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THAILAND  Population : 64.8 million (2014)
' * Provinces : 77

PV system and National

Center were set up in 1983.
« Thailand joined WHOPIDM

as 26" member in 1984
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Research partnerships

Sources of reports

Safety Signal WG &
PV Advisory subcommittee

Regulatory requirement
Safety Monitoring Program
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AE online reporting system

www.fda.moph.go.th/vigilance
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» only to medical institutes and hospitals

« Drug safety monitoring
> ADR reports (ICSRs)

* Report: every 4 months
» volume of production, re-packing or importation
» sale volume

» Summary of drug safety monitoring

@) neve



Patients

Submit ADR
SR Follow up Minimize Risk . Diagnosis
2ol Counselling

Provide alert cards Treatment

: Notify Rx
Pharmacists C— Physicians
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Data collecting, Causality assessment
& feed back to reporter
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Causality assessment

Drug Alert Cards

Suspected
drug name ADR
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B paient chart B

Risk minimization
measures .

Dispensing program
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Causality assessment
method

WHO-UMC
method

Naranjo’s
algorithm

Thali algorithm

(modified WHO-UMC method)
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Spontaneous
reporting

Passive

Targeted
spontaneous
reporting

Intensive Monitoring

Cohort Event
Monitoring (CEM)

Registries




o Medicine including traditional medicine
o Biological product including vaccine

» Targeted spontaneous reporting

» Conditional approval new drug :
o Safety Monitoring Program(SMP)

» Herbal medicine in NEDL

» Medicine use in public health program
o Anti-TB dug, ARV



o New drug , High alert drug
« Cohort event monitoring (CEM) : start 2015/16

» Anti -TB drug
o hew drug , new regimen

* Registry
» Thai EPO reqistry



Thai Vigibase

Characteristics of
database

SCARSs reports

Signal generation

Researche &
Publications

SJS/TEN

WHO-UMC

Thai FDA
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|- About 600,000 reports were accumulated
- Over half of them have been received in last six year,

60000 about 50,000 each year. I

- Only 2.1% of reports were submitted by MAH.
50000 |- —20 9% serious cases were received each year. I I
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No. (%) [n = 18,896 reports
19,080 reactions]

Stevens Johnson Syndrome (SJS) 12,162 (63.7)
Erythema Multiforme (EM) 4,817 (25.2)
Toxic Epidermal Necrolysis (TEN) 1,282 (6.7)
DRESS Syndrome 504 (2.6)
Epidermal Necrolysis 315 (1.7)
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- Total SJIS/TEN reports = 11,402

- Proportion of SIS/TEN reports in Thai Vigibase = 1.8
- 1092
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Characteristics

Sex

Female/Male

Age

<15

15-30
31-45
46-60
> 60

Causality assessment

Certain

Probable

Possible

Unlikely

Unclassified/ unassessable

Death outcome

5,898 (51.7)/5,470 (48.0)

817 (7.2)
1,762 (15.5)
3,140 (27.5)
2,136 (18.7)
2,615 (22.9)

711 (6.2)
7,636 (67.0)
2,918 (25.6)

22 (0.2)

115 (1.0)

231 (2.0)
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2002 2003 2004 2005 2006 2007 2008 2009 2010 2011 2012 2013
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 Arthemether : severe headache (9/10)
> WHO SIGNAL April 2001

« Colchicine : Stevens-Johnson syndrome (8/23)
» WHO SIGNAL September 2002

« Nitrates : EM, SJS and/or Epidermal necrolysis (1/61)
» WHO SIGNAL June 2002

* Propylthiouracil : SJS (5/12) , EM (5/15) and Epidermal
necrolysis (4/5)

» WHO Newletter No2 2013 @
HPVC



» Thai EPO Registry

Hypersensitivity reactions : Andrographis paniculata (Wineaie
135) containing drugs (2012-3)

» HPVC Safety News

Streptomycin : Steven-Johnson syndrome (2013)

» Aminoglycoside - legal warning

Eperisone : Anaphylactic reaction (2013)

»  HPVC safety News



Bullous eruption (n = 1); Exfoliative dermatitis (n = 4);
SJS (n=19);TEN (n=1). EM (n = 2);

These reports are consistent with

12 - the publications from Africa.

» An increased risk of severe
cutaneous reactions associated with
the use of thioacetazone in persons
with HIV infection.

* |t is notable that the timing of the
reporting peak coincides with the

Number of reactions reported

0 evolution of the HIV epidemic in
1934 1986~ 1938- 1990- 1992~ Thailand
1985 1987 1989 1991 1993
Years

Ref. Pharmacovigilance and tuberculosis: applying the lessons of thioacetazone
WHO Bulletin 2014,;92:918-9189.
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using Thai Vigibase



* Research setting:
» 14 selected hospitals from five regions of Thailand

 Compared cases in 2005
» Thal Vigibase

» 14 selected hospitals
* Retrieved by using ICD-10 computerized system
« Verified with patient medical records



14 Hospitals Medical
Records

Under reporting% 81 Cases
=81/182*100=44.51

101 cases

9 cases Discordant

— submission%o
Thai Vigibase ‘ —=9/110*100=8.18
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Detection of Adverse Drug Reaction Signals in the Thal
FDA Database : Comparison Between Reporting Odds
Ratio and Baysian Conference Propagation Neural
Networks Methods.

» Drug Information Journal: 2010;44(4):393-403.

Safety of Herbal Products in Thailand An Analysis of
Reports in the Thai Health Product Vigilance Center
Database from 2000 to 2008”

» Drug Safety: 2011; 34 (4): 339-350.

Characterization of Statin-Associated Myopathy Case
Reports in Thailand Using the Health Product Vigilance
Center Database”

» Drug Safety: 2013; 36 (2): 583-.591

TPV




Signal detection for Thai traditional medicine:
Examination of national pharmacovigilance data using
reporting odds ratio and reported population attributable
risk.

» Regulatory Toxicology and Pharmacology, Volume 70, Issue 1,
October 2014, Pages 407-412, 1ISSN 0273-2300
Characterization of Hypersensitivity Reactions Reported
among Andrographispaniculata Users in Thailand Using
Health Product Vigilance Center (HPVC) Database.
» BMC Complementary and Alternative Medicine:2014,14:515

Renin Angiotensin System Blockers associated Angioedema among
Thai Population: Analysis from Thai National Pharmacovigilance
Database.

» Accepted by Asia Pacific Journal of Allergy and Immunology (AJPAI)
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DMSC, Thai FDA, Hospitals in
MOPH

DMSc (10
buildings,
12 regional
centers
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economic | ' —
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26t August 2009 (BrainSTROMING)
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PharmacoGenomics (www.thailandpg.org,
Network (TPGN)  www.facebook.com/ThailandPGx)
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Frequencies of certain HLA-B alleles in
CBZ-induced SJS/TEN versus CBZ tolerant

patients

(Tassaneeyakul W., 2010)

P-value: 2.89 x 10-12
OR:54.76

88.7 % sensitivity
88.7 % specificity
Based risk (2.9/1000)
PPV 1.92% (1/50)
NPV 99.96% (2/1000)
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Ref: Association between HLA-B*1502 and Carbamazepine-induced severe cutaneous adverse drugreactions in a Thai population.

Epilepsia 2010, 51(5):926-930




=@=-CBZ-SJS/TENS cases in
Thai FDA
Pharmacovigilance
database

150

100

—+-40% underreported

50

—<After HLA-B*1502 testing
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Brainstorm

_ Thailand
Proposed for universal PharmacoGenomics
screening : HLA- Network (TPGN)
B*15:02
) PV & PGXx
| |
I
Economic evaluation of
HLA-B*15:02 screening or .
CBZ-induced SCAR in PGx Testing PGx Studies
Thailand Centers
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FULL-LENGTH ORIGINAL RESEARCH

Epilepaia, S4IX1628-163%, 2013
dod: 10111 VepL 12328

Thailand
*Waranya Rattanavipapong, *Tanunya Koopitakkajorn, *tNaiyana Praditsitthikorn,
ot

SumMmMary
Purpose: There is strong evidence of an association

commencing
their therapy. This study aims to determine the value for

q(l)mmwmm
patient screening, and (2) not prescribing CBZ but alters

native drugs that are less likely to result in severe reace

tions, but that come at a higher cost.

Method: A carried

-mnmwmmmum
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in the Thai setting. All

whnﬁ.l-lh-luﬂ

collected from 10 community, provincial, and regional
hospitals throughout Thailand. Direct non-medical cost

According to national and global igi sys-
1ems, the most common adverse drug reactions (ADRs) are
MT&mnmu{mmdquntm

is (TEN), two related acquired bullous
disorders of the skin that, in the majority of cases, are caused
by reactions 10 certain drugs. such & sulfonamide-antibiot-

necus ADRs are § drome (SJS) and toxic

ics. agents—especiall; (CBZ),
i e ;

Acccgeed me u.m:;anyvk-pummnmu
Address. comespoodence 10 Naiyana Praditsibom, Depantmest
Healih, Healih Intervention and Technology Assessment Frogram (HI-

YADY Nk of Publlc Posk. G Fhoce, G Tuldiog Trummin e,
Mussg, Noathsbarl 11000, Thailind. E-smuil: naiyasa. @ hisp.net

‘Wiley Pestodicals, fnc.
© 2013 Intcmatson L eague Agaest Epdepey

drugs (NSAIDs) (Harr & French, 2010). Incidence rates for

of  SIS/TEN vary according 1o ethnicity, and the highest rates

are seen among Han Chinese, Malays, and Thais (Limet al..
2008).

CBZ is the primary wreatment choice for patients with
epilepsy and neuropathic pain according to current Thai

1628

Dr. Waranya Rattanavipapong
(HITAP)

AT QALY 120,000 Baht
(4000 USD)

Testing for Neuropathic pain is cost effective
Testing for Epilepsy is borderline cost effective

HPVC
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. AudanenAansnisunng ssaan  Songkla
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(Buccal cells by cytology brush)

3 days guaranteed turn around time

DNA Multiplex allele
specific PCR

DNA extraction
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Nation-WIDE PGx SERVICE Annhouncement
07/06/2012
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Pilot free testing for all CBZ prescribed in
Bangkok

3/10/2013
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_bapson_e
Tetracyclin
Phenobarbital
Allopurinol

Phenytoin

Cotrimoxazole

0 5 10 15 20 25 30 35
BCH HCR WD WP EMG EMWERPB EPS
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- Total SIS/TEN reports = 11,402 Nation wide testingservice
‘ - Proportion of SIS/TEN reports in Thai Vigibase = 1.8 61
- 1092
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PGx& PV:
Partnership for Patient Safety

vigllance vigllance

Discovery &
Validation

Implementation

Signal generation Utility

PGX PGX PGX
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