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FixEEMHLUTF L ITA L=V T FDA ICH EHE LA ST 5,

(1)~ (3) $REH DI & (THIDE B KA
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— LT HUE BEFELREOEDOMN FE2XHZEE ATHED S LIV,

LLIETHR ALY HEHEGHRE T AT AT 1960 FF I LA E TR SR D 7203, SRS
TR IENC J o TRZRD, KRS EE (B D& ICEDIDIZSINT2EE T LT, o, Rz
FoTEIEL TG, 7oL 2T RE TR, MEDEZRHOTZOIC, AEFRIET 2 H M AT oW E
FHNODHEAEEZT AT, T DRIR 2 TG Ol RZRO TE/z, — 7 RETI, VAT LT RFED
SEEFEICRL CTEO I BE R T (L3 T, LIS HICFER), £7o, A E 2 B0A<ERBE
DML (220, REVERERA~DOT 7 e ADRES S, WHEHEHOREEEXOBREL) LET L
\ZIEVDDH D (ah) .

HBRFIZLHA FEFEGREDOTEV FITONTIL, ZHVET, HE RN O LTHEF I R A% 7=
[E 2 RUTIE AN FED 2SI TETZ, L L, KETIIHBEE IO A EFLMEIT OV TR RAYIZH
BHE R OWE LN E R CTH o7 RIFTEZBIAAL 72 2016 4F 11 A RF0) . B3RSO B -6 FIC B3
DRI TG LI v — S LTBUE, U RO EFIE T E THLKE DA EFLRET AT
LDTED 5% | RS 5 I T HZEITIT LRI KRERERDBD, KEOHEFIZLLOAEFS
WEOERBAFELDNIL AT OO RSN RS2 ET, 20 KEICEAA OB (FE A 5T
KAFLICBIG) 72D0> £eh | RS AT EZBEA TEREIICBEZESNODBR RO EBLETHT
LiE, HRAEO TR & Z EMEROEEICE T2, T VI~V AOB DY, KETREZZE
(FEAELIZRIWERZ DL O | KIRBIRHEIWT, HRIRILOERRE (FVLDUET) 728) 78 A AR Z G e A0 EIC
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1.1.3 MRARDEEERBRBERATLOEE

AEFRZAFRE AT LO—FLHIT, TREOEIE LM NICBT 2 PHEhERRAE RS
AR T HZETHD, Lol [AFEIMEDHEE O B IFMEKFL TThND L B HIfFSs e To
AEFLZPRESNDDIT TR, e, BE TEENLETOHHPESNLDIT TIER, fRiHs
NIHE O PO A ORI (RO R E) 1391, BIVEAZHE HERLEIC ZO M T 2B E K7
BEED—DL72%, FrED TS CRAT LRNEMFLIRNRINE T H72OIIE, 722 X B2 TORES
BOWEDORBAL (EHIL) | EOSTREER S 5 2 DA, Fix OFIIOH TEUE XD HERIES
F-BGOFREZRT DL, O LR DS BLER IR o L1358 2 i 12, S50, M ORES
163 H B 524270 (B D\ ) T UINE - ARE A RGET D01 CTlde\, EEE, KE FAERS 7 — 4~ —
A AW LD TIRBIRENT ClE. B3 (B b D LA EB LS Qo
MHDOHEITIBNTRRAIIL(IFROKIE) BZNEVIFERMDBIEZSN TS (E 1), 2O, AT
WH9E L OfE LD — B L TEY, L—F U EBLL TOAEERRE LR BP0 BE HHO RS
BIRDWEH K OEEOH Y F LRI TODID EHEERS D, W UL T BRI A 0 3%
BAbE, BWER S 2175 8 (EH) OITBIAREZLTOL, Ml Y B ER LR EL Rk E

HFLBBTZHSRUVATREMED EV Y,

x1 XKEAEFERBEOXE3IHHOEEN (HWEE%)

TERE TERE
mEHS (B R
N=25,814 (100%) EERE =
N=287,466 (100%) N=353,302 (100%)

BE SR MR 24,954 (96.7%) 253,760 (88.3%) 317,100 (89.8%)
F#5 21,700 (84.1%) 186,902 (65.0%) 180,698 (51.1%)
EEESK 4R 18,279 (70.8%) 106,763 (37.1%) 94,239 (26.7%)
3IEBE2THRELTVLWEHOD 17,918 (69.4%) 93,159 (32.4%) 79,482 (22.5%)
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HYREIRDYAT XK T 4 SOHWTOEEL S5, il TIHEE B B ERIZBT DM A~ OfcHlz Rl-9Z
EDOBEZEMENGREON TND, THLITIRGLS TR R i 2 VAR O W F2 | EREFEA T T3S

BEICH RS MR LT b0 EEZ6ND,

TR EHCTREDHO AR BE LT AT 25 M COTRERIERERS AT AOB(EREE>2HD
FEME LIS HTHEARD), HETIIV AT AR LN, AFFRPIRAICEDL DN, FANLE ISk
K328 DD ED FTREZRDITR D HEMFE THLERID IR EDE 2 DD, A EFROREE 1TEA,
B RFERD, BRALEICBRE ST, £ D%, 1997 4FIZFEHIAN, ft\ VT 2002 4 F RN, BhpERN, Prfe
fifi, 2008 FFIZITIH B ~LIRIC R EE O F 2B B8, AEFRMEIT —EOHFMMNLEL
DR TN TIFARFRAFAEL T2 ZED D, HEH DMEZ LA EFGREONEDEN, MEDH

(BT DA FRITIRINZ LT L THT oI TE Tz, BRIV HR B RS COE DK MRS

VRN EDN5 s> T 16-18

— 05 AEFLMEHIEOFE L LA HATO NTHRE DY FZBHINTOKIE T, & E ORkE
BOITE B LIEFFRIE A 720, b BN REWRE T — U7 — 22 O TlRER OEZ Lok
FNCEH LRI S<b O T 12 W25 41975 29 DR MEMI R ik & — > O RIHE i CRIAS
FUCu 7= e-ERS(electronic Error Reporting Systems)?> 2000 4735 2005 4007 —# 23 N HAL TS 19,
RS (266,224 F5) DHH | ERNCLDMA 1T 1.1%D 7 C, BRI LD 45.3%., #%Y 53.6%(L5
Bt BICIDME ThoTe, MENETHLE, EAILFHEMAZ L 5E | EMTERRESE TS LL
(CHET DR E L FESND [ FE O @V MER] DT L, Rl 12 8 BE DKy ViE ]|
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RSN TNDHZEETRT,

1.1.4 HBEICL2BRBENERIAD I LOBRRLME

B EFREWSTUBERND A EFENEBEREINDT —RERY | AT, SEHIAG, F#hfieL D
EFEFENORESNDT —ATIE, BE OB E CHONIIERBEFIEFE LI T 1V F—2% il
DL D, TOBERMEER T, BEOSEL, JOHEMICHEEI LS X DEFEHEICEE R D, (R
FE(CL O IATI2=r —2ar BELS AT AEFROEBESHAN LA FEFRORRBEREE
FIEEF DR T D REMELHY | AR ESNDRER EFEFHE D RE SR EWVIIFHFECHE ST
WS SNDIRREICEN0Y D, EIRIEFH LD T VA — X EFRORBINIAR DT DI TIX M B 7]
RIZDS, — T THE R RO ED A TE OB EH LS T2 T 5 rRErE a2 22T,

BENOOBIEN A EFLRELTRDIEE BEL T, HEZ TUET O 79 ER MR RS
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PLEASE TYPE OR USE BLACK INK

U.S. Department of Health and Human Services

MEDWATCH

adverse events, pro

For VOLUNTARY reporting of

Form Approved: OMB No. 0910-0291, Expires: 9/30/2018
See PRA statement on reverse.

FDA USE ON

duct problems and
product u:

g 5€ errors Triage unit
The FDA Safety Information and sequence #
Adverse Event Reporting Program Page 1 of 3 FDA Rec. Date
Note: For date prompts of “dd-mmm-yyyy" please use 2-digit day, 3-letter month 3. Dose or Amount Frequency Route
abbreviation, and 4-digit year; for example, 01-Jul-2015. #1 |
A. PATIENT INFORMATION ‘
1. Patient Identifier |2.Age [ years) [ ] Month(s) | 3 S€X 4. Weight #2 ‘ ’ ’
[: Week(s) [:[ Days(s) [[] Female
or Date of Birth (e.g., 08 Feb 1925) D b 4. D_ates of L_Jse (From/To ffw each) (If unknown, 9. Event Abated After Use
[] male 0O give duration, or best estimate) (dd-mmm-yyyy) Stopped or Dose Reduced?
InConfidence e k9 # # []Yes [ INo [ ] Doesnt
5.a. Ethnicity (Check 5.b. Race (Check all that apply) » apply
single best answer) [7] Asian American Indian or Alaskan Native
[] HispaniciLatino [—l_ : ; 5. Diagnosis or Reason for Use (indication) # []Yes [ INo [] Doesn't
i i i D Black or African American  [_] White # apply
[[] Not Hispanic/Latino | ] Native Hawaiian or Other Pacific Islander T v
. Evel er
B. ADVERSE EVENT, PRODUCT PROBLEM n Reintroduction?

1. Check all that apply
[ AdverseEvent [ ] Product (eg.
[] Product Use Error [_| Problem with Different

# E] Yes ,_\ No V—l Doesn't

2. Outcome Attributed to Adverse Event (Check all that apply)
[] Death  fnclude date (dd-mmm-yyyy):

[] Life-threatening

[] Hospitalization — initial or prolonged

[ Other Serious (Important Medical Events)

|| Disability or Permanent Damage
[—] Congenital Anomaly/Birth Defects

L Required Intervention to Prevent Permanent Impairment/Damage (Devices)

3. Date of Event (dd-mmm-yyyy) 4. Date of this Report (dd-mmm-yyyy)

5. Describe Event, Problem or Product Use Error

(Continue on page 3)

6. Relevant Tests/Laboratory Data, Including Dates

(Continue on e 3,
7. Other History, Medical (e.g.,
allergies, pregnancy, smoking and alcohol use, liver/kidney problems, etc.)
Continue on page 3

C. PRODUCT AVAILABILITY
2. Product Available for Evaluation? (Do not send product to FDA)

[JYes [INo

[] Retumed to Manufacturer on (dd-mmm-yyyy)

D. SUSPECT PRODUCTS

6. Is the Product ‘ 7. 1s the Product Over- apply
Compounded? the-Counter?
of Same L #2 []Yes []No [] Doesn't
#H [JYes [INo | #1 [JYes []No apply

# [JYes []No ‘#2 [JYes [INo

8. Expiration Date (dd-mmm-yyyy)

E. SUSPECT MEDICAL DEVICE
1. Brand Name

2. Common Device Name 2b. Procode

3. Manufacturer Name, City and State

4. Model # Lot # 5. Operator of Device
!—, Health
Catalog # Date (c |
i _ [_ Lay User/Patient
Serial # Unique Identifier (UDI) # [] other
6.1f Give Date (dd- yyyy) |7.If Give Date (dd-mmm-yyyy)

8. Is this a single-use device that was
reprocessed and reused on a patient?

[_lYes UNo

9.If Yes to Item 8, Enter Name and Address of Reprocessor

F. OTHER (CONCOMITANT) MEDICAL PRODUCTS

Product names and therapy dates (Exclude treatment of event)

(Continue on page 3)

G. REPORTER (See confidentiality section on back)

1. Name and Addl"es?

1. Name, Manufacturer/Compounder, Strength (from product label) Last Name: N First Name:
#1 —Name and Strength #1 —NDC # or Unique ID Address:
City: {Sme/ProvincelRegion:
#1 —Manufacturer/Compounder #1—Lot# Country: NZIP/Pos!aI Code:
Phone #: ‘ Email:
#2 — Name and Strength #2 —NDC # or Unique ID 2. Health Professional? | 3. Occupation 4. Also Reported to:
[Jyes [JNo ‘I | I :«‘Aanufactudrer/

#2 — Manufacturer/Compounder #2-Lot#

5. If you do NOT want your identity disclosed

= [] User Facility
to the manufacturer, please mark this box: l__[

[:] Distributor/Importer

FORM FDA 3500 (10/15)

Es5 £EEFDA

Submission of a report does not constitute an admission that medical personnel or the product caused or contributed to the event.

3500 (2017 &£6 A 11 BAR)



ADVICE ABOUT VOLUNTARY REPORTING

Detailed instructions available at: http://Amww.fda.gov/medwatch/report/consumer/instruct. htm

Report adverse events, product problems or product
use errors with:

« Medications (drugs or biologics)

* Medical devices (including in-vitro diagnostics)
Combination products (medication & medical devices)
Human cells, tissues, and cellular and tissue-based
products
Special nutritional products (dietary supplements,
medical foods, infant formulas)

Cosmetics
Food (including beverages and ingredients added
to foods)
Report product problems - quality, performance or
safety concerns such as:
* Suspected counterfeit product
* Suspected contamination
* Questionable stability
* Defective components
ddltieie. * Poor packaging or labeling
* Therapeutic failures (product didn't work)
Report SERIOUS adverse events. An event is serious
when the patient outcome is:
* Death
Life-threatening
Hospitalization - initial or prolonged
Disability or permanent damage
Congenital anomaly/birth defect
Required intervention to prevent permanent
impairment or damage (devices)
Other serious (important medical events)

Report even if:
« You're not certain the product caused the event
« You don't have all the details

How to report:
* Just fill in the sections that apply to your report
* Use section D for all products except medical devices
« Attach additional pages if needed
* Use a separate form for each patient
* Report either to FDA or the manufacturer (or both)

Other methods of reporting:
« 1-800-FDA-0178 - To FAX report
« 1-800-FDA-1088 - To report by phone
* www.fda.gov/medwatch/report.htm - To report online

If your report involves a serious adverse event with a

device and it occurred in a facility outside a doctor's office,

that facility may be legally required to report to FDA and/or

the manufacturer. Please notify the person in that facility —FodHgre-
who would handle such reporting.

If your report involves a serious adverse event with a
vaccine, call 1-800-822-7967 to report.

Confidentiality: The patient's identity is held in strict
confidence by FDA and protected to the fullest extent of
the law. The reporter's identity, including the identity of a
self-reporter, may be shared with the manufacturer unless
requested otherwise.

PRAStaff@fda.hhs.gov

The information in this box applies only to requirements of the Paperwork Reduction Act of 1995
The burden time for this collection of information has been estimated fo average 40 minutes per response, including the time to review

instructions, search existing data sources, gather and maintain the data needed, and complete and review the collection of information. Send
comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

Department of Health and Human Services Please DO NOT OMB statement:

Food and Drug Administration RETURN this form "An agency may not conduct or sponsor, and a
Office of Chief Information Officer to the PRA Staff e-mail person is not required to respond to, a collection of
Paperwork Reduction Act (PRA) Staff to the left. information unless it displays a currently valid

U.S. DEPARTMENT OF HEALTH AND HUMAN SERVICES
Food and Drug Administration

OMB control number."

FORM FDA 3500 (10/15) (Back)

DEPARTMENT OF
HEALTH & HUMAN SERVICES

Public Health Service
Food and Drug Administration
Rockville, MD 20857

Please Use Address Provided Below -- Fold in Thirds, Tape and Mail

Official Business
Penalty for Private Use $300

|| | | | NO POSTAGE
NECESSARY
IF MAILED
IN THE
UNITED STATES
OR APO/FPO
—
——
BUSINESS REPLY MAIL —
FIRST CLASS MAIL PERMIT NO. 946 ROCKVILLE MD |
POSTAGE WILL BE PAID BY FOOD AND DRUG ADMINISTRATION P
MEDWATCH I

The FDA Safety Information and Adverse Event Reporting Program
Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20852-9787

X 6 iiEEX FDA3500 (&)
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Back to Form

Back to Form

Back to Form

Back to Form

U.S. Department of Health and Human Services

MEDWATCH

The FDA Safety Information and
Adverse Event Reporting Program

FORM FDA 3500 (10/15) (continued)

(CON

TINUATION PAGE)

For VOLUNTARY reporting of
adverse events and product problems

Page 3 of 3

B.5. Describe Event or Problem (continued)

B.6. Relevant Tests/Laboratory Data, Including Dates (continued)

B.7. Other Relevant History, Including Preexisting Medical Conditions (e.g., aflergies, pregnancy, smoking and alcoho! use, hepatic/renal dysfunction, efc.) (continued)

F. Concomitant Medical Products and Therapy Dates (Exclude treatment of event) (continued)

7

*E

23 FDA3500 (%)
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

Form Approved: OMB No. 0910-0291

m A Food and Drug Administration Em Date: 11@";2:
MEDWATCH ¢ 4
Consumer Voluntary Reporting
(FORM FDA 35008B)

When do | use this form?

* You were hurt or had a bad side effect (including new
or worsening symptoms) after taking a drug or using a
medical device or product.

* You used a drug, product, or medical device incorrectly
which could have or led to unsafe use.

= You noticed a problem with the quaiity of the drug.
product or medical device

* You had problems with how a drug workad after
switching from one maker to another maker.

Don't use this form to report:

« Vaccines — report problems o the Vaccine Adverse
Event Reporting System (VAERS).

* Investigational drugs or medical devices (those being
studied) — report problems to your doctor or to the
contact person listed in the dinical trial.

Will the information | report be kept private?

The FDA recognizes that privacy is an important concemn,
s0 you should know:
* We ask only for the name and contact information of the

person filling out the form in case we need more
information.

* Your name and contact information may be shared
with the company that makes the product to help them
better understand the problem you are reporting.
unless you request otherwise (see Section F).

What types of products should | use this form
for?

* Drugs, including prescription or over-the-counter
medicines, and biologics, such as human celis and
tissues used for transpiantation (for example, tendons,
ligaments, and bone) and gene theraples

wwemmmmm andmoos
« Foods (including beverages and ingredients added to
foods)

Are there specific instructions for filling out the

form?

« Fill in as much information as possible and send in the
report even if you do not have all the information

= You can fill out this form yourself or have someone fill it
out for you. If you need heip, you may want to taik with
your health professional.

* Feel free to include or attach an image of the product.
Please do not send the products o the FDA.

How will | know the FDA has received my form?

* You will receive a reply from the FDA after we receive
your report. We will personally contact you only if we
need additional information

« Your report will become part of 3 database so that it can
be reviewed and compared 1o other reports by an FDA
safety evaluator who will determine what steps to take.

How can | contact the FDA if | have questions?
Toll-free line: 1-800-332-1088
To report online: www fda govimedwatchireport him

The information below applies only to requirements of the Paperwork Reduction Act of 1995.

The burden time for this collection of information is estimated 10 average 30
minutes per response, including the time 10 review Instructions, search existing
data sources, gather and maintain the data needed and complete and review the
collection of information. Send comments regarding this burden estimate or any
other aspect of this information collection, including suggessons for reducing this

burden to the address to the right:

OMB Statement: “An agency may not conduct or sponsor, and a person is not

required fo respond o, a collection of information unfess & displays a currently TO THIS PRA STAFF ADDRESS.

valid OM8 number.”

FORM FDA 35008 (2/19) MedWatch Consumer Voluntary Reporting Goneral information Page
F8 HBEEHZMES FDA3500B (2017 ££6 A 11 AR)
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 09910-0291

m Food and Drug Adminisiration Evuration Date: 4302018
“ See PRA Siaterment on preceding
MepWATCcH § Whh::lhv page)

Consumer Voluntary Reporting
(FORM FDA 3500B)

Note: For date prompts of “gd-mmm-yyyy”™ please use 2-igif day, J-lefer monih abbréviation, and 4-gigl yea. lor example. 07-Jul-2018

Section A - About the Problem
1. What kind of problem was iI7 (Check ail thal appdy) 2. Ded any of the lollowing happen? (Theck ail thal apply)
‘Were hurt or had a bad side effect (including new or :Wn_mumm

arsening sympioms) _ __ Required heip 1o prevent permanent harm
__| Used a product incomectly which could have or led to a ;

probilem — Disahdity or health problem
[] Moticed a problem with the quaity of the product | Birth defect

- — Death (incude oabe){dd-mmm-yyyyl

Other senousimpontant medical incdent (Please descnbe below)

3. Date the problem occurred (dd-mmm-yyyy)

4, Tedl us what happened and how it happened. (Inciude 435 many delads a3 possible FDA may reach oul o you for any Soditional
documents if necessary)

Date Diate:
5. Relevant Tests/l aboratory Data P vyl Redevant Tests aboratory Data e -
Additional Comments
For a problem with a product, including
« prescripion or over-the-counter medicine
+ biologecs, such as blood transfusions, gene therapies, and human celis
and fissue transplants (for example. tendons, bone, and comeas) w Go to Section C

= nulrition products, such as vitamins and minerals. herbal remedies. infant
formulas, and medical foods

* cosmetics of make-up products
» foods (including beverages and ingredients added to foods)

FORM FDA 35008 (2119) MedWatch Consumer Voluntary Repaning Page 10f 4

X9 HEEZZEAZE FDA3500B (FiZ)
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Section A - About the Problem [continued)

For a problem with 3 medical device, including
any health-related test, tool, or piece of equipment

- health-refated kits. such as glucose monitaring kits or Blood pressure cufts Go to Section D
- implants_ such as breast IMplants, pacemakers, of Catheters (Skip Section C)
+ other consumer health products, such as contact lenses, hearing aids, and
breast pumps
Submission of a report does not constitute an admission that medical
For mors information, visit hila:ifwene. ks goviledWiatch personnel or the product caused of contributed 1o the event.
Section B - Product Availability
1. Do you 58l have the product in case 2. Do you have a picture of the product? (check yes if you ane including
we nesed 1o evaluate it? (Do nof send & picture)
thé product fo FDA. We will contact I
you -t ) L ]ves [ |No [ ] Yes
Section C - About the Products
1. This report is about || Drug [[] Cosmetic, Dietary Supplement o Focd/Medical Food

2. Name(s) of ihe product a5 it appears on he box. Dollie. of package (Include 45 Many NAMEes 85 you See)

3. Check if therapy is on-going ||
4, Mame{s) of the company hal makes (or COMPounds) the product

5. Product Type (check all that appiy)

| Ower-the-Counter [] Compounded by a Pharmacyor || Generic ] Biosimilar
an Dutsourcing Facility
6. Expiration date {dd-mmm-yyyy) 7. Lot number B. NDC number
f. Strength (for exampile, 10. Quaniity (for exampie, 11. Freguency (for exampie, | 12. How was it taken or used for example,
250 mg per 500 mL 2 pills_ 2 pulfs_ or 1 twice daiy or af badbme) by mouth, injsciion, or on the siin)?
or1g) fsaspoon, aic.)
13a. Date the person first stared 15. Why was the parson using the product? (such as, what conadition
taking or using the product (iod- was if supposed fo freaf)
mmm-yyyy): : .
13b. Date the person stopped
taking or using the product
(ag-mmm-yyyyl-

14. Give best estimate of duration

16. Did the problem stop after the 17. Did the problem retumn if the person stared taking or
person reduced the dose or siopped | Yes 1 Mo uging the product agan?
taking or using the procuct? : : [1ves COne [ Didntrestat

I Go to Section E {Skip Section D) [

Submission of a report does not constitute an admission thal medical

Far more information, wisit hite: fwww. fda. gowMedWatch i oF e et 4 o P 1 b the "

FORM FDA 35008 (2/19) MedWatch Consumer Voluntary Reponng Page 2of 4

10 HEEERAEHN FDA3500B (%)
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Section F - About the Person Filling Out This Form
We will contact you only if we need addiional information.
1. Last name 2 First name
3. Number/Street 3 City and State/Province
5. 2P or Postal code 6. Country
7. Telephone number 8. Email address S Today's date (od-mmm-yyyy)|
10. Did you report this problem 1o the company that makes the product (the manuaciurericompounder)? || Yes [ | No
11. If you do NOT want your identity disciosed 10 the manufacturer, place an "X" in thisbox: |

Send This Report by Mail or Fax

KmMMnmhanmmhmhmmwmmdemm

Thank you for helping us protect the public health.

g Submission of a roport does not constitute an admission that medical
For more information, visit Attp /www fda gov/ModWatch torthe : for contell 8 %0 he
FORM FDA 35008 (2119) MedWatch Consumer Voluntary Reporing Pagodols

X 11 HBEBHZRERN FDA3500B (i)
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Continued Entries
CONTINUED ENTRY FOR: Tell us what happened and how it happened. [Tnciude as many defads as possibie)

CONTINUED ENTRY FOR: List all current prescnpbicn medcations and medical devices Deing used

|

CONTINUED ENTRY FOR: List all over-the-counter medications and any vitamins, minerals. and herbal remedies being used.

FORM FDA 35008 (2/19) MadWatdh - Consumer Voluntary Reporting Continuation Page

X 12 HBEHEZRER FDA3500B (%)
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BB S LT,
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%, LinL, i E 20 FDA3500 (Z351T DA B (UN) O 524013 2010 RIS A>T bIE—ED
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6 #hE

6.1 PRR ZAHWERIFEEFRED S FF DR AL M

Data synthesis
Following the initial data processing described in Chapter 3, three data sets of drug-ADR
pairs were compiled: one for patient reports (‘patient only’), one for HCP reports (‘HCP only’)
and a combined data set for reports from both groups (‘combined’). For the purposes of the
signal generation analysis the drug-ADR pair consisted of the drug name coded at the lowest
hierarchical level within the ATC classification system for drug substances and the reaction term
coded at the PT level within the hierarchical MedDRA dictionary.

Signals of disproportionate reporting were generated for each drug-ADR pair reported using a
modification of the PPR, calculated by the formula:

A/(A+B) .
PRR=———— [Equation 1]
C/(C+D)
where:
»  A=the number of patients who had drug X and reaction Y
®  B=the number of patients who had drug X and did not have reaction Y
m  C=the number of patients who did not have drug X, but had reaction Y
»  D=the number of patients who did not have drug X and did not have reaction Y.
That is:
Drug Reaction Y All other reactions Total
Drug X A B A+B
All other drugs C o C+D
Total A+C B+D N=A+B+C+D

For each drug-ADR pair, each patient contributes to only one of the four A, B, C or D cells, even
if a report involved more than one suspect drug or reaction term. This maintains independence
between the variables used to calculate the PRR, so that variance is not underestimated.

In order to improve statistical robustness of the PRR where few or no drug-ADR pairs were
observed in the data set, a shrinkage method was adopted. Thus, the ‘PRR, " was calculated
using a modification of the PRR formula:*

PRR = (‘observed’ + 0.5)/(‘expected’ + 0.5) [Equation 2]

shrank

where ‘observed’ = A and ‘expected’ =[(A+ B)C/C+ D].
For each PRR ., 95% Cls were calculated using the formula:

Lower CI=PRR_  /exp(1.96s) and upper CI=PRR

shrunk

x exp(1.96s) [Equation 3]

shrunk
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where:

I 1 1 1
5=J—+———— [Equation 4]
A B A+B C+D

Within each of the three data sets the PRR,  was generated for each drug-ADR pair reported
over the 2-year study period. Based on previously published arbitrary thresholds, drug-ADR
pairs were flagged as SDRs, if at the end of the 2-year study period all of the following three

conditions were fulfilled:*

m The PRR was > 2.

shrunk

»  The number of reports for the drug-reaction pair (A) was = 3.
m  The lower 95% CI for the PRR was = 1.

shrunk

All PRR calculations were computed within a SQL Server (2000) database.
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Year Boxed Contraindic  Warnings  Precautions Adverse Patient
warning ations (W) (Pre) reactions Package
(BW) (Con) (Ad) insert
/Medication
guide
(PPI/MG)
2008 56 47 256 362 238 165
2009 59 55 296 399 286 172
2010 46 102 380 506 344 116
2011 48 90 544 626 406 226
2012 130 250 704 834 480 310
2013 68 170 576 682 480 178
2014 62 106 602 798 450 256
2015 56 88 564 674 458 62
Total 525 908 3,922 4,881 3,142 1,485

PPI/MG
10%
Ad
21%

Ad

P PPI/MG
33%

29 ZREMICETEIINABETIDE I L a vy T DRREFHDS (2008 FH 5 2015 FOfE
)
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