‘the artefactual release of
 PF4in the test tube (32). If no statistically ignificant effect was obtained on |
‘ ] ' the anti-Xa and "a'ntiFIIa_ - ;
ction into (SRR R

xture was claimed to have the .;r' \

’ ff‘"clottiﬁngf times, results showed a‘StatiSHCally'Sivgh‘i“ﬂcant‘ increase of




e - stable over the dOSéf‘rangé’(‘l‘f.O t0.2.0 m‘g/k
o Thc“' dose pfopdnib’n‘al}i’tj"l“iﬁé]ka‘:t‘ionship kW‘avs‘,
i ‘activi‘ty‘[A(z_\_.‘t)maxfarfxd”AUC]} Neither the dj

. processes were ihﬂpenC¢d"by the dose increas

 adjustment may be challenged

 On the basis of four biological criteria -

li i;ely" due to the lack of accuracy of the measxitemen:

- levels p@@_i'my}fol1’owing"tri¢", injection of the 1

€.

; amidolytic anti-Xa activity, specific

- amidolytic anti-lla activiy, and APTT, enoxaparin exhibits a homogenous, linear
. and dose independent disposition pro

156

low circulating anti-Ifa activiry
“The clearance process remains

ﬁvle‘ih“the" Whigh'fl;vO ‘ér‘Z‘OV'mg/kg dose ringé'as previous

e

also demomtrate'd for Lhe_biblogicalﬂ ‘

istribution (MRT) nor the elimination (QVP1) R

i ;‘:_’s‘j_k‘-f bf‘éﬁoiéparin on‘thé,c’om"/émiohal’labératory,ijuembds APTT and PT is i"v'eiak: ais”génerally' e
> during curative therapy for dose

by 'des‘c‘rib;e’d’qxf;lo'we:" doses (20 mg or ~ 0.3 mg/kg up to 80 mg or ~ 1.1 mg/kg dose e

" ’i:k"r‘héj:gerfiéx’-_al"and local 6lihi§éi“"~téléréncé"iyc're: goko’d,‘A slight and ’tqléfablét’péin has been

s telerated and which disappeared s'pqntanéouélyg~‘&iiér”¢;alzs'b fkdbs‘erved.;

 Atthe 1.5 mg/kg dose level, the mean anti-Xa Amax activity is 1 47 £ 0.17 IU anti-Xa/mi

o (CV=12 %) '[w‘im'a“qggfag‘e value (AUC(g.94 h)/24 h) of 0.70 1U anti-Xa/ml] while the  ~ =
- mean anti-Ila Amax activity is 0.18 + 0.05 IU anti-lla/ml [with 2 Caverage value of 0.055

. reported during and shortly after the injéctio‘n;;Miuo:ahéim’tomas at the injection site, well =

IU}. anti-Ila/ mi], thebco"rrespondipg apparent c‘lkimir;atiogfhalﬂlife valtes being close to 5;5_' G

(anti-Xa activity) and 10 2.8 h (anti-Ta activity), S




Sty PK91I07: Effcacy and Safety of Enoxaparin Administered s a Single, Daily
~ . Subcutaneous Injection for the Treatment of Venous Thromboembolic Disease.
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o In batients with' DVT:and/or[P : nce daily
S increase is observed on baseline "ctx‘vit‘y' values [the Amin increased from 356515

’» .‘fi4.3:‘s in’:éb‘sdlu’tﬁ: value from Da
between baseline values of Day

o "8.3.4.v~’CIIOt based assay : aPTT

o 8.3.4.1. Mean Plasma aPTT activity

i f:.'Ievels,’ve'_r"-sus time s illustrated in Figure

. Phamacokinelic RepoRPs4ssag-ENX 81107
Approval Date:January 24,1997 oo :

L The'information and data containeq herekin; is confidential proprietary information of RN8ne-Pogle

,Pagel&bofa‘z“; .

o Ak:hfé‘v'ém'ent‘ofStéEdV¢Stéte (Dav 2 t0 Dav 8 or Dav [0y

- with enoxaparin 1.5 mg/kg, a 13 fold

y210 D:a‘y,‘v?],‘Wit’h‘a statisticallv signiticant difference (p<0.03y
s 2-4 and Days 4-8 [Tukey's tized range test -

mg on patients. As for all -

‘8’.3,‘4»-.‘2‘." k;anrT activity parameters
- Ina’lwdual parameters are listed Taple 5 (Appendix 1 2)yéznd‘ i}z‘e s“téti.'vticb[ dhd@sisreported in

 Appendients

i Tﬁé‘hi‘één"v:al'ﬁés of a‘Pﬁ:paravméte:x“-‘s_} on Day 2 and Day 7, are summarized Table 8“(‘p;v3y'l‘) :
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e , » 5 as no , lvity was recorded. before = L
S Standa'rdfheparin'or‘ LMWH treatment. ‘The time 0 les are similar on Day 2

¢ Rorer. Do not disclose or use’




‘Pag&‘ffofag‘-fﬁ ‘

. TABLE 8.Summary of aPTT parameters on Day 2and on pay7

Lo e oo | 303266 304247
o AmEX(s) o 463=128 0 425268
Cootmax(hyr oo ©50[3.012.0] © - 40[3.0-24.0]
~ Raomax 1601041 148 +024
Mcm“:SDor"m:dianand range (n=|6 patients) = Extracted from TablcS»'Appcndix .2 S

| : : Thecffectof als mg/kgdose of enoxaparin on aPTT iS"“?feék with a ‘s[i‘g’ht increase of A max :
~ values : + 135 - 165 as a mean when compared to a control (baseline of a normal control in the
aPTT assay : 30s) of ‘maximum aPTT. No significant increase of aPTT is observed following =

o repeated administration.

L ‘8.'3.75_.1‘, Mean plasma PT activity

. The individual PT activity plasma levels and INR values recorded ollowing repeated injection
. ©of enoxaparin at 1.5 mg/kg (SC, OD) are reported Tables 6 and 7 (Appendix IL.3). The mean
- profile of PT activity plasma levels versus time is illustrated in Figure 6 page 41 and individual

i . profiles poftfayéd :inv:Appénd‘ix-II;#;ﬁ N o

~ On Day 1 baseline activity ranged from 1155 to 18.1s. As for and aPTT, all data
-~ were expressed as absolute values as the baseline activity was not recorded before standard
- heparin or LMWH treatment. The PT activity recorded from Day 2 to Day 8 are only slightly
- influenced by enoxaparin injections. The antivitamin K treatment increase PT values on Days =~
. 10and tl.(Figure 6pgl). T R TR

8352, PTactivity parameters

 Indvidual parameters are listed Table 6 (Appendis I12) and the statisical analysis reportod in
Appendix II 5. | e R L e

" The mean values of aPTT parémetcrs‘on Day ‘2'an‘d Day 7, are summarized Table 9 (p.32).

: ( ool Phamacokinetic Report/RPS4563q-ENX 91107 o ,
S T Approval Date T January 24,1997 o 3 e R
[ ‘ : i : CONFIDENTIAL |1 it . S e
“ Tha information and data contained herein is confidential Proprietary information of Rhéne-Poulenc Rorer. Do nat disclose oruse =~
; e i exceptas authorized in writing by Rhane-Poulenc Rorar. cn ‘ G fnid




- Page 32 o1 42

- TABLE 9.5ummary of PT parameters on Day 2 and onDay7

T e — oS08 TREx0s
S Amax9) L 5346 e 6.6
INR* s [68=11g
Meun'z 5D or *median and range (n = 16 patients) « Extracted trom Tables 6 and 7- Appendix 11,2 T
S INR = [nternational normalized ratio B -

ey

 The PT assay was not- influenced by enoxaparin treatment. Repeated administration of
- enoxaparin did not lead to an increase of the maximum of activity with Amin and A(3h)

G “circulating aetiVitieS'close_ to-b'aSeline activity recordedon’ Day | (Appendix I1.5]. - SR

e « ities measured reflect both the effact of heparin
- (initial anticoagulant treatment given to patients before inclusion in the study) and of
. enoxaparin. The preserice of heparin explained Day 1 baseline activities and may influence the
~activities recorded 3 hours post enoxaparin injection. The anti-lla assay and the are
the mo '~~sensitive3test's*to, the pre‘s'én‘céﬂ;ofunfr'actionated ‘heparin. This confirms that the
is not a pure anti-Xa assay but is a global test sensitive to anti-ITa activity, E

~In patients with DVT and/or pulmonary embolism given enoxaparin 1.5 mg/kg (SC, OD) the
- biodisposition profiles of anti-Xa on Day 2 are in accordance with previously published data.
 Comparison of anti-Xa data of the present study and those obtained in 16 healthy volunteers
© given assingle 1.5 mg/kg enoxapa
- anti-Xa activity recorded in patients (Amax = 1.26 ‘#‘0.21 IU anti-Xa/ml < Day 2), achieved 3.1
- hours post SC injection, is close to the maximum plasma anti-Xa activity recorded in healthy =
- young volunteers (Amax = | .47 + 0.17 IU anti-Xa/ml).!3 The AUC (0-24h), the clearance and =+
. the elimination half-life are in the same rank of order [AUC (0-24h) ='15.21 h.IU/ml, CL/E = o
073 Vhandt1/2=50h- Day 2 - in patients versus AUC‘(0-24h)’='16~.47 hIU/ml, CL/F = 0.65

- enoxaparin in patients lead to an increase of plasma anti-Xa activities with a 30 - 35 %
- difference on parameters Amax and AUC(0-24h) between Day 2 and Day 7. Nevertheless, the
elimination parameters apparent elimination half-life and clearance even though slightly
- modified by the repeated administration remain in the same range as those estimated in healthy -
~ volunteers following a single dose administration [t1/2 range = 4.4 - 6.9 h and CL/F range =
- 0.39-0.89 I/h in patients on Day 7 versus t1/2 range =4.4 - 6.3 h and CL/F range =039 -0.81 -
- Vv in healthy volunteers given a single dose] ; R L

- Phamacokinelic Repor/RPS45630.ENX 81107
- Approval Date : January 24,1997+ Lo

e Lo CONFIDENTIAL : R O ML
. The infsrmation-and data ‘contained herein is confidential Propnetaty information of RK&ne-Poulanc Rorer. Do hot disclose or use: -
o ©except as authorized in writing by Rhdne-Poulene Rorer. BRI R

arin dose (study K 91006) indicates that the maximum plasma

 Vhandtl2=54hn the dose ranging study healthy volunteers]. Repeated administration of




o : e : S ‘ ©Pags 330f4s
At the LS mgikg dose, the 'ar‘i’ti-th'rbm;bijh"‘.ac:i‘vityajre_m_ains weak as generally observed with
~ maximum circulating activity in the 0.04 - 0.39 IU anti-la/ml range on Day 2 and 0.08 - 0.3 :
; B U énti;IIav’ml?odDay':?. These activities are similar to the circulating anti-[la activity measured
oy in healthy volunteers [0.10 - 0.26 [U anti-[la/mi] given a 1.5 mg/kg single dose. The anti-
. thrombin activity in plasma is cleared more rapidly from the blood stream than the anti-Xa .
activity. 13 As " generally assumed, :thé_;‘v‘anti'—_llafactiv-ity Jis selectivelv  potentiated by
“oligosaccharides with a chain length longer than 18 monosaccharides while the anti-Xa activity
- is potentiated by all chains. In patients the anti plasma anti-Xa activity/anti-Ila activity ratjos. "
were found in the 10 - 17 mean range 3 to 4 hours post injection (table 3 -Appendix IL.3}. .~

- The anticoagulant activity (aPTT) was only slightly influenced by enoxaparin injections witha
- maximum clotting time in the 30.7 - 74.0 s range on Day 2 and Day 7(control + 30 s)yanda
. ratio of aPTT maximum over control in the 1.07 to 2.49 range. The PT is not influenced by
- _enoxaparin treatment. No comparison with healthy volunteers data could be made in terms of
as in the present study only absolute values were measured taking into account the

“normal baseline activity. = S e L , ;
 Repeated administration of enoxaparin induced an increase of anti-Xa and| R activiey n

- plasma. The steady-state is. achieved on Day 3 and 4 in terms of anti-Xa andﬁ o
- activities, respec‘tiVer._fl_*;fyfffj_, PR LRI ST :

. TheamiXa activity, anti-Tla activity, [Nl and 217 ana PT disposition profiles of
SRR ~ repeated 1.5 mg/kg once daily administration of the 200 mg/ml enoxaparin formulation was
RRE defined on the second and the seventh days after the morning injection in patients

S with deep -

- vein thrombosis and/or pulmonary embolism. High plasma levels of anti-Xa and” :
- activities were recorded during the study. Re cated administration of enoxaparin inguced o

- increase of 30% to 35% of anti-Xa and Amax and AUC(0-24h) parameters and a

. slight increase by 0.7 hour of the apparent elimination half-life (anti-Xa activity). The steady
- state is achieved on Day 3 and 4 in terms of anti-Xa activity and respectively. The
-~ effects of high dose of enoxaparin on anti-lla activity, aPTT and PT are weak, as generally -
. observed, and no variations of plasma baseline and A(3h) activities were recorded following

~ . repeated- administration. Parameters estimated in the present study are similar to previously .

published data in healthy volunteers given a single 1.5 mg/kg dose and the sameé formulation. i
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