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~e-+ 1. INTRODUCTION

The HIV Resistance Collaborative Group (RCG) requested an exploratory,
retrospect ve analysis using the RCG standardized data analysis plan (DAP) to
ascertain the utility of resistance testing in clinical trials. This report addresses the
association of baseline resistance information with a virologic endpoint (i.e., reduction
of plasma HIV RNA <400 copies/mL via Amplicor assay) in a Glaxo Wellcome
sponsored clinical trial CNAA2007. The study population being re-analyzed consists
of heavily pretreated HIV-infected subjects who were being treated with abacavir
(ABC) + amprenavir (APV) + efavirenz (EFV). Genotypic and phenotypic
information were available for both reverse transcriptase and protease coding regions.

..
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2.

2.1.

METHODS

Study Design

, CNAA2007 was a phase II, open-label, single-arm, multi-center study of
approximately 100 HIV- 1 infected subjects to evaluate the safety and antiviral activity
of combination therapy with ABC, APV and EFV in subjects with screening HIV-1

plasma RNA levels of 2500 copies/mL despite at least 20 weeks treatment with at least
one of the following PIs: indinavir, ritonavir, saquinavir and/or nelfinavir. There were
no CD4+ cell count restrictions. Subjects must have been receiving combination
therapy including at least one of the PIs listed above, at screening and up to study
entry, and have been receiving the same PI therapy during the most recent 12 weeks.
All subjects were required to stop all background antiretroviral agents at study entry
(Day 1) and switch to the combination of ABC 300 mg BID, APV 1200 mg BID and
EFV 600 mg QD. Subjects who were unable to be treated with one of the
investigational agents due to toxicity or intolerance during the first 16 weeks on study
were allowed to be treated with additional antiretroviral therapy after discussion of
options and agreement between the coordinating investigator (at NIH), the sponsors of
the study and the principal investigator at the research site. After Week 16, all subjects
could add other approved and investigational antiretroviral agents to their study drugs
following consultation and agreement between the sponsor and the principal
investigator.

Participation in the protocol was limited to no more than 40 subjects with prior non-
nucleoside reverse transcriptase (NNRTI) experience. Eligible subjects were stratified

according to their viral burden at screen (2 500-40,000 copies/mL; >40,000
copies/mL). Data was also summarized by NNRTI experience. Subjects were to
receive combination therapy with ABC, APV and EFV for a minimum of 48 weeks.

As expected, proportionally more subjects were asymptomatic at screening in the

stratum,with baseline viral load 2500-40,000 copies/mL. Conversely, more subjects
with a baseline viral load >40,000 copies/mL entered the study with a previous AIDS
defining condition. Higher baseline CD4+ cell counts were observed among subjects
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with baseline viral load S40,000 copies/mL. Finally, more subjects with advanced
-

HIV disease at baseline (higher viral load, lower CD4+ cell counts and diagnosis of
AIDS) were NNRTI experienced and conversely, NNRTI naive subjects appeared to
be less advanced in the progression of their HIV infection. The patient population for
this study was heavily pretreated: 84% had received at least two PIs, 6090 received at
least three PIs, and 74% had received at least four NRTIs prior to study entry.

2.2. RCG Data Analysis Plan Issues

Prior antiretroviral therapy was available for regimens received within six months of
study initiation. Therefore, a complete profile of prior ART exposure is not available.
All subjects received three new therapies; therefore the new drug co-variate associated
with the number of new drugs in the regimen was not included in any of the models.
The second drug co-variate considered PI or NNRTI experience. Since all of the
subjects were PI experienced, this drug co-variate focused on the NNRTI experience
alone. There was a significant difference in the number of subjects with genotypic
data (94) compared to the number of subjects with phenotypic data (64). Therefore
caution needs to be exercised when comparing the results across populations.

2.3. Database Issues

This study was ongoing at the time of this report. The clinical database used for this
report had not gone through a complete authorization process. Data beyond the week
24 window (> 224 days into the study) was not considered for this study with the
exception of the next available PCR data in the case of a subject whose plasma viral
load was not reaching levels below 400 copies/mL. Genotypic analysis of plasma
samples was conducted using RT-PCR and ABI automated sequencing at Glaxo
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Wellcome.

3.

The results

Phenotypic assays were conducted at Virco NV (Belgium).

RESULTS

presented in this report are similar to those reported in the 16-week clinical
study report.

3.1. Study Population Accountability

In this study, 101 subjects were enrolled and 99 of them received study medication. Of
the 99 treated subjects, 73 (74$ZO)remained on the originally assigned study regimen
with no deviations for at least 16 weeks. Of the 26 subjects with less than 16 weeks of
original study medication, 24 discontinued due to an adverse event, and two
discontinued for other reasons.

NRTI, NNRTI, and PI genotypic information is available for 94 of these subjects.
Phenotypic data was available for 64 of the 99 subjects enrolled. Phenotype results for
all three drugs in the regimen had to be present for a subject to be included in this
analysis (n=64). In the dropouts as censored (DAC) analysis subset, eight of the 64
subjects were censored.
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3.2. Prior Antiretroviral Therapy

The collection of prior antiretroviral therapy was limited to therapies received within
six months of enrollment into the study. Therefore, we do not have a complete prior
antiretroviral profile for these subjects. NNRTI experience was a stratification
variable used upon enrollment into the study, complete information regarding this class
of ART was available for these analyses. In the dropouts as failures (DAF) genotype
population, all subjects were PI experienced, 40% were NNRTI experienced, and 98%
were NRTI experienced (Table 1). The NNRTI stratification information was used to
determine new drug co-variate associated with introduction of an NNRTI for subjects
who were NNRTI naive. Since everyone received three new drugs in their regimen,
this new drug co-variate associated with number of new ARTs was not considered in
any of the models. The prior ART summary was similar for the DAC genotype
population as well as the DAF and DAC phenotype populations.

3.3. Baseline Immunology

All subjects in this study had detectable (> 400 copies/mL) virus at baseline. The
baseline immunology of the DAC and DAF genotype and phenotype populations was

similar. For the DAF genotype population, the median HIV-RNA PCR and CD4 count
at baseline were 5.1 log 10 c/mL and 160 c/mm3 respectively (Table 1). For the DAF
phenotype population, the median HIV-RNA PCR and CD4 count at baseline were 5.1
log 10 c/mL and 124 c/mm3 respective y (Table 2).

3.4. Baseline HIV-I RNA Genotype
....------.

The genotype sensitivity score (GSS) and number of ART mutations were similar for
the DAC and DAF analysis subsets. For both the DAF and the DAC analysis subsets,
the median GSS was 2.0 with a range of O to 3. In the DAF analysis subset baseline,
most subjects (88~0) had at least three NRTI mutations present, 5590 of the subjects
had no NNRTI mutations present, and 82% of the subjects had at least four PI
mutations present (Tables 4 and 5).

3.5. Baseline HIV-1 RNA Phenotype

The phenotype sensitivity score (PSS) and number of drugs in regimen with
phenotypic sensitivities at 4 fold reduction (FR) cut-off and 10 FR cut-off were similar
for the DAC and DAF analysis subsets. For both the DAF and the DAC analysis
subsets, the median PSS at 4 FR cut-off and 10 FR cut-off was 2 and 3 respectively
(Tables 6 and 7). In the DAF analysis subset, the 4 FR cut-off, the percents of subjects
phenotypicall y sensitive to their NRTI (ABC), NNRTI (EFV), and PI (APV) regimen
were 45Y0, 6790, and 58~0 respectively. For the 10 FR cut-off, the percents of subjects
phenotypically sensitive to their NRTI (ABC), NNRTI (EFV), and PI (APV) regimen
were approximately 94%, 73Y0, and 86~0 respectively.
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3.6. Endpoint - Virologic Failure
.-.

The primary endpoint to be examined is the proportion of subjects with HIV-1 RNA
PCRbelow 400copies/mL atweek 24. Virologic failure wasassessed forthe DAF
and DAC analysis subsets using the algorithm provided in the RCG DAP (section
4.2.3. 1). For the DAF genotype population, there were 23 successes, 71 failures, and
no censored subjects. For the DAC genotype population, there were 23 successes, 53
failures, and 18 censored. In the DAF phenot ype population, there were 16 successes,
48 failures, and none censored. In the DAC phenot ype population, there were 16
successes, 40 failures, and eight censored.

3.7. Logistic Regression Models

The logistic regression anal yses modeled the log odds of virologic failure. For positi ve
parameter estimates, the log odds of failure increased as the value of the co-variate
increased. For negative parameter estimates, the log odds of failure decreased as the
value of the co-variate increased. The odds ratio gives an approximate risk for every
unit increase in a co-variate. Unit increases were defined as follows:

. Baseline Viral Load – 1 log 10 HIV-1 RNA copies/mL increase..
s GSS or PSS – 1 point increase
. Number of Genotype Mutations – 1 additional mutation.=
. NNRTI naive (new drug co-variate) –naive to experienced

.-.

The 95% confidence intervals (CI) for the odds ratios provide an estimate of the

.,-.>.4. precision. The Hosmer and Lemeshow Goodness-of-Fit test provides a measure of
how well the co-variates explain virologic failure. Small p-values correspond to
models that do not fit well. The models with missing goodness-of-fit tests correspond
to two-level co-variates with no degrees of freedom for the test statistic.

Tables 4 and 5 present the logistic models for the DAF and DAC genotype populations
respectively. Models A, B, C, and D are univariate, and Models E, F, and G are
multivariate. In the DAF analysis subset, Model F suggests that the genotype
information is more predictive of virologic failure than baseline viral load. Most of the
95% confidence intervals were broad. The predictive value of the NNRTI naive co-
variate in Model B was not present in Models E or F. Similar results were seen in the
DAC analysis subset (Table 5).

Tables 7 and 8 present the logistic models for the DAF and DAC phenotype
populations respectively. In the DAF analysis subset, the 4 FR threshold did a better
job in predicting virologic failure than the 10 FR threshold. The larger models,
Models H, I, and J, did not fit well with the exception of Model G. The PSS at the 4
FR threshold exhibits the best association with virologic failure. Similar results were
seen in the DAC analysis subset (Table 8) with the exception of a reduced fit in Model
G and a better fit in Model H.

_@==.
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4. SUMMARY

We performed retrospective analyses of a dataset to explore the association between
baseline resistance information (phenotype or genotype) with virologic failure (i.e.,
plasma HIV RNA from below the limit of detection via the Amplicor assay).

The dataset consisted of information from a Glaxo Wellcome sponsored clinical trial
(CNAA2007). The patient population consisted of heavily pre-treated HIV-1 infected
subjects with advanced HIV disease that received a combination ART containing
ABC, APV and EFV. Subjects enrolled in the study were experiencing virologic

failure (screening HIV- 1 plasma RNA levels of 2500 copies/mL) despite at least 20
weeks treatment with a treatment regimen containing at least one of the following PIs:
indinavir, ritonavir, saquinavir and/or nelfinavir.

Logistic regression anal yses showed that knowledge of the baseline genot ype provided
useful, explanatory information in the models. An increase in the number of baseline
NRTI and NNRTI genotypic mutations was associated with virologic fki!ure, and an
increase in genotypic sensitivity was associated with a reduction in virologic failure.

Logistic regression analyses also showed that knowledge of the baseline phenotype
‘.

provided useful, explanatory information in the models above and beyond the
.–’=. information provided by baseline viral load.

These analyses of this dataset provide some evidence that knowledge of baseline
..... .... . genotype and phenotype is associated with virologic outcome.

..-.



‘..

.--=

RCG Analysis Plan

5. TABLES

.-7.



..-
._

!1

o m
o P

%

—

...
..

.

II ,,

m
u

b
ob

g
.

.
.

.
.

m
w

m
m

w

O
m

en
-.

lw

C
n

&
L
r

(

--
-

-t
’.J

w
F
.J

-’
-

C
o

U
lm

w
w

&
’w

O
Q

d
P
c+

l
--

--
-

lm
(

IC ;%
’

1 ,U
:2

1 P
(U

3
Iq

l
(\

,
IN

!
,, 1
,



n
\\ N

IP 1,

m
m

‘,

rr
n 5-

$ .



o m

0 m

..
...

..

W
ot

do
lJ

G
i

.
.

.
.

O
oo

-.
lm

O
oo

-.
llm

O
ld

w

--
-

-.
-+

N
bJ

--
--

.-
w

.J
4r

nu
tiw

l-
02

@
O

Q
&

=c
w

dP
oP

cF
cw

&
--

—
-

--
--

-

--
--

-1
--

l
w

r’J
P

--
-

Z
Z

w
vw

ow
w

<
w

O
Q

cP
#O

P
d@

eP
cw

’#
ow

cw
--

--
-

--
--

-

I.J
1

,,

1
--

--
--

--
--

-
-



cm”IS’iL”O
LLZ’OSL08”I

S06”0LOFZ:<0”1
0S8”SL8’5”0

OOZ”96t7S”0

I
VNVN

118”0090’1Zsz”o
OVS”PSZ8”0

Zm”1ZSL’O
t708’O8Z9”ZELE6’T

ZLC”Z990”1

96V”0t7L8’oLIZ”O
9Pi’69i70’1

aulssl~

I
VNVN

Vzs”o

I
PTb”o

VN

I
VN

O’io’1S98’0
[CS”6800”0
Z6S”18ZO”0
Eos”186C’O

VN

I
VN

d=
LIS’OZLO”O
9E6”16Z1”0

Itm”i808”0
0S6’Ltioo’o
06S”1Czo”o

VNIVN

*.
ol]i?~Sppoanlt?h-d~.

9t790-

VN

6ZO”0
Ssz”z
s9t7”o
80t7”0

E19’O

VN

099”o-
199”0

OPO-O
ELO’Z
t79t7”o

ZE8’O-
Wil’1

VN

8s6’0
arwu!kiq

J21aLUl?JL?~

SW21JI?A-0~%lJaMaN0
1

mdau!law3v
a[qU!Jl?Alapo~



‘)1,

,1)
!,,

),’
1,

,

8s6”0

86V0

t76L”o

M)L”O

‘3U!SSIW

737

VN

9t7L”T
986”W
9T9’Z
StiL’P

S66”L

VN

Ot76”0
860”s

ZL9”I
96L”95
ZOL’Z

96L’O
LOL”O1

VN

G

VN

t708”0
LOO’Z
OEO”T
Z09”0

189’0

VN

Olz”o
918”0

108”0
S9E”Z
990”I

881”0

ZZ1”I

VN

q~~’~

Ry

66L’O

VN

S81”1
lzb”ll
zt79”1
069”1

Esc’z

VN

SVP’O
Obo”z

LSI’T
06S”11
L69”T

L8E”0
L9t7”E

VN

1Z8’Z
oy~Sppo

L8L”0

VN

06E’O
900”0
LCO”O
61’i”O

8L1”0

VN

moo
LZI”O

8Et7”0
‘iOo”o
9Z0’O

010”0
1‘iO’o

VN

S1O’O
anluA-d~.

szz’o-

VN

OLI”O
sEti”z
96t+0
Szs”o

Lt78”o

VN

TT8’O-
tlL”O

9f7T”o
Osb”z.
6Z<’O

1S6’O-

ftiz”I

VN

LEO”I
a]mugsg

Jajaumvd

alo~sadA]ouag[lwaAO

uaw!ia~u!I~~NNJO

d

v
lapo~



.—
-

--
--

td
+

-

0
0

0
m

m
m

o
0

0
m

m
lm

’

o m

1,

l.d
tQ

Ln
u$

.J
lJ

7t
Q

L.
lm

L.
lo

w
ow

:
f-

m
m

4w
m

m
0m

W
ot

oo
+

.
z

.
.

.
O

w
l

--
-

--
m

P
.l

N
Jw

-
m

ti
O

l!n
#*

z%
’#

&
--

--
--

U
O

LJ
O

N
2

.
.

.

O
ln

u’

w
td

m
b.

w
m

td
w

m

.l.
J&

.
w

E
Jb

w
ul

,D
W

O
N

O
P

2
.

.
.

O
w

l
--

-
-.

Ito 11 Ii
--

-
--

-

–—
-.



96S’S9s’i”oZlti”lt7z9’oStic”oU9UJ!ifa~U!I~~N10

Idql!M~A.WNI.LtiNNJOId(Z

VNVNVNVNVNS~NvMONJOJaqlUnN([
salE?IIEA-o~3nJaM9N

999”0611”018Z”0tmo’oOLZ”l-jjo-m3wpt2~u!sn

88L”09J03S9dX10U3qdII12J9A0

EEZ”OZCll”l9i7L”t7Sco’oLSS’1~~dauqasv~~

09’i”LE6Z”069P’Ioi79”oS8S’OS9111A!1!SU9SOUSqdIdJO#

Lll”l910”0t’EI’o‘i90”oE1o’z-sa!l!A!]rsuaSOuaqdI~~NJO#

I66’0666000”0000’0LL6”06SS”Zl-sai]iAqlsu9sOuaqd1~~Jo#

~~o-jno~0[~

6CZ”Z191”0109”08tm”ools”o-sa!l!Aq!suaSOuaqdIdJo#

6t71”IZbo”o61Z”0SLO”O81s’o-S31]lA!]!SUaS0U9qdI~~NfQJO#

9s8”017SL”0‘iSo”oIOz”oLIO”Oso9’1-sailiA!l!suaSOuaqdI~~NJO#

~40-]n3wb~

~~o-]no~~01u~u!sn
flulssl~6ZZ”1111”069S”0t’o[”oL66”o-9.100Sadklouaqdl[t?JaAOa

~~o-m3~~~rJflu!sn

S’iL’O9L9’O8EI”0SOE’O‘iOo”o88T”l-aJo3Sad~]ouaqd[[t?JaAO3

081”919s”0Z98”1Olt”oIZ9”0U91U!h~U!I~~NNJO

aulssl~

Idql!M~ANNILWNJOId(z

VNVNVNVNVNS~~vMaNJOJaqUlnfQ(1

S9)I?lJUA-0~8nJaMaN0

962’098s’118LQlSES”ELEO”O~97,”~wd=ww3v
lsa~l!~-jo-ssaupoogq8!HMO~ogv~Sppoan]wi-d~.a]u~qsgaIqE!lPA[apo~

noqsawagvlamsoH13%S6la]aunmd



686’Z9s1”0t789”0t719”o08E’O-U9UJi83~U!I~~NN10

Idql!MaAWNIlmNJoId(Z

VNVNVNVNVNS~~vM3jQJ0J3qLUtlN(1

s21cIJuA-o~8nJaMaN

z9t7”01E670ZS’L”I8CS’O19s’0SalllAl]lSU3SOU3qdIdJO#

LS6’O600”0060”09t70’osob’z-Sal)!A!~!SU3SOU3~dI~~NJO#

666000’0000’0LL6”0Z81”ZI-sa!l!AlllsuasOuaqd1~~Jo#

EST”O96L’t71901”1SO*”VS[o’oL6E”I~~d3UllaSV~

~~o-jno~01f

66t7”sOEZ”OEZl”l988”0911”0uau!fla~u!I~~NNJo

Idql!MaA.WNI~23NNJOId(Z

VNVNVNVNVNS~~vM3NJOJ3qUJnN(1

S3)I?!JE?A-0~%lJaM3N

O[s”z8EI”068s”0tILt’OoEs’o-saIl!A!l!suaSOuaqdIdJO#

00s”IZEO”O81Z”0ZZI”Oczs”l-S9!]lAl)!SUaSOU9qdI~~NJO#

LS9”08EO”08S1”0110”09b8”l-S9!I!A!)ISU3S0U3qd1~~JO#

LZT”OSLI’ZZLSI”I990”s1‘iO<o‘iz9”1~~dau!lasv~
~~o-uww~I

9ss”t78TE”0‘iOz”198L’OS81”0UXIJl%~U!I~~NNJO

Idql!M~A!.~NILHNNJoId(Z

VNVNVNVNVNS~~vM3NJOJ3qllHlN(1

S3]t?!Jl?A-0~k%lJaM3N

bob”IL60’O89t”0WI”O666”o-~Jo-]n3~~OTcfh!sn

SLZ”O3103sad~louaqdII13J3A0

S17E”ZI6ZO”1S9S”ESbo’oILZ”Tmdau!{asnaH

IS3L]!~-~o-ssaupoo~q8!HMO~o!]n~SppoanlT?A-d~●9Jlnlll]sgalq13!.lk?Alapo~

hiOqS91U3~~JNLISOH12%G6JalaLuI?Jl?d



‘i

)
,.

“s2s~[l?uc2S31+luoJ~p9JOSU23aJ9MS]3afqnS

lq~!a‘dva~~~Jadsv“sl~powaqlu!W?!JI?A-WilnJpMauuW?sa!dt?JaqlIKIIAOJIaJ!lUt?MauyIJaqI.unuaqlapnlm.i!01

paauousuMaJaq~“(Id)ANpUI?C(I.IXNN)A~~‘(I~HN)~~v:sa!duJaqlp2JlAoJlaJ!luvMauaaJq]pai!aoals]oa[qnsllv:a]oN

S0S”8LSti’oEL6”1Z9E”06L9”0U9W!%MUII~~NNJO

Idql!MaM~NI.LIINNJoId(Z

VNVNVNVNVNS~~MaNJOX?qWnN(T

Sa]I?lJt?A-0~%lJaMaN

Z9S”0080”0‘iIz”oZoo”o8t7S’1-~~o-m3~puSu!sn
6t7E”0a~oosad~louaqalIB.19A0

‘i8Z”1ZLZ6”0Im’tiZ90”016t7”IM3dau!ias~~9
S18”896Z”0919’16LS”0OW’OS2!~lA!)!SUasOUaqdIdJO#

Eoo”1blo’o611”00s0”0IEI”z-Sa!llA!l!SU9SOUaqdI~~NJO#

LE6’O666000”0000’0E86”090’i’zl-Sa!l!A!]!SU9SOUaqdI~~NJO#

JJo-3n3~ol~

Et79”1‘iOl”o1Ib”o60Z”0088’0-S9!l!Al]lSUaSOU9qdIdJO#

C88”08ZO”0LSI’O9s0”06t78’[-S9!]lA!)!SUaS0U2qdI~~NNJO#

996”0t7ZL”0St’o”o181’0910”06oL”l-sa!]!Ag!suaSOuaqd1~~JO#

~~o-m3~p~

~~o-mowo~RSu!sn
%!ss!~09Z”1ZII’OSL’i”OEll”o186”0-3J03Sad~louaqd][l?JaAOa

~~o-lns~pv%!sn

068”0‘i8s”oL60”0L.Ez”oZoo”o6Et7”I-2J02Sad~louaqd\[EJa/iO3
z6t7”L9t79”oOoz”zLOZ”O68L”0UaW!8a~U!I~~fQJO

fhl!ss!~

Idql!MWWNLL21NNJoId(Z
VNVNVNVNVNS~~vMaNJOJX+IJflN(I

SalI?!lI?A-O~~nJaMaNa

Z.’ib”oZL8”60E6”00$0”s990’0601”1Madau!las~~v

KS9L]!g-~o-ssaupoo~q8!HMO~oy?~Sppom[EA-d*●alcw!]s~alql+ll?Alapo~

woqsawa~~lawsoH12%13jlS]2WL?Jl?d



“1

,,)‘:)

IL8”EIOz’oZ88”0898’0szl’o-uwul%au!l~~NNJO

IdV1!M=WNLLNNNJoId(Z

VNVNVNVNVNS~~vMSNJOJ9qlUnN(~

S91T!!Jl?A-0~%lJaMaN

96tI”ilS6Z’Ot766”I6Lt7’o069”0Sa\]\Al]lSU9s(NJ+dIdJO#

6t76”o600’0060’0St’o’o‘iov’z-sa!j!A!j!suaSOuaqdI~~NNJo#

666000’0000”0Z86”0t“iz”zl-S31]lA!]!SUC3sOU9qdI~~NJO#

C80”0Lt78”’iI810’1SSL’ELbO”O‘iZs”l~~dau!lasu~

j~o-]ns~01f

EEL”6L1’i”O19L”I81s0995’0uaw!8a~u!ILWJO

IdW!m~ANNIULNNJOId(Z
VNVNVNVNVNS~~vM9NJOlaqlUllN(I

sap21J??A-o~%JaM9N

88L”1080”08LC’OOzz’oEL6”o-sa!]!A!l!suaS0U9qdIdJo#

Izti”lLZO”OL61”0LOI”Ot7z9”l-sa!l!Ai]!suasouaqdI~~NJO#

18S”09ZO”0t7zI’o800”0160’Z-sai]!A!l!suaSouaqdlL~JO#

88Z”0s9i7”t7z6L6”0‘i68’t7‘zSo”o88s’1~~dau!lasv~

~~o-]n3wvI

SOL’S16S”0t76t7”ILSSOIob”oUWU@S~U!LLWN10

Idql!MaAWNIIWNJOId(z

VNVNVNVNVNS~~vM9NJOJ9qLU?lN(1

S9]l?!Jt?A-0~%lJaM2N

Osb”1660’008C”0LSI”O896”0-~30-]n3~orEih!sn

S18”09J03sadkjouaqdIIT?J9A()

S6S”01SL8”0Sbo”’i080”0Cll”l233dau!las~~H
jsa~]!g-~o-ssaupoo~l@!HMO~oi)t?~Sppoanp?A-d~●altxups~Slql?!JE?A[apo~

wOqS9UJ9~~J9UJSOH12%56J9]WN?JI?d

o~=saJn]!E~puI?91=sassaxns-P,luaadhouaqdqI!Ms13afqnS9g

LOOZVVN2~OJjsl~a(qnSPal~aJ.LAdV/AXl/2W
awomnopaJosua~scs]no-doJa–ad~louaqd–uolssaJ:a~iylsisoq

8alqv~




