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We have had the opportunlty to review the proposed rule changes dated March 14, 2003, and we attended
the teleconference on April 30, 2003. During review, several questions arose concerning the
recommended changes. This memo is submitted to 1dent1fy specific concerns relevant to Post-Marketing
Pharmacovigilance activities.

First, we agree with the recommended changes concernlng identifiable SADRS. Some compames have
been known to use a variety of tactics to limit their reporting responsibilities, e. g. excludmg events
compatlble with the patient’s past medical history; expanding labeled events by using a variety of sections
in the package insert; makmg dlscretlonary or arbitrary assessments of event severity or spemﬁmty, and
aligning verbatim terms to “synonymous” labeled events. The hst can go on describing the various
methods of classification utilized throughout the industry. We commend FDA efforts to define
reportability using a more consetvative (i.e. inclusive) approach, a philosophy to which we ascribe here at
PPD. To provide additional guidance to industry, we suggest the following:

1. Specify exact section(s) of the package insert that should be considered when class1fymg an
event as ‘labeled’, in that considerable variation now exists throughout the industry. For
example, some approach “causal relationship unknown” as labeled events or consider a variety
of package insert sections as labeled (e.g. class warning statements appearing in the warnings
and precautions sections). Without further definition, companies will likely continue to broadly
employ the package insert to limit their reporting responsibilities.

2. Better define specificity and severity. For example, many companies may not conslder a reported
blood pressure of 220/110 to justify greater spec1ﬁ01ty or severity than the labeled event terms,
“hypertensmn or “increased blood pressure.” These cases may continue to be underreported, as
companies are frequently reluctant to report events that may negatwely affect product labehng
Assessment of specificity is a problem throughout the mdustry in that considerable discretion is
given to the safety officer. Please define with more examples The current regulatxons do not
offer sufficient guidance to address ambiguous cases in a consistent manner.
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Lack of effect (LOE) presents a parncularly drfficult challenge “Certain 1 companles restnct LOE
reports to only those instances that clearly involve a potency concern and/or a potential GMP
issue; many events therefore go unreported. For example, a patient subpopulation with a
particular characteristic or underlymg disease process may demonstrate relative resistance to the
effects of a product, but since potency per se is not a stated concern, a report is not generated.
The relationship may thus never be recogmzed To address tlns shortcommg, terminology must
be added to MedDRA to capture suboptimal drug response. For example: A critical care patient
is treated with a pressor to raise mean arterial pressure, but the response provides only a modest
rise to 50 mm Hg. The product i is 1scont1nued and another product is used that effects a rise to
75 mm Hg, thus enabling adequate tissue and organ perfuston Is LOE narrowly defined only as
potency-related issues? Would this be cons1dered a LOE? Does a report need to specifically state
“LOE” before being considered reportable" The FDA needs to deﬁne LOE more precisely so all
companies will be uniform in their use of the term. Furthermore, FDA needs to better define
situations where a medication may produce subopttmal results For regulatory purposes is LOE

“inappropriate drug response ” “therapeutrc drug response unexpected,” and “drug meffectlve for
unapproved indication.” Many companies associate these codes with LOE. A specific code
needs to be incorporated for all drug responses that are not adequate (e.g. to sustain life, to
eradicate bacterial or fungal infection, or to elevate blood ] pressure sufficiently to ensure
adequate tissue perfusion). Such events need to be captured for accuracy of surveillance; to do so
requires that FDA make a specific determination on standardized codes to adequately capture
such events and offer proper guidance to industry via examples.

Literature report guidance enables too much variability in what constitutes a reported SADR.
Many companies utilize a procedure wherein the author of the literature report must show direct
attribution to the suspect medication. For example, a statement such as “twenty patients
experienced symptom X post-o peratively following use of the product” may not necessarily
constitute direct attribution. Additional attribution would include substantiating comments such
as, “The post-operative incidence of symptom X 1n those patxents who received the product were
increased nearly twofold relative to the control group.” We suggest that the standard set by FDA
for post-marketing spontaneous reports should also apply to literature events, Furthermore, the
guideline should give consideration to the age of the product. For example, for newly-approved
products, all serious and nonserious unexpected hterature events would be reported, regardless of
whether the author dtrectly attrrhutes the event to use of the product.” For any product greater than
5 years old, FDA mtght requ1re that only serious SADRS to be reported, regardless of author
attribution. In addition, the concept could be extended to periodic safety reports such that within
the first 5 years of new product approval, all literature reports would be submitted. Clearly, FDA
needs to further define expectations for literature reporting; current regulations give companies
too much discretion in identifying SADRs, thereby sigrificantly limiting reportable events.

Many times SADR literature reports identify an “estimated number” of reported patxents that
expenenced a particular event, in addition to the patients presented for discussion. For example,

“an estimated additional 260 patients with symptom X were also seen at these 1nst1tut1ons ” This
statement reflects additional reports that should be submitted | to FDA. The 1 narratrve should
include the verbatim of the additional reports (e.g. estnnated addmonal 260 patlents) Many
companies rule out estimated numbers as not reportable based upon internal procedures. It is
requested that guidance be provided on the reporting of estimated numbers.

“Active query” needs to be operationally defined. Active query provides the optrmal approach
when gathering mforrnatlon for an expedited report. Unfortunately, healthcare professronals are
either 1) too busy to take time away from their patients to provide additional information, or
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2) reluctant to provide addrtxonal information due to prlvacy concerns and habrhty
Notwithstanding the fact that HIPAA permits ‘the transfer of clinical information relevant to
product safety reporting obligations, many physxcrans w1ll hkely continue to refuse release of
information, in that most are not yet well versed in the new patxent privacy regulatrons A few

points to consider concerning the documentation of “active query” follow-up: Is a written
summary that describes attempted follow—up efforts sufficient documentatxon" Concerns may

sufficient to meet F DA regulations (i.e., “your word against mine.”) We suggest that FDA *
consider development of a standard form that directs the release of medical information related
to an SADR from a healthcare professional to a pharmaceutlcal manufacturer thhout fear of
liability. This page could readily be faxed to the bealthcare professronal wrth a cover letter that
describes the initial reports and defines the rationale for the “active query’ request Addltlonally,
this form might be utilized fo request medical records. In the past, a consumer would sign a
release form, and a copy was then forwarded to the physician/hospital with a cover letter
requesting additional information on a specific event. An FDA-sanctioned form would increase
direct query dialogue and obviate the need for additional individual marlmgs At this late stage,
two direct mailings might be implemented, thus exhaustmg all reasonable efforts to obtain
additional information.

7. Enhanced documentation of medication errors is another positive move toward protectmg the
safety of the consumer. FDA needs to provide specrﬁc guidance’ by example on reportable
medication errors, For example, a drug dosage is'indicated at .25 rng/kg, but the healthcare
professional inadvertently injects 2.5 mg/kg. The chronologrcai order of events, treatment, and
outcomes are documented, but the reporter provrdes no aeknowledgrnent of medication error. We
expect that many medication errors will thus go unreported as fear of potential litigation will
negatively impact disclosure of such events. AIIowmg compames to use discretion will
undoubtedly limit these reports in that many companies will fail to submit unless the phrase

“medication error” is actually reported verbatim in the narrative. Compames need to be forced to
report as medication errors any inadvertent events that occur outside the labeled dosing and
administration information, :

8. Inreference to literature reports, FDA should consider making definitive recommendatlons on
the frequency with which literature searches should be performed. Specific guldance on the
choice of databases to be searched would also be extremely beneficial. Does FDA concur with
the recommendations of the CIOMS V Working Group on these issues?

9. Off-label medication use is an additional source of SADRs. Many companies have internal
guidance that may limit submission as an expedlted report because an event is labeled -- even
though the indication (or patient popu}atlon) is not listed in the PT, "Reportability for such events
need to be qualified via definition and example. If a product 1s used off-label, should SADRs be
classified as unexpected, even though the reported event appears in the Plasan adverse reactron‘? k

Although the changes recommended by the FDA will clearly identify additional SADRs ‘the processmg
of these identified reports will srgnlﬁcantly impact the economlcs of each product such that corporations
may look to pass through the additional expense to the consumer. Thus, the end result will include an
increased burdened to our healthcare system. A universal system must be incorporated that utilizes a
single form to collect additional information.

Active query will assist in the processing of serious reports, but will not enable complete collectlon of
information relative to a reported event. Most active queries will involve follow-up with the initial
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reporter (e.g. pharmacist, physician, nurse, physician assistant). Most reporters are unfamiliar with
information required by the regulatory agencies. Although the FDA has made the MedWatch 3500 readily
available on the internet, most often reporters are uneducated as to what information needs to be
submitted. Additionally, their time is limited, further ¢ compromlsmg the possxblhty of acqumng initial or
follow-up information. A form should be developed and approved by FDA that will bé distributed to
all hospitals and pharmacies with their stock orders, and to phys1c1ans ofﬁces w1th tlle dlstrlbutlon
of samples. All healthcare profess1onals will be asked to complete the form prior to contactmg the
manufacturer. This will enable more information to be collected durmg the mxtxal contact, elther by
phone or fax. Also, this form can be readily available as a pdf on the FDA website. Many\tmies in the
past, I can recall talking to a healthcare professmnal in an effort to gain additional 1nformat1on concernmg
an event. Little information was obtained since the reporter was unaware of the 1nforrnat1on I wished to
obtain or did not expect me to call. A simple form cons1st1ng of a front and back 1dent1fymg the relevant
information in an orderly fashion will allow greater collection while controlhng the overall cost of
completing an mvestlgatlon Addmonally, a form supplemented by a letter from FDA descnbmg
HIPAA and the process as tandatory would likely educate healthcare professionals and ‘Feduce
misunderstandings surroundmg the new guidelines and ‘the release of medical mformatlon A copy
of this letter will accompany each serious SADR form Thus, not only will additional mf ) tio
gathered on first contact, physicians will become more comfortable with the reIease of‘ me
information through HIPAA knowledge ‘These ¢ events w1ll clearly provide benefits t to both FDA and the
industry. The FDA will gain more information c concemmg serious SADRs, and mdustry can optlrmze this
process to effectively utilize resources while mamtammg a product cost relative to the present pricing. We
have attached a sample form below that can be readily mcorporated into the drug d1str1but10n network,
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FDA SUSPECTED ADVERSE EVEN"T ﬁEPUﬁ“*T 1 th“M (SADR)
Manufacturer Name:

Phone #(123) 456-7890 Fax: (123) 567-8901

Date of Report; Product: . Variant(e.g. 10 mg): Lot# .. o Exp.Datei . ooy
Reporter Information: '

Name of Reporter: , Telephone #: . Fax #: A .
Address (include City, state, & zip code) , e
Patient Information: ‘

Patient Initials: Address (city, state & zip cope) Gender: [ ]male [ ] female

Date of birth: Age:  Weight: (Ibs) Height: ___ (ft)___(in) Ethnic Origin:_

Patient involved in Clinical Trial: (No OYes Subject#:___ - @tudy #_ Protocol #:

Concomitant Medical Products (include Rx, OTC, Dietary, Herbal and recreational drugs. Please note dose, frequency, duration and
indication for use):

Allergies (e.g. drug, food): (Note spec1ﬁc allergen and reactlon) T / - W * ,

Al i

Suspect Drug Information:
Indication for use:

Date of first use: __Date Discontinued:__ _Dur 1on of tise: Dose: Frequency
Hospital Admission: [ ] Yes [ ] No[]Unk Admit Date:___ Discharge Date: ) h

ED Visit: [ ] Yes [ ] No [] Unk Length of ED visit (hours): ___ B ) ‘
Treatment by HCP and Drug information (product and dosage) e o

S B e B e e S et O L gt Beognt L 20y

Outcome: (Comment on all reported events 1nclud1ng d1agnos1s sxgns and symptoms discuss current symptoms and any changes)
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Suspected Adverse Drug Reaction (SADR) Details:

All information relevant to the event (e.g. blood tests, EKG, CT, MRI, X-ray, copy of discharge summzfry)
Date of Onset of Adverse Evént:n

\ € 1 S - . i e L e e g PPN
Narrative of Adverse Event: S '
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The sample report form, combined with a letter from FDA that mandates the collectlon of data, will undoubtedly
lead to more efficient use of active query, while smultaneously prov1dmg potentral to limif addltronal expense to
industry that would most likely be passed to the consumer. Furthermore, a universal form would enable all
pharmaceutical manufacturers to routinely gather comparable and relevant information.

FDA’s discussion of PSURs in the Tome provides no acknowledgement of ICH E2C’s concept of the 1nternatronal
birthdate (IBD) as a means for harmonizing and’ synchromzmg penodrc reports to multlple regulatory agencies
around the world. Instead, it appears that FDA contmues to estabhsh ttme ’nes for perrodlc reports based solely on
U.S. approval dates. It would be extremely helpful to global companies if FDA could adopt a more inélusive and
flexible approach to report scheduling based on the IBD.

Additional items need to be addressed to provide parallel gurdelmes wrth the EU and accepted PSUR conventions.
Volume 9 of “Rules Governing Medicinal Products in the European Union” hrghhghts specrﬁc reportlng intervals
and inclusions to these reports, Regarding PSUR submission, volume 9 states, “PSURS are normally requrred to be
prepared at 6-month intervals for the first two years followmg the medicinal products authorization in the EU,
annually for 2 years at the first renewal, and then 5-yearly at renewal thereafter.” Furthermore “Ordinarily, all -
dosage forms and formulations, as well as rndlcatlons for a given pharmacologrcally actrve substance for medicinal
products authorized to one MAH may be covered in one PSUR ‘Within the single PSUR, separate presentations of
data for different dosage forms, indications or populations (e.g children vs adults) may be approprrate »

Relative to periodic reports, it is of utmost concern that FDA’s proposed PSUR reporting schiedule outlined in “the
Tome” does not parallel EU guldance or recommendatrons of CIOMS V' Workrng Group. Though pharmaceutrcal
manufacturers will not likely admit to ¢ passmg through” the « cost of | productron of frequent PSURS with customized
appendices, the variability of national requ1rements will undoubtedly incur addrttonal expenses that will likely be
paid with pharmaceutical price increases.

A review of Periodic Safety Reports for products approved before January 1, 1998 would | requrre a report to be
submitted every 5 years after U.S. apphcatron approval Periodic safety reports for products approved after January ~
1, 1998 would require report submission semi- annually for the first 2 years annually for the next 3 years, and every
5 years thereafter. Addmonally noted is the gutdance to provxde reports at 7.5 years and 12, 5 years. In contrast to the
recommended U.S. reporting schedule, Volume 9 of “Rules G’overmng Medicinal Products in the European Union”
describe PSUR reporting as semi-annually for the first 2 years after med1ctnal product authorization in the EU,
annually for 2 years at the first renewal, and every 5 years thereafter -- Whlch comcrde with CIOMS V guidance.
The complexity arises with older products not approved through centralized or mutual recogmtron procedures
Without cooperation of the various regulatory bodies to enable ahgnment of the 1ntemat10nal birth date globally,

" companies will continue to be burdened by the inability to synchromze reportrng schedules. Addrtlonally, Us.
reports at 7.5 and 12.5 years are not aligned with the overall reporting schedule set forth by the EU, and their
production will incur expenses that may not be justified. For example, a product that has been on the marl(et prior to
1998 has undoubtedly demonstrated a safety proﬁle that enabled its contmued avarlabrlrty Most, if n all safety
concerns would have presented themselves prevrously Although med atlons approved before flanuary 1, 1998 have
proven their safety profile, compames continue their revrew of the safety reports as received. Excludrng certain drug
categories (e.g. antibiotics), minimal additional knowledge or safety slgnal information wrll be generated for such
products by providing additional reports at 7.5 and 125 years These reports represent an addrtronal burden that
cannot be justified; this burden will be expensed in some form related to the product Hypothetrcally, addrtronal
expenses could influence a company to withdraw an NDA 1 1n mstances where the burden for contmued product
availability exceeds the reduced n margm provrded by the older product Whtle it could be arguedM hat new
medications released in the past 5 years provrde addltxonal ‘benefits not seen w1th older marketed products removal
of older products with proven safety prof’ les’ may Tead to fgmﬁcant ‘increases (
change his medication after 7 to 10 years due to d1scontmuatlon of the product may lead to noncomplrance hlgher
prescription costs for newer alternatrve products, adverse events not prev1ously expenenced by the consumer, and
even potential hospitalization. Are the additional reports generated at the 7.5 and 12.5 year mtervals valuable enough’

DA consumer forced to- /



provide the most comprehensive compilation of safety 1nformat10n to protect the public, one must reahze that such
actions can ultimately lead to potential consumer harm.

A review of the expected content of the PSUR as outhned f)y the EU and CIOMS v mclude ‘the followmg
sections/discussions:

® & ¢ & o & & ¢ & 0 © & © & O O 0 o

Introduction

World-wide marketing authorization (MA)
Regulatory or MA actions for safety reasons
Changes to reference safety mformatwn
Patient exposure

Presentation of individual case histories
Cases presented as line listings
Presentation of line listings

Summary tabulations

MA analysis of individual case histories
Studies

Newly analyzed studies

Targeted new safety studies

Published studies

Efficacy related information
Late-breaking information

Overall safety evaluation

Conclusion

The “Tome” provides guidance to U.S. manufacturers for additional 1nfom1at10n to be 1nc1u din appendlces to the

PSUR, despite the fact that EU has no such requlrement Supplemental mformat n requeste

By FDA 1ncludes

Summary tabulations to include reports from poison control cen ers and epldemxologlcal data bases
Discussion (compared to a line listing) of nonchmcal clinicaland epidemiological studies concerning
important safety information.

Company core data sheet based upon next reportmg penod (EU based upon start of r reportmg period)
Consumer reports including serious SADRSs, nonserxous 'SADRS, cumulative non-healthcare profess1ona1
data for serious unlisted and discussion of impact on overall safety“Summary ‘table ¢ of spontaneous listed
and unlisted reports with unknown outcome and discussion

Class action lawsuits summary table of serious’ and nonsenous and listed and unlisted cases w1th
discussion

Lack of efficacy reports with assessment as compared to clinical irials and addressed associated to ADRs
Medication error reports with summary tabulation of all domestic reports including actual medication error
for serious, nonserious, no ADRs and potential medication errors with discussion of overall safety impact.
Resistance to antimicrobial drug products mcludmg in vitro susceptlblhty relatlonshlp of change to clinical
outcome, therapeutic failure possibly due to re51stance, and dlSC ions upon revision to U.S. labeling.
U.S. Patient exposure information to include estimate of patlent ) verage dose, length of treatment, or bulk
sales with an explanation/justification of patient days or prescnptxons detalhng the method used to estimate.
Location of safety records including addresses. ‘

Contact physician lncludmg name, phone, fax number and email of licensed phys1c1an and medical
interpretation.
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As previously mentioned during the discussion of reportmg schedules these addttlonal appendxces may greatly
influence a company’s decision to continue manufacture of older | products To prevent overburden and ease of
compliance, the FDA should work toward a guidance that better harmonizes with CIOMS™ V and the EU.

A review of the requested appendiceal information provrdes insight for d1scuss1on.

Clinical studies as highlighted in the “Tome” could be mzsmterpreted during review as complete account of
the information may not be readily available to prov1de an educated ' summary. Thus mlstakes could
jeopardize the consumer’s safety Informatron should i 'trally be reported to FDA and any follow-up by
FDA should be reported back to the company. =™ "

To allgn with CIOMS 'V and EU pharmaceutical companres should be directed to use the company core
data sheet that was actively referenced at the beginning of the reportmg perlod 'Utlhzmg a core data sheet
that has been updated during & reportmg period w111 force revrew of all previous reports up to the date’
changes occurred in the core data sheet. This review wrll 1ncur add d burden not only with individual case
review, but also in ediforial review of the line” hstmgs

Although we agree with the reportmg of non-healthcare unconﬁrmed and unlisted reports 1ncomplete

™ e A8
information will influence the accuracy of complete review and should he limrt ;d to
1. The frequency as related to potential s safety sionals”

2. Reportmg unconfirmed reports in the first 5 years of availability. Long-term collection of
unconfirmed reports may not be warranted if the product has a proven safety proﬁle Certam
exceptions may occur, e.g. a product with an assoc1ated serious event that v warrants ongomg Tiver
function tests or antibiotics that may develop a pattern of resistance should be guided to continue
unconfirmed reports as related to the specific safety profile in question. For example changes in
liver function tests would continue to be monitored, but only reported asa frequency Increase or
expedited report. Similarly, antibiotic" reporting would be ‘based upon a documented increased
resistance pattern.

Inclusion of class action lawsuits as requested by FDA will provrde httle to no addrtlonal benefit, As weare
all well aware, upon pubhc broadcast of a potential safety issue by the news medxa attorneys tend" to take =
advantage of the situation to solicit reports of harm from clients w1ll1ng to “sign on the dotted hne ”
CIOMS V identifies these reports as “solicited,” and under present?‘DA guldance only serious and
unexpected reports are to be submitted. Furtherrnore many lawsults identify events unrelated to the specific
safety issue, but continue to be captured in a safety database only to be readlly discounted upon receipt of
medical records from the attorney, usually 6t012 months after initial awareness. In summary, this
questionable information will increase “noise’ in the safety database and substantlally confound the
generation of potential signals. Companies should be expected only to comment on serlous unexpected
cases confirmed by medical records, and this commentary ‘should be captured in the section of the PSUR
relevant to that review.

Lack of efficacy (LOE) reports originating from revxew of clinical trials provrdes httle or no relevant safety* )
information, as clinical trials occur in an artificial e env1ronment that co ntrols every aspect of the patient/
subject interaction (e.g.medical history, concomitant med| ations n g OTCs, dosing schedule, and at
times, ethnicity. In the real world, additional unc ﬂ‘rrah‘lws greatly"lnfluence LOE reports.
Discussions should thus be based solely upon reports obtained durmg post—market safety surverllance
‘While we agree with the surveillance” and capture of medication error reports, the p presentatron should be
part of the existing line listings with a discussion of thé overall saféty lmpact provrded durlng the overall
safety evaluation. Additionally, while the Tine listing should” 1nclude all reports classified as serious, the
commentary might indicate a numeric value for reports identified as nonserxous Furthermore the
commentary should discuss the significance of nonserlous events, while" presentmg potent1a1 plans of action
related to the total medication errors reported (e.g. Iabel changes HCP educatron consumer education, or
continued monthly review of data to determine further actron)

Resistance to antimicrobial drug products -- 1ncludmg in vitro susceptrbrhty and therapeutrc farlure -~
should be included in the overall line listings and not in separate appendlces Thrs too should be addressed
as described in the surveillance of Medication Errors.

U.S. patient exposure information (including estimates of patrent populations, average dose, duration of
treatment, or bulk sales) should be part of the patlent exposure section of the PSUR Upon presentation the
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global use should be provided first to enable comparlson of these numbers to the Values avallable in the
U.S. Tt is here that SADRs may show greater reIevancy to the U’S ‘and require additional review to ascertain
reasons for the observed increase (e.g. prescribing errors, lack of consumer/ HCP educatxon)

e Location of safety records -- including addresses and physxc1an contact lnformatxon - should parallel
guidelines set forth by the European Medicines Evaluation Agency (EMEA) in volume 9 (page 58) of the
rules governing medicinal products and CIOMS V. We - See no advantage for reportmg this information in a
separate appendix when the information is identified on page 2 ‘as name and contact details of the qualified
person responsible for phannacov1g11ance This page may also include the data lock pomt of the next
report, the marketing authorization holder’s name and address, Tist of serial numbers ‘and distribution list.

In summary, PPD welcomes FDA proposed changes as presented in the ‘Tome, but requests addltional constructive
guidance in specific problematw areas that remain ambiguous. Once 1mplemented it is clear that the revised regulations
will offer a substantial positive impact on pubhc safety. Addltlonally, further aggressive actions to collect data (i.e. the
previously-described universal SADR form) may reduce the ﬁnanmal xmpact of 1mp1ementat10n whlle s1mu1taneous1y
promoting efficiency in the collection of data.
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