the human situation might be greater. This is because the form of TSE infectivity in the blood of
an infected animal is more likely to resemble that found in human blood, as compared to-brain or’
Spleen derived spiking material. Because of the very small amounts of agent likely to be present
in endogenously TSE—mfectcd b]ood any failure of complete TSE clearance would be highly
significant.

On September 18, 2006, the Committee was asked to comment whether 2 minimum TSE
reduction factor, demonstrated usmg an exogenous model in scaled-down manufacturing
experiments, might serve as an appropnate standard for demonstratmg vCID safety of pdF VIII
products The TSEAC was also asked to comment on what actions FDA might consider if such
a2 minimum TSE reduction factor were not achieved. The discussion was deferred to the current
meeting so that the Comm:ttee could ‘respond in the context of recently completed FDA risk

assessments.

Discussion )
: _ ((

To determine a likely appropriate threshold level of TSE clearance for pdFVII], two
separate lines of evidence should be considered: the amount of clearance needed to assure that
infectivity is removed (based on amount of starting infectivity in plasma), and the impact of
clearance results on the pdFVIII risk assessment.

In the somewhat similar case of viral clearance validation studies, typical results accepted
by FDA in support of label claims usually demonstrated at least 4 log;e of clearance by each of
two mechanistically dissimilar (orthogonal) steps.? In the case of TSEs, the amount of infectivity
~ in blood or plasma of experimentally infected animals has been estimated as 2-30 intracerebral
infectious units (i.c. IU)/mL (2-4). An IU is the quantity of infectivity associated with a 100%
probability of infection in recipients. An IDsp is the amount of infectivity associated with a 50%
probability of infection in recipients. Therefore 1 IU =2 IDsp. The amount of infectivity in the .
blood of BSE-infected and scrapie-infected ruminants and in the blood of vCID-infected persons
is unknown. If vCJD infectivity levels in human blood are similar to those found in rodent blood
or plasma, then _eﬂ'ective clearance might necessitate a reduction of infectivity by at least 4 logyo,
plus an additional margin of safety. Calculations of pathogen reduction are based upon removal
of the absolute amount of infectivity, rather than upon infectivity concentration. For example, a
plasma unit of 800 mi that contained infectivity of 2-30 IU/mi would contain 1,600 - 24,000 1U ((
(3.2 - 4.4 logp).> A precise margin of safety for TSE clearance studies is difficult to specify, -
given current limitations in test methodology and uncertainties about the maximum infectivity
titers in blood of asymptomatic vCID-infected donors.’ In viral studies, an additional margin of
safety that assures clearance of at least 2-3 Jog;p more than the highest annclpated titers of the
viral pathogen has often been considered prudent.

The pdFVIII risk assessment provides additional information a,bout TSE clearance and
risk of vCID exposure. The risk assessment was performed using log;o clearances of 2-3, 4-6,
and 7-9. The level of risk is highly 1mpacted by the amount of clearance achieved in product
manufacturmg For example, assuming a higher preyalence of vCJD based on the UK tissue
survey, a patxent with severe hemophilia A who has no inhibitors and is on SplSOdlC treatment
with pdFVH]I is estimated to have a potential mean annual risk of vCJD of 1 in 159 if exposed to

2 Estimated maximum levels of viremia range from 10* to 107 for enveioped viruses e.g. HIV I, HCV, and HBV (5),
and from 10 to 10"°for non-enveloped viruses, HAV(6) and B19 (7) virus.

3 Plasma collection volumes recommended by FDA are 625-800 mL, depending upen the donor’s weight
(http:/fwrww fda.goviber/bldmem/110492.pdf).
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a product with 2-3 log;o vCID reduction, 1 in 105,000 if exposed to a product with 4-6 Jog;p
vCJD reductxcp, and. 13in 100 million if exposed to a product with 7-9 log;e vCID reduction
(Attachment 1). Assuming a lower prevalence of vCID based on the number of cases that have
occurred and are projected to occur in the UK, a patient with severe hemophilia A who has no
inhibitors and is on episodic treatment with pdFVIII is estimated to have a potential mean annual
risk of vCID of 1 in 21,500 if exposed to a product with 2-3 logjo vCID reduction, 1in 9.4 _
million if exposed to a product with 4-6 logy vCID reduction, and 1 in 3.2 billion if exposed to
a product with 7-9 logio vCID reduction (Attachment 1)

In spité of thelimitations of clearance studies and the uncertainties of risk assessment, a
scientifically-based opinion about meaningful clearance of infectivity would provide a useful
interim target to assess pdFVIH safety. FDA is considering what level of clearance,
demonstrated in a well- deSIgned scaled-down study using an exogenous splkmg model, might
prowde a sufficient assurance of safety with respect to TSEs.

Questions for the Committee:

1. Based on available scientific knowledge, please discuss whether a minimum TSE agent
reduction factor, demonstrated using an expgenous (spiking) model in scaled-down
manufacturing experiments, would enhance vCJD safety of the products.

2. If the Committee identifies a'minimum TSE reduction factor that would enhance vCJID safety
what actions should FDA consider in cases when a licensed pdFVIII has a lower reduction

factor: :
a. Labeling that would differentiate the lower TSE clearance products from the higher

TSE clearance products;
b. Recommending addition of TSE clearance steps to the manufacturing method;
¢. Performance of TSE clearance experiments using endogenous infectivity mode]s

d. Any other actions?
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Attachment 1 - Range of Predicted Annual Mean Potential vCJD risk for pdFVIil per HA Patient — at three lavels of clearance: 7-9 logq, 4-6 logie, and
2-3 logqg and at Higher Prevalence and Lower Prevalence estimales and at different treatment doses. (excerpted from lable 5.3.4 in the FDA' s Draft Quantitative Risk Assessrment
of vCJD Risk Potentially Associated with the Use of Human Plasma-Derived Factor VIII Mamyfactured Under United States (US) License From Plasma Collected in the US

7-9 4-6 ) 2-3
Logs Reduction Logqe Reduction Logio Reduction
Model Output for Model Output for Lo
LOWER vCJD Case | Model Outputfor | LOWER vCJD Case Mode! Output for Lg::&ec“‘j’gg:; .\ Model Output for
Provalence HIGHER vCJD Prevalance HIGHER vCJD Infection Prevalence sstimate HIGHER vCJD infactton
estimate of Infaction Prevalence estimate Prevalence based on - 13 in 1.000.000 Prevalence based on
~1.8 in 1,060,000 based on estimate of ~4.8 In 1,000,000 astimate of 4 ba sa.d or; estimate of
baned on 11n 4,226 hased on 1 In 4,225 Clark and Ghani 1 In 4,225
Clark and Ghanl| by Hilton et af (2004) Clark and Ghanl by Hitton ef &f (2004) (2005) by Hitton sf af (2004)
' {2005) {2005} . ;
E':‘t,'r;:::' :"’J“ of Mean potential Mean potentlal Maan potential Mean potential Mean potential . Mean potential
Treatmeont Inhibltor | pationts | Taandty S VCJD risk -vCJD risk VCJD risk vCJD risk’ VCJD risk VCJD risk
Rogitien - Status inUS pro " ue per person per person per parson per parson per person par parsan
9 uzed par per year" per year per year* per year per yea per yea
":r';::r us"‘ - 95" perc)* i5" - 95™ perc)® (5" - 95™ perc)* 5™ - 56™ parc)® 5™ - 95 porc)* 5™ - 95* parc)®
sg. =1 ) : ) .
No Inhibitor 578 157848 1 1in 4,1 Billon 1k 50 illon in 4mifton 11n 54,000 11n 16,000 1 82
{21242, . R ) 0-0)° 0- 1 in 12,000 . .
382318 ) il © - tin $1mion) % 0-1in 12,000) e © - 1in17)
Wilh Inhibitor 150523 IU .
- 1 in 3.5 biion 1in 40 miton - 1 4.8 miffion 1in 41,000 1in 12,000 tin 85
Prophylaxis | \ e 63 524‘3',%53%5 o 0 - 1in 88 mifion) oo . {6- 1in9,000) (00 ©-1hn)
Tolerance
With inhioitor ] )
- g2 558700 1U 110 561 milion —— 1in 1,3 mifion 11n 15,000 tingios 124
Wilh {33235, . R w00 {0~ 11n3,700) 0.0)° Q. tia
Immune 1692043) o CARLE o ©a) @ - tia3)
Telerance
No 946 85270 1U 1in 3.2 tillon 11n 100 millon 1in ©.4 milion 11n 105,000 R !m 1)n 159
tnhibitor (4833 (o-or {0 - 1124 mikion) ©of {0- 1 In 24,000} {0-0;' {0 1in34)
244658}
Episodic .
160458 1 ) 123,000
With 151 (5314, 10 4 Ghien, 11n 50 mitien i In8 mition 0-11n 12.000) 1in.23,000 17
Inhibitor 488908 ) {o-0r {© = 10 11 milion) @of (oo {0- 118

l

Mean polantfal annual w20 risk - {he risk of poteniial vCJD Inrer.llon based o snimal model dose-rasporise information,

Thu ghogs™ perc (percentlies) are tha minimum and maximurm numbers thet define tha ranga constiuting the 90% confidenca interval. Accordingly, he mean risk estimetes from the moda! should fafl within this dafined intarval al least 90% of the' time,

“For a 5™ and 55 parcanile Inerval of 0 and b, respectively, The mode) estimates that for 21 1aast BO% of pdFVIT reciplents the fisk 1< zero, Atlow vCJD prevaiance, donaton by a vGJD infectat! donorto 8 de\ml phagma poti would bl Fate had ot Whan BO% of
pdFVII praduct fots (of vials) would not be predicled to cantaln vCJD agant.

50f 10 FINAL DRAFT 18 NOV 06 _ _ -

8Z0-900ZANAT



" Attachment 2 — TSE Clearance Study Results for pdFVIII, presented by the Plasma
Protein Therapeutics Association at the TSEAC meeting of 9/18/06 at
http:/fwww.fda, ov/ohrms/dockets/ac/OG/sl:des/2006-424OS1 7_files/frame.htm.

@PPTA Compa_ny A

Piasms Proleio Therspeulics Assoclation

Step ' MARB column Q-Sepharese chromatography
Spike Serapie strain 263K Serapie strain 263K
Preparation 10% braln homogenzate 105& brsin homogenate
Pricn deledion / "« Hamster bioassay - Hamster bicassay
quantification method - Westem blot confirmation - Westemn biol confirmation
No., of intependent runs .

per spike preparstion one one

Log reduction(s), 1D, 48 ) 35

TOTAL REDUCTION: 8.1 log, /D,

=> Product is licensed inthe USA

e& PP IA Company B
PLagms Proteln 1)
3.5%PEG Heparin Affin Saline Preclpitation
Step Precipitation ehromﬂognp'l?r and Final Filirations TOTAL
Spika Prps PrP™ P -
263K Serapie 263K Scrapla 262K Scrapie
1) Microsomal 1) Brain 1} Microsoms! imcfon
fraction homogenate 2) Delergent ireated
Preparaions 2} Detergent 2) Deterpent preparaiion
trested preparation | treated preparaiion
Prion delection / we w8 wa
quantiicalion method ] '
No. of independen rurs per 2 2 2
spike preparafon
Log reductionts) 3.21-3.43 2344-23.45 2.08--247
Mean 332 2345 228 25.05
* Preliminory resulis '
-» Product is licensed in the USA
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&SPPTA ~ CompanyD

Plasms, Protein Therdprutics Astociition
Subsequent Precipftation Step’
Steps Precipitation Steps | Followed by Polishing
. A Step and Sterile Filtration
Spike 283K Scrapie 263K Scrapie
Preparalion Microsomes /f putified | Microsomes ¥ purified PePSe
PrPse .
Prion deteclion/quaniification CDi (conformation- CDI (conformation-
method ) dependent dependent iImmunocassay}
) immunoassay) .. ’
No. of independent runsispike 2 per spike preparafion 2 per splke preparation
preparation
Log reduction{s), Mean A5H3.9 291140

= Product is licensed in the USA

(@ PPTA . | Compa_ﬁy E

Plaxwa Protein Themnretics- Aysacialicn

Steps Adsorption, Precipitation, and Chromatography
Spike 263K Scrapie
Preparation Clarified Scrapie Brain Homogenale (¢SBH) and Microsomal Fraction
Pion -
detection/quaniification -] PK treaiment, 0.5 log fitration, and one-step Western blot
method . .
No, of independent 1 per spike preparation
runs/spike preparstion
Log reduction({s) . 3.8 for c5BH spike, 3.7 for microsomal spike "
NMean 3.7to 3.8
Commenls: Consislenl resulls were also obisined from partially combined experiments.

'] An additional slep is under evaluation, .

-» Product is licensed in the USA

70f 10 FINAL DRAFT 18 NOV 06

657



 Attachment 3 — Summary of Topic I, TSE meeting 9/18/06 (at
http:/ferww.fda. gov/ohnns/dockets/ac/OG/mlnutes/2006-4240M—undated pdf

Abbreviated Summary
) For the
TRANSMISSIBLE SPONGIFORM ENCEPHALOPATHIES
- ADVISORY COMMITTEE MEETIN G
September 18 & 19, 2006
Gaithersburg, MD
At: http: //www fda. gov/ohnns/docke\‘s/ac/%/mmutes/2006-4240M—updated pdf

'I‘opxc 1: Experimental Clearance of Transmissible Spongiform Encephalopathy

Infectivity in.Plasma-derived Factor VIII Products -

FDA asked the Committee to discuss whether standardized methods and assessment

criteria are feasible and appropriate for determining clearance of TSE agents by the . ' \(
manufacturing processes for plasma-derived FVIII (pdFVIH) products. )
Dr. Dorothy Scott introduced the topic summarizing TSE safety concerns, the importance -

of TSE clearance, upstream pdFVIII manufacturing processes, and methodological and

logistical challenges of TSE clearance studies using exogenous spiking materials or
endogenously infected blood. She also discussed the question of whether a minimum

TSE agent reduction factor might serve as an appropriate standard for demonstrating

~ vCID safety, similar to analogous precedents from viral validation studies. Then Dr,

Thomas Kreif, PPTA, discussed specific TSE clearance study challenges with regard to
scale-down and conditioning. Dr. Kreil also presented data from industry-sponsored TSE
clearance studies for pdFVIIL
Questions for the Committee

1. a. Please comment on the feasibility and scientific value of adopting A
standardized exogenous (spiking) study methods to assess TSE clearance in
manufacturing of pdFVIIl including the following:

Optimal spiking material and its preparation from the standpoint of relevance to e
blood infectivity f(

The committee discussed several possibilities, including TSE-infected brain-derived
spiking materials, such as hamster 263K brain homogenate which is frequently used, is
partially characterized with regard to parﬁﬁqfr&ng during fractionation, and provides

sufficiently high titers of infectivity and PrP  to allow demonstration of a broad range
of clearance in studies. Spleen-derived spikes have lower titers, and there is no guarantee
that they represent the physical form of TSE agent in blood better than do brain spikes. 1t
was suggested that, since VLDL fractions of blood may preferentially contain . TSE
infectivity (based on data from Dr. Safar), such fractions might usefully represent
endogenous infectivity. Committee members felt that current experiments might begin
with brain homogenate preparations, and that more definitively blood-relevant spikes or
endogenous infectivity needed further study. It was widely acknowledged that the
physical form of TSE agents in endogenously infected blood must be better understood
before the most relevant spiking materials can be selected.
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m) Selectxon of a TSE strain and animal model

Several models were discussed (e.g., PrP -bovinized transgemc mice, sheep, and: chxmenc
transgenic mice). Bovinized mice are very susceptible to infection with vCID agent, and
conventional RIII mice can be used to model vCID as well. It was suggested that, in
theory, TSE-infected sheep blood could be assayed with RIII mice, enabling titration of
large amounts of p]asma or product intermediates. Mice lacking the PrP GPI anchor were
also suggested as a possiblé model, since their blood titers of infectivity have been very
high (although it is not known whether the fonn of infectious TSE agent and its
associations in such deficient mice would fan‘hﬁxlly model more typical infections). Some
members of the committee felt that the most relevant strains.of TSE agent to be’ studled
would be derived from humans w1th vCID or cows with BSE. :

III) TSE immunoassays for PrP E_and bioassays for infectivity
Members commented that conformation-dependent immunoassay (CDI) or protein
misfolding cyclic amplification (PMCA) technique showed preliminary promising
results. However, the committee discussed the need to compare and carefully validate
CDI, PMCA, and other binding assays with bioassays, and some members felt that
infectivity still should be demonstrated by bioassay.

IV) Identification of manufacturing processes that might alter TSE agent

properties
Thée Committee members commented that the manufacturing process itself is not
standardized and varies from product to product and manufacturer to manufacturer so that
developing a standard method for validation will require further consideration. .
Overall, efforts at standardization were felt by some to be premature, since characteristics
of endogenous infectivity are still not well understood, and therefore difficult fo model;
standardization might even impede research to address remaining challenges in TSE
clearance studies. A second viewpoint was expressed, that some standardization now
might be useful, because as better methods are discovered they are inevitably adopted.

1. b. Please comment on the feasibitity and scientific value of adopting standardized
endogenous study methods to assess TSE clearance in manufacturing of pdFVIIL
The Committee discussed the merits of various models including the use of transgenic
mice (e.g., PrP-cervidized mice for CWD, PrP-bovinized mice for BSE, and PrP GPI-
deficient mice) and sheep models of infectivity. Dr. Kreil warned that a potential
limitation of endogenous infectivity studies is that animal plasma is known to have -
characteristics somewhat different from those of human plasma when fractionated, so that
manufacturing processes might not be comparable and results with animal models not
predictive of those with human plasma. While data were not presented to support or

refute this contention, the commitiee agreed that it might pose an additional limitation of

studies using endogenous TSE infectivity in animal plasma.

2. Based on available scientific knowledge, please discuss whether a minimum TSE
agent reduction factor, demonstrated using an exogenous (spiking) model in scaled-
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down manufacturing expenments, might serve as an appropnate standard for
demonstrating VC.TD safety of the products.

A detailed discission of this. question-was postponed until the next meeting when risk
assessment results will be discussed. One member reminded the Committee of the need
for a clear definition for “log reduction” of infectivity, recognizing that the 50-percent
infectious dose (ID50) is a continuous rather than a discrete variable and that estimated
reductions to less than a single ID50 do not guarantee safety.

3. Considering thi_a outcome of the discussion on Item 2, in cases where a lower
reduction factor is demonstrated for a pdFVIIL, should FDA consider the following:
a. Labeling that would differentiate the lower clearance products
from other products with sufficient TSE clearance;

b. Recommending addition of TSE clearance steps to the :
manufacturing method; ((
c. Performance of TSE clearance experiments using endogenous
lnfectlwty models;
d. Any other actions?

This answer depends on the answer to the previous questions, thus definitive discussions
were deferred until more information is available. In limited discussion, some members felt
that labeling of a product as having less clearance might unfavorably dispose consumers or
physicians against certain products even though nio vCJD infection has ever been attributed
to any plasma derivative. A member felt that the patient community might favor adding
effective clearance steps to a manufacturing process but that labeling of products with low
clearance values is not indicated now and would not be helpful.
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B Fourth case of frdnsfusion-associated variant-CJD infection

Fourth case of fransfusion-associated varfant-CJD infection

- A new case of probable variant Creutzfeldt-Jakob disease (vCJD) has recently been diagnosed in a »pat}'ent

who received a blood transfusion from a donor who later developed vCJD [1]. This is the fourth case of
probable transfusion transmission of vCJD infection in the United Kingdom {UK). Three of the four recipients
developed symptoms of vCJD.

The first symptomatic case of vCJD disease associated with blood transfusion was identified in December
2003. This individual developed vCJD six and a half years after transfusion of red cells donated by an
individual who developed symptoms of vCJD three and a half years after donation.

A second case of vCJD ‘infection' was identified a few months later in a recipient of red celis from a donor
who developed symptoms of vCJD 18 months after donation. This case died from causes unrelated to vCJD
five years after transfusion. Post-mortem investigations found abnormmal prion protein in the spleen and a
cervical lymph node, but not in the brain, and no pathological features of vCJD were found.

A third case developed symptoms of vCJD 6 years and died eight years and eight months aiter receiving a
transfusion of red blood cells from a donor who developed vCJD about 20 months after this blood was
donated. These three cases have been pubiished as case reports [2-4] and in findings of the ongoing
coltaborative study between the National Bload Services, the National CJO Surveillance Unit, and the Office

~ for National Statistics fo collect evidence about transmission of CJD or vCJD via the blood supply [5].

The new, and fourth, case of infection developed symptoms of vCJD eight and a half years after receiving a
fransfusion of red blood cells from a donor who developed vCJD about 17 months afier this blood was
donated [1]. The donor to this case also donated the vCJD-implicated blood transfused fo the third case. As
for all other reported clinical vCJD cases that have been tested for genotype, this pafient is a methionine
homozygote at codon 129 of the prion protein gene. The pafient is stifl alive.

All four cases had received transfusions of non-leucodepleted red biood celis between 1996 and 1999. Since
October 1999, leucocytes have been removed from all biood used for transfusion in the UK. The effect of
leucodepletion on the reduction of the risk of fransmission of vCJD from an infective donation is uncertain.

This fourth case of vCJD infection associated with blood fransfusion further increases the level of concern
about the risk of vCJD transmission between humans by biood transfusion, although much remains unknown.
This reinforces the importance of the existing precaufions that have been introduced to reduce the risk of
transmission of vCJD infection by blood and blood products {6). No cases of vC.JD have been associated with
fractionated plasma products. The small group of fiving recipients of vC.JD-implicated blood transfusion in the
UK have been informed of their potential exposure to vCJD by blood transfusion, asked to take certain
precautions to reduce the risk of onward person-to-person fransmission of vCJD during healfthcare, and
offered specialist neurological evaluation and advice.

References

1. Health Protection Agency. Fourth case of variant CJD associated with blood transfusion (Press Release).
London: HPA, 18 January 2007. Available at
<http:/iwww hpa.org.uk/hpafnews/articles/press_releases/2007/070118_vCJID him>,

2. Liewelyn CA, Hewitt PE, Knight RSG, Amar K, Cousens S, Mackenzie J, et al. Possible transmission of

663
Health Proteciion Report Vol 7 No.3 19 Jan 2007



variant CJD disease by blood transfusion. Lancef 2004; 363;417-21.

| 3. Peden AH, Head MW, Ritchie DL, Bell JE, lronside JW. Preclinical vCJD afier blood transfusionin a PRNP .

codon 129 heterozygous patient. Lancet 2004; 364 527-9.

4, Wroe SJ, Pal 8, Siddique D, Hyare H, Macfarane R, ef af. Cim{cal presentat:on and pre-mortem diagnosis
of blood transfus:on-assocnated variant CJD. Lancet 2006; 368: 2061-7.

5. Hewitt PE, Liewelyn CA, Mackenzie J, Will RG. Creutzfeldt-Jakob disease and blood transfusion: results of
the UK Transfusion Medicine Epidemiology review study. Vox Sang 2006; 91(3): 221-30.

6. Department of Health. Further precautions to protect blood supply Press release 2004/0104. London:
Department of Health, 16 March 2004. Available at
<http://www.dh.gov.ulk/PublicationsAndStatistics/PressReleases/PressReleasesNotices/fs/en?
CONTENT_ID=40766088chk=MTwE%2BI>,

664
Health Protection Report Vol 1 No.3 19 Jan 2007




: O & BIAERARE 2-1
EE3E 5h : #5156
EIEAG PIERE MEREE
ARER
- #i5H B—MATFH HERRSORXS | B mEng
[ .
BRAIES - WK 200742 A 19 8 Bz L
. ORI HBs Afle /=y > . NEE
BREVER | O 231> /) 0 LAY HBs ARIES DT Y Hgegis e | Journal of The Royal 4%
ez DT AT > (RFR) AR Soclely Inlerface DOI:
(f) OWERATZ T > —TH (RERYR) 10. 1098/RSIF. 2007, 02146
Mz Uik vCID KR L EREbN 2 3 ERORAICE 5T, ZETE M5 E MO RBROMITATE = 3 7 IE DB = R L ORI -
ok, RERREE, E5ICORRICHEL. 1980 SLEITRINES AN S O Kx—3a Y RIELE, R, COXTTH - .
WD vCID DT OKE S 2B IOITEEM (sensi tivily analysis : vOID B | 4% BT HIARA CREME K AN T OMBHIIRE

ek S mk & % H

B OBPE R OMMHE 2T0, DRIGENAAOFHEIC DN THEL 2. HBEWETILE, BEBEEBAES (basic reproduction
nunber) OFRBFLAETHRAL . BRLULMTEN L2 vIID ORBERDDRAD/T A-F—IHTIETNOTFHOBREZ, &
BOREFNEE>REEDS ETHML L, BTRHRRMIT QDD MDD BSHT (2080 £XT) OXETH 900 FIEINT
HBHEIEERABRELE. UL, ZOEIRIHTIETS U, EWEMICH 0T bANT Lilo k. RRALEE T,
REIGEAOA AL LEIRE 250 GBS L, EMEMcREhs FUA0aeER LA ERREIAE o f, R ORI, KR
R EHERERRITICES >0 A ORBERS 2 NERERIEL . ARBENHFANEDTHELNOIBIEZRHLTND,

BECROER SO
tafiEt Lis vCID O M e b hADTRBROFRGAE C 29I DWW T, ARSI ETERERT | 2EsREHoe i
ICBALF ) ORI SANEEEIIES, 22U FABO RE—2 3 VRBIMERSEONREEY | HER2 5 AN EHRS
MAVERTHELERRHNICRELERETHDS. OT, BEORBII &S

THE ThEABERFNC L5 TVCID, A7 b4 E—RUCDEZE T 4 L HNMER Uit & D@z,

L,

Lishis, F—vCIDELE O mERNARORBHOBALLBERE, NETEICSNW TSV 2EBLES L

THRIZBIT ATSERME RN 2 RERBEZ ML, BT —F2BMICREL, TEFEETY. HEIC
BUTIBREZENT2FETSH 2,

DWREHHDHOO, WARMSERTHAREERSCITELELN. TOLD, Nonsmaosd | .

RB|ELUTHERAATAT) 22— ORBRER
To

2. BELEFNER

(g

(0}
mﬁﬁiTL$ﬁ®&%L;Dﬁiﬂbn4v
Tz )b VAT VCID) HAUBRLILOH
Eidfan, LaLANS, BhETEicsnTRYE
TG EERUEDEOHENHZHOD, B
BRI CIDEDERO ) A7 2REICRHRT
ERVOT, #E5OBICIIES~ORAE T
vy, B EDBEMEEFRNOLRETE T
&

~ANFTRATU Y

&



666



