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4. Discussion (All)
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« Basic research 1. NAPs, systgms
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I g | 5 |
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X1.2-3 Structure of the health and care system in England
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VT, TS (CLDRE T D, ST RUIVIDOEMZINZ DALV TEIFRETOEANGD. NHS TH-Hy NaEZRD, FEDZT Y

VEEV EIFSBRCERRSALCE T IFESR2EVIPDH THS.

EFEmOATF(COVTIE. DHSCHERT (—&F. Et8%HI55EERM) (K 0EREZS5X. EEZITOTVS,

Context: Medicines policy

The Department’s policy on medicines covers every step of the journey from licensing a medicine through to their use by patients.

Regulation and
licensing (MHRA)

Assessment of a medicine’s
quality, safety and efficacy.

EU legislative base governs
development, licensing and
post-market assessment of
medicines. Scientific
assessment of many
medicines is co-ordinated
at EU level and through the
European Medicines Agency.

Pricing and commercial
agreements

For branded medicines
(where competition is limited),
pricing and commercial
agreements are regulated
through the Voluntary Scheme
for Branded Medicines Pricing
and Access or a
complimentary statutory
scheme.

For generic medicines
(where competition is
generally good), prices are set
by the market.

Assessment of value

(NICE)

Use in clinical practice

For the majority of new
medicines, NICE assesses
cost-effectiveness against
a value for money threshold
(the standard is £30k per
Quality-Adjusted Life Year
gained from treatment).

Cost-effective medicines are
recommended for use with a
funding requirement: so the
NHS must pay for them if a
clinician prescribes itto a
patient.

DHSC determines who can

prescribe medicines — and
what should be available on
the NHS.

Arange of initiatives seek to
support the rapid adoption of
innovative medicines into
clinical practice. These
include the Innovation
Scorecard and the
development of Academic
Health Science Networks.

X1.2-4 Medicines policy
(P REREAREERN
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(6) NICEICLBPHMERRICTIZI7IVIYIOEIE

«  NICE}. RIAYVIRAFvZOI RUHTAZEHEL . FERCOG U T EOFHmEECE DV TEHEmE TS,

o FHEDFEER. Not recommended (FRIFRRYIR) | TRDEEAMNNREOER NSEY) TRVOEHIBTENG S, NICECLRHEE (L
/AN,

«  Clinically and cost effective (THI#RRYIR) (&, —EDABEZIREHD. N DOFEMEBEIE THIEVSHIMIHRENTIZE T, NICEICK
DHERHIFBENTED,

o OB, ZHOFEFR (FRIE®RYIR) HHd. IETANREL TWEDREEMENSMEEIC. 5IEREIET >V AUNECEBHBEND
EHDETHEFRI D0, FIHMEMiEZE%EL TERRI 9B,

«  ULHU. BEDOZIVAYIVIC & B5E(h(E . FRFRITEZEDSHACIEBEL TLWRWEWSERREN' DD,

NICE appraisal is the central route for the routine commissioning of new
medicines in England

Regulatory Approval/ Assessment Commissioning
Early Engagement

Reappraisal
!
N ||
NICE Health
Horizon NICE Topic ) - °c'®!|  Technology Ve :
Scannin Selection *| Appraisal (FTA, Clinically and Routine

HST, MTA, STA)
EAMS X

cost effective Commissioning

Not
mmmmd recommended

Not funded

therapeutic indication, will undergo an appropriate NICE appraisal, except where there is a clear rationale not to do so. NICE
expects to achieve this by April 2020.

QNew Active Substances in their first indication, and extensions to their Marketing Authorisation to add a significant new

X]1.2-5 NICE appraisal
- pprai (L) EEHREAIRA AR
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(7) FRMERECHITIFICBEHTADER

s FERONICEICLBHTATI(E, FTAAZERIEBIFERI D281z LLERU. BRI REZ Oz K.

- MEEOSS. B 2F 2R Tl 3RO 77 O—FidEE R\, FALVEMS EPEENBRE,

«  HTA ORBRETIE—AMEISTENZ SO TIVRETUIIIEN . FHREEGER T 35S ELNEMICRS. BLSN3IET O AELTIE. BRR
T —HGRERT—ADEFEN. BET 4. H—R(FAT -4 FHICETET—4. QOLT—4. BFARICLIBERREN DS,

o FRTEZEOHTATEREINSEZRELUT. Diversity value ((EBOREICGEHATZSh) , Transmission value (fth&EADER
&2 EDIREEITED) , Enablement value (RMEEREICEDABFHRSHIEDRERMTESD) , Spectrum value (fiElCE
DEEEXEERIZTH) HHD.

« IRTE. Transmission®TU> I ZITIHDT —INARRBLTHD. ERMHECRIFBEVSIEREN DD . FIHFRTEZEDOHTA FHlIEMRETILT
REDT —INELRZIz8. HRICTRIFENMN 2 RiAH.

o D TOFRMERCEATEZHTARRBL FEOEPHEZE(CHTU. SRR BRI ELZEFEZX TERB(CEBAINTUKEDERHNS.

EZEOFHIC

. . WERER
Population health effects for all comparisons Population health effects for all comparisons WERBERR
/
A A \/
h i i i Dynamic modelling Changing in resistance over time Spect |
Changes in resistance over time (’57"(759’]%5%‘/’]“) ging pectrum value
A A
- . . System modelling S ’ q
Facilitating care and interventions .y a1 Facilitating care and interventions Enablement value
(CATLETULY)
A A
. . Transmission modelling . . o
Reduced infection rates to others USEBEFYY) Reduced infection rates to others Transmission value
A A
- - - Evidence synthesis _ . . ) ,
Clinical efficacy of alternatives (TETS2DEE) Clinical efficacy of alternatives Diversity value
A A
.. . .. . Clinical trials and other . .
Clinical efficacy of new antimicrobial clinical data Clinical efficacy of new antimicrobial Diversity value
: _ e (CEBT—5) : LTS
X1.2-6 HTAICHITZREAFHmET IV X1.2-7 HTAREIFHIBES L TE BN ER

(Fr) REREERESEN (MRIFE. —#BHNE)
30



1.2 Pull IncentivelCE925AEIRET 1.2.4 HEXRRERE
MR

(8) TERDOHTALFMMEZRIC T IHTADIEL)

HROHTALFHRMEE I BHTADIE

Indication(s)

e  Marketing authorisation of new ¢ Likely to be multiple indications
technology generally specifies therapeutic | ,

A Pathogen-specific indications permitted by
indication(s) for use

European Medicines Agency
e Indications may receive regulatory approval
simultaneously, in quick succession or

succession over time 1 A(D %\ % /\0)5!5\\
s TN

Popuation _ S HbDERIC R
* Cost-effectrveness assessed for ‘average’ | Benefits of treatment extend beyond the

patient in licensed indication patient treated to the wider population Z

* Subpopulations analysed separately ¢ Different settings: Community, hospital
sefting, long-term care facility. Setting affects
the mflow of infections and spread of

resistance
¢ Treatment protocols (on or off-label) in ond E}gﬂ’\] ZIZIZ |\+ {TEX.
subgroup may affect outcomes in other ,zj-éj;mj( B)lj- _IJ:(: ct 3

subgroups i s
s AR IR NI
e Direct health effects and costs for NHS e Direct and wider health effects and costs for /
and personal social services NHS and personal social services by avoiding
the onward spread of infection
Comparator(s) _
® Appropriate comparator(s) 1s established | e Lack of comparator for multi-drug resistant 1‘1"3@2(241'9@9"@/ \o
standard practice (standard of care) i pathogens g - b\‘ E 73 57‘: &)
NHS ¢ Established standard practice varies by E8 S SO (— \
e Cost-effective technology expected to geography and local vanation depending on ELEIE%!L?} \ J
replace standard of care local resistance patterns, costs, physician I—>23> b o

KIS =G aisim

* Sufficiently long to reflect all important
differences in costs and effects between
the technology and comparators

e Typically, hfetime horizon

Tune horizon should be sufficiently long to
reflect all important differences in costs and
effects between the alternative comparators
‘Laifetune’ tume horizon does not apply
Indefinite time horizon due to long-term
dynamuc effects but linuted by temporal

uncertainty in parameters

Time horizon set by the discount rate for co

and effects 3F%’|‘$§iﬁ%ﬁ(:&5

Clinical evidence

tEER. PK/PDstt

* RCTs usually available directly
comparing the technology with relevant
comparator(s) on clinical endpoints

+ Non-randomised studies may exist in
1solation or supplement RCT data, with
potential bias explored

*  When surrogate data are only available,
evidence to support surrogate-to-final
endpoint relationship must be quantified,
with associated uncertainty

Non-infenionty RCTs are the norm for AMs| . . -
usual drug resistant pathogens. Clinical '%ﬁ‘ n VItrO(Lcj:é

response rate at test-of-cure is resolution of 1%&5'5% $ E’\J 5:— 9
mfection (cure), failure or indeterminate (D LZ\E'@E
Non-climeal
pharmacokinetic/pharmacodynamic data and
m-vitro nuerobiology data used to predict
response for resistant pathogens
Microbiological response rates at test-of-cure
may be surrogate for predicting chinical cure
i specific patient populations

Mouodelling approach

[FfEZEZSS Y e

* Models synthesise available evidence.
Use of cohort models. typically decision
trees, Markov models, partitioned
survival models, some use of individual
sumulation models that don’t reflect
transmission dynamics.

*  Occastonally transmussion modelling e.g.,
vaccines, HIV

Models may need to reflect mechamsms of .L\\ {E}%IE?} I/%:E

1-951:;1110& dE\l'elerm:‘r_n]f _ . 5;‘ ) M:ﬁ:ﬁb;‘&a LZ\
Predict prevalence of infections and resistan g,li{@o

patterns 1 populations over tume for
alternative treatment protocols W
Transnussion models (most commonly
compartmental models) reflect between-host
dynanucs (based on properties of within-host
dynamics). Models capture how susceptible
and resistant strains of pathogens spread
through population over time

habits, other factors F
e Treatment protocols for new AM and
comparators mclude heterogeneous ﬁ 213 e
kA IR EI R

prescribing: rotation of AMs, nuxing o
. A\ QLA
protocols, combination therapy (] Dﬂ' C/n;ﬁ

Measuring and valuing health effects

e New AM is expected to be used in additior 7/—

existing AMs

» Availabilify of diagnostic tests may
considerably modify value of AMs

Time horizon

* Changes in HRQoL reported directly
from patients and HRQoL weights
(utilities) based on UK public preferences
using a choice-based method. EQ-5D 1s
preferred measure 1n adults

*  When EQ-5D data are not available,

mapping from other instruments to EQ-
5D may be used

Difficulty in measurning HRQoL in short-tern —»
severe infections QO LT - go)”&%

pANESE:S

EQ-5D data or other preference-based
measures are not collected in climcal trials
Limited data sourced from literature of utility
values by mdication. Likely to be no data for
pathogen-specific indication.

(tHFR) Rothery, C. et al (2018) TFRAMEWORK FOR VALUE ASSESSMENT OF NEW ANTIMICROBIALS Implications of alternative funding arrangements for NICE Appraisal |
EEPRU Research Report 059 P33 Table 1: Comparison of the HTA evaluation of antimicrobials with standard NICE guidance for ther technologies&b5|F
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TEROHTALFTRRIMEZR(CT I IHTADEWN (#i)

e Justification for not using EQ-5D should
be supported through construct validity
tests and responsiveness in a particular
patient population

Resource use and costs

* Resource use that falls on the NHS and
personal social services. Valued using
prices relevant to NHS

e Use list price for technology and

All resource use that falls on the NHS and
personal social services, mcludmg the
mplications of onward transnussion of
mfections to the wider population. Valued

comparator(s) using prices relevant to NHS
Exclude acquisition price of new AM for
separate assessment of value-based payment
Uncertainty

e Characterise uncertainty in costs and
effacts over the modelled time horizon

o Identify parameters that have a substantial
impact on cost-effectiveness results

* Explore impact of structural assumptions
by separate scenarios

Characterise uncertainty i costs and effects
over modelled time horizon, identify key
determinants of cost-effectiveness, explore
alternative assumptions with separate
scenarios

Additional uncertainties for AMs:

- Uncertainty in the prevalence of infections
and resistance patterns over time;

- Uncertainty in the stock of future AMs;

- Uncertainty i the lag period before
resistance to new AM develops;

- TIrreversible impacts of AMs on resistance
and its consequences over time;

- Availability of new evidence to resolve
uncertainties

MEEOTT)AFEOAERMEN
53 1 BFFHACL > TRERSOM /¢
H—HNZEENT B, FFROTEED
TTEE. FIRTTEEAOAKSI IR
FTOHAR., BE
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(HFr) Rothery, C. et al (2018) [FRAMEWORK FOR VALUE ASSESSMENT OF NEW ANTIMICROBIALS Implications of alternative funding arrangements for NICE Appraisal |
EEPRU Research Report 059 P33 Table 1: Comparison of the HTA evaluation of antimicrobials with standard NICE guidance for ther technologiesd&D5|F
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(9) #MMNMEFECHISFHMCHENTEREINEER
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Evaluation of new antimicrobial
Alternative strategies about usage of new and existing antimicrobials [Diversity value]
E g Use of new AM in propartion of population with infection

|_AM Avoided or treated infection |=————=»| Population health effects
Direct Indrrect benefits | Indirect
health to population of beqefits to
Changes to the trajectory of oo | hectrass | Sowngotrer | LITERtEd o - ;
¢. infection value| |Enablement < %%@95%&%%%5%73‘4&% 'C%éuﬁd)iﬂ’&‘
value] P st . .
e T ~_® Tran§m|SS|c;£1 value ‘(4ﬂ1%/\0),u\; FEEDIEELTRN) &
FlICHIFDRERARDER, (BEHERIRR1R)

(acquired resistance) T

Resistance trajectory of existing AMs ® Enablement value (}f‘biﬁkiogﬁ_lqiﬂ-] b\t@ifir“ %ﬁﬁ_c

Ll E3h)  (RBHMRMER)
® Spectrum value (MMECENRERFEZREFITN) : FHRE

v
HIHETES Tk ST "
| Narrow spectrum AM replacing broad spectrum RIS ﬂ'lﬁ’li @@xﬁ&ﬂﬁ < L_tb\_c E5h
¥ Avoid future resistant LOth er
| Avoid changes to microbiota (intestinal flora) I—) infections of other types
[Spectrum value] Infectlons

1.2-8 MTRMERENEROERICSA55E

(HFr) Rothery, C. et al (2018) [FRAMEWORK FOR VALUE ASSESSMENT OF NEW ANTIMICROBIALS Implications of alternative funding arrangements for NICE Appraisal |
EEPRU Research Report 059 P38 Box 3: Attributes of value for antimicrobials reflected in population health effects&D5|F
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(10) E|EICHIFBPull IncentivelcBd3 K17 05T MOBIE

m PuII Incentivelc 921701/ S =-BEH
RET(E, 2019F 1 B(CAMRMZRICEII 25N EETEIZRTE . COFTEIOH T, FiRTTEEMRIBED DDA > T4 T DLEAFONE
e, ENEEIRIBEHORITEITICEEBIT TS,

«  2019F3AKFRT, FMPERDO/1T51> (J1—-X1~30ERK

;BR) (3420HTHD, FILARID3I,394(CLEADEERIBITD RN,

FRTUERD)/ 1 T > ENNSE DL IR DRE TH .

«  ZITRETI(E 20194, NICE. NHS England. XUNHS Improvementh ZR>H—ERD, Pull IncentiveDJ4—SEUFT(ZAREET D

feshoT0> 1) M35 kT,
- JOZ1VMOEMECSEIIS. DHSCIE2015FENSABPIL & ZER TSN, £z, 20174 LFE. Economic Evaluation Policy
Research Unit (EEPRU) (CLRFARFIRIZEICT I DHTADIRIEZIToCE .

m PuII IncentivelC B9 21705 10 hOBIE

ST OSTIMTER FRETSHAWVETI IR 518, WHRETIMBNEREZ 2FEFEL, ETIOERATH

EMECOVWTHREEZ1T5

FIE

i

FE

Pull Incentive®
I

PUE S REE: S

RENERIRTE 7352

#&1.2-8 7701 bOBIE

NICE. NHS England(c&3702 10— A XAHIRIGRR-S%S8R

ATOPTIMOFEREIRTE (IRNEZRLREUOSEZPELOERNGZERLZI T L TFERIELRTE)
S1%. AAEHCPull IncentiveDHHEAZE A I 2RO FEFIMRCDOVTE. ATOS 1V MILREHER B FEX TRRET

FREREIAVET I (HITRIVTZA2ETIL)
XRETF, BECHBICHIBRSEEICHIRIVT SIS ET N ZBRAUIEESD

J>RZRHEL. FTARMEZRE 28 ETE
1 D(FBE2~3FEDRBICIRTE A TV RAZEUSUILBAFEE. £51D(32020FR(CARTEARZ RIS FEDHFEINENE

FERHTATTIVCED, FRTEZE O Mz Eht. JAECLDEBZ NS EIEMNRERERIAREDIE(CNNX . Diversity
value, Transmission value, Enablement valueﬁ(:_’)b\"cﬁuﬂﬁ’i?‘_ﬁ

HTAICK 2 HMFERICE DE, RIEPFELERIED L. IRENEE (FRIERE) ZREID
HIERHTATT VIS ARESR M0, RIEPZLDOERIZSEOMNEMEZIAFR . A TOD 1) MCH B EREREC(INEZIF
e %, IREUCEREEDIRO PR (CEMNUNFED LS. NHS ERIFEPENRZEZITD
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m Pull IncentivelcB89 247705 1 bR - H/NF> X

Programme =

Project governance

Accountability PrOject Board

Department of Health and Social
Working level Care, NHS England, NICE, Public
links Health England

I International

4[—> engagement

NHS England / NICE Central

HTA Evaluation Framework & Value assessment

L 4
'

Project Team

Programme 1: Human health
I *  NHS England, NHS Improvement, HEE, NICE,

OoLs

Project Advisory group
and wider stakeholder
engagement

Commercial model

X1.2-9 Project governance
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(12) Pull IncentivelcB89 3172051 MDATS 1

202162 FBHTARTIVCED EEUCREZREOFHEZEMR (XTvT4)

RANEADIRIE (FREPZE-NHSHEDOZZHCEICEDTHN. ARMLEIRDIEREB, )

=) (i -SROFE)

TRISRUIERTYT1~3 (TOZ1I DT NSA AR, FETOTRICET IXEIERK. MRMEEDEE) %, 2020FHICERTFE,

2022EFHTH(C(E. NHSERBEAHOFEMOIZH2EM (RFvT5)  BANCNICECLDIRHEINEHMIIRE S ICR IEIE%1TS,
BFhE20224 ) 4 AICIRFERBE P EMEL. YT RIVTSAVETNERETHELZEE (X797 6) .

(BB KEFTIVCELD

Proposed project outline

~20204F 20214 2022F%)8)

1 - Develop outline models for
product selection, evaluation
and commercial model.

5. Commercial
negotiation of
payments for the
selected products

4. Value assessment
for the selected
products

3. Selection of 2
products to test via

2 - Develop detailed competitive dialogue

documentation for
procurement process

8. Evaluate

~

2022FF~

6. Implement payments

7 Monitor 2

X1.2-10 Proposed project outline

%2019 7R(CT0> 1/ Mexr5 EIFTUBE, 201998 (ILERSTMROTOS IV NI INSA> (FHlOZ#EH. WRFIEEEETIOCR, YIZIVT3> €7
V) (DWTRT—IRIVI—EE R, 2020828 ([C@ARTOZ 1IN I 27 R\ —T%1BE&, 3AICEFHETOTRICEITZRSTMRORF1A> MERL

U A=V THEEH.
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B Pull IncentivelcB89 2177017 b T-)1
o SEOTIOC I NORET -V LUTF D35,

i @ EIHOTEEMOMER | BIEBHTAICE ZFHERMEHCHTEIRAT IR —HOERE. 2 DONEEICK T S M7

| @ ZILLWDHHEY (HITRIUTSaYyETI) [EXTRIRAT—IRIAY—-RDEERE, 2 2DMEEDOZIAWCETZ3ZHOMI) (GEIE :

| BOAE)  RUBERAAOZE ;

' @ REOH#1259, IEITERETINEHITU, Pull IncentiveDBAZRHUZIS HEPECHIFIHMNEZMAREIEET?S .
i v NHSEUTEAEIBIRESAEHFEREEDOEISH SN, TN TE D TEBVDT, REOEDIEAHZ L. MECEEDA
: NTESSEN'BR. :

________________________________________________________________________________________________________________________________________
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(14) Pull IncentivelcBA93: 177051 bDREE

«  HATIOZIVPOREEL T, FIEEOMME (Value) OFHEORUIE. FIERERSOIEETAZHEMAALETUS RO R D
MHEMENEETBNI,

£1.2-9 #HTTOSTIMBITZRE

FRMEFEDOValue® o FARIMEZECLZMREEEY D MAICEE T 2T DEM S -
i SERDRRE v BRERIAZFR DL CHIES R BRICL O TEMENTLD
v FTRTMEERERDP(ESN2ZIRICEATBIIET VXL, 7o Xy b —Xh S\ Els TORRDTISR(HT
IBRBLZS R
v' PK/PD3RtBRI®in vitrolc B 22 MR L. IEERRT —YDIBIHRNME
o FIRMEFRERCIZINTOERZFIHDGZE (FREESD) 'WE .
v FIRENEFIM 4 OESCEE R RIFERVE SR REDIEH
v IBTEDT> Xy hZ— X359 B Activity ProfileziF D&

FROFMMNERDERSEZ SARREDDBEMOHETFIEM THD ., SRESBIET VDI KO ENMEER S,
FRITIRORE « SEETUICRBERDZERIFLUT OED,

v IREOMERCH I DMER

v FTRTER(CLSEENMIEIEEER

v BhEY RN T —4

v FRISNSFREROZOMDA >/ Tk

v ERIREZEDZAL
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(15) Pull IncentivelcB89 31700519 MCHITBABPINDSEI L R

B KE(CHFBPull IncentiveiBE A (CHTz>TIE. DHSC. NICE, REPEDEFREUATHIABPIENEED | HRETHESHSN TS,

B RECHIIZFFRMEEMRORELL T, G E DR T DHDFTRESRRAET I ONREMED, BEFEOS 1 RIWIER(CH I 2B
RIS (FARMERCHERIET O ANEDSLS) HHEHEINTL,

B _FEEORREEFERI BI(C(E. FiTRPull IncentiveDHFEADNMETHD., ABPIVERZEPEELTOS 1) MO INEPUll IncentiveDEE%
HELTL

B JOSIIRTIRETENTUWRE I ZIVTS > ET LR, RHERIRFREEN B VWET I THD, EifLER=2U0DEES(THEA DT EZROE (E{E
REWVOSE RS EEY) THBREDIE., EEEFALDEAREIEL T, ABPINS10FEIZIRERUTLS,

B BIZOVT2DETIH I T 28860 T FEOMIE%E E(CSTHM T 2 TOTANMEER TE N FiEDMIE% RS 2 ERANZER RE I DIz6HD
TEE-NHSEIDITENDFUKD, KET I ZERIEUIBDIE (OB ERZBIB I 2T HEAZBIETEIN. LLI3aMEIFBNre.

B RECHFIMERRFEDINIL. AMRIRADEDTHA

RETE. 1999FLUE . FTARTIERORFE(ED RN, VKON OREFETHMERORFAEZILDH TUEIEVWSEREIFEE., COZEBHK
(PRZIBBRET (3NN EFIMERE N TEIET, RELBOTELR,

ABPI ¢LTH. REREE (DHSC) 5¢L6Ic, REIQAMRYHR 5 WEFHEICEEMICTIY ML TS, ZD55. REIOREPZE(C
OTRLEERR(L, ARFERENDIRE . FTARZIERE G, VIFOORFETHHEZEZ TS,

B RECHIIFRIERMAFEDRE

MERGFZIRIINKFZEHTOS, RNERZRFEL TERBIEN P RVESD, KFRBEEMBRUIGH TS, T, FEOFH
FECERUTREUN IS, BENMIEURLSEFN GO MERORFEICOVTIE, CNETOESRATTITIREALRL.
BNMEEOBNMZRIEDHUENHD. AR THNL FITEOBERE. BAIEZEALRINERSZRVL MEROISE. MitE
(CEBRAGUEDIEFIND IR VzsD, TR IELEE L TERE (LR VWA Z/RU D5, IS E T IRV INNEIN TLES,
MRARTEDDCEIET O ANMMBELD BIRTEM MR EFEABVD . AREARCBERIET Y 22+RCBSNBRWVIRIRICHS.
RIRTE FIRVYIICHTZASH R BAIMTE RS RVE SIMARERICTVIF LAZDIFH LR,
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B FTRFIEROREMZARAETDHBIATA : RECHIFBITIOZTIMNIONT

M4 B CX I 2B BIFRRR 2 hiG(OXDH I OERMENRS AT AN E . 12BRFHESATA. 2 DBBIEFERDANZXA,
3 OBRFEMRESATATH . HRNERDMIEICIE. RN RA >IN M RIBR MitgSRED BE, EASELHIBFRBCED(EE
ffiEET 3B,

NICEENHS England(c&oT. #BEHRD_EERSRT ANEEE TSN 1Oy hTOZ 1ML TEIEL T,
NICEEZEICX T S HEEAE 2 CBHAFEL TV, TIEROITIRIRAIDEREZFHII SIREIFIISEMSNSEDIE . QALYDFERE
ZE% RN ERRERZIZ MO FAREREETIVCEDIAD DL, HERL TS,

ATOZ 1Y MIEABPLFEZZEEH->TULRW, TOZ 1Y MNERIC, ST Ot A HMmEE(CEU TABPIE L TOERPHA LTI TLS,
AXIO>1/0TE. EREFEILVOLAEHZIRTLTVS, FMICOWVWTIE, BRIENIICIIERIEEENHSEDISHTRES, ABPINATO
STINMESUTOVRVBREZEZICHAN. ABPIEL T, Pull Incentive®& AZLEA TWBIEENHSIIZZ TL\B,

YIROUT 3V EFNVE . EifiL ERELWMOBIAES . FIEFE, FLMIEFEEIZI)E T, [RENE - EFE TOMEMRS
N3, YIRJ)T23a>ETIUCEO T, BIEERASREIFCEIR TES,

EZRAVDHIREIE LT, ABPINSIRELVEDII 10 B T/TA-NYAVE1I-ZITIHEEHIN. 10FEMNIZETERUNEZZT
W3, SEIOTOZIIRTE, 7oAV =X(EZ . MOBASHERIRE R I FTEZ ZERCHVVAMIRERTE . STHAHARIE 2D TRV,
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