2012 > Compania Internacional de Comercio, S.A. de C.V. 6/13/12 Page 1 of 5

Home Inspections, Compliance, Enforcement, and Criminal Investigations Compliance Actions and

ctivities Warning Letters 2012 L. . .
%nspectlons, omplz_lance, Enforcement, and Criminal Investigations

Compania Internacional de Comercio, S.A. de C.V. 6/13/12

Public Health Service
Department of Health and Human Services Food allH Drug Admilistratio[]

Silver Spril, MD 20993

T,
N\

Warning Letter

VIA UPS MAIL
WL: 320-12-18

06/13/2012

Compafiia IlterCaciolal de Comercio, S.A. de C.V.
Mr. Takashi Tsuru Kabaya, Director Gel&ral

Calle Mo[x6[0No. 184

Coloa Cerro de la Estrella

Del Iztapalapa

México, D.F.

México 09860

Dear Mr. Kabaya:

Durily our August 22-25, 2011, iC$pectiolof your over-the-coulter (OTC) drugs mallfacturil(g
facility, Compania IterCaciolal de Comercio, S.A. de C.V. located at Calle Mo[Z6[ONo. 184,
Colo[da Cerro de la Estrella, Del Iztapalapa, México D.F., México 09860 i[vestigator(s) from the
Food ald Drug Admilistratio1(FDA) ide[tified siglificalt violatio[ of Curre[® Good Mallfacturilg
Practice (CGMP) regulatio[$ for Filished Pharmaceuticals, Title 21, Code of Federal Regulatiols,
Parts 210 alld 211. These violatio[$ cause your drug product(s) to be adulterated withildthe
meald[g of sectiod1501(a)(2)(B) of the Federal Food, Drug, alld Cosmetic Act (the Act) [21 U.S.C.
§ 351(a)(2)(B)] idthat the methods used iJ or the facilities or collrols used for, their
mallfacture, processilg, packilg, or holdiC§ do [bt colform to, or are [bt operated or
admilistered icoformity with, CGMP.

Specific violatio[s observed duril g the iCspectioliltlude, but are [bt limited, to the followilg:

1. Your firm has [bt established appropriate coltrols desigléd to assure that laboratory
records il tlude all data secured ildthe course of each test, iCtludil§ graphs, charts, ald
spectra from laboratory iC3trumelatiol] properly idelified to show the specific compol[&[%,
drug product coRail&r, closure, ildprocess material, or drug product, ald lot tested [21 CFR
211.194 (a)(4)].

Specifically, the iCspectiolrevealed that your firm has [bt established writte[dprocedures to
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coltrol ald accoul® for electrolically gel&rated worksheets used by alalysts to record
alalytical test results. Alalysts iCyour QC laboratory pril alduloltrolled Climber of
worksheets from computers throughout the QC laboratory without supervisioll

For example,

a) The ilestigator foulld a certificate of alalysis (COA) for (b)(4) oz, lot CLmber (b)(4),
dated Jaluary 19, 2011, ia trash coltailé&r ildthe office used by QC persolT&l. This COA
reported aldassay value for (b)(4) of (b)(4)%. A secolld COA, dated Jallary 21, 2011,
filed with the alalytical package for lot (b)(4), reported allassay value of (b)(4)%.

b) Alalalytical worksheet for (b)(4)oz, lot (b)(4), dated Jallary 21, 2011, with [
approval siglCature, was fould ilda trash co@ailer iCdthe office used by QC persol[Lé&l. This
alalytical worksheet shows calculatio[$ of coltel[t uliformity for active iCgredie[t (b)(4) of
(b)(4)%. The COA dated Jalliary 21, 2011 filed with the alalytical package reports a
cotel® uliformity (CU) value of (b)(4)%. The CU value ildthe refere[te COA represelis the
alalytical testilg performed ola silgle il3process sample after the product has beel1(b)

(4).

C) The calculatio$ for (b)(4) iCl(b)(4) Lot # (b)(4) was colducted usi[g two (2) of three
(3) iQectioOareas. The FDA ilyestigator’s review of the HPLC (# C003) raw data verified the
existelte of three (3) HPLC chromatograms gelérated from batch # (b)(4). However, o[y
two (2) iectioareas were used illthe calculatiols.

The violatioOlisted ulder examples 2a ald 2b, raises serious colLter[$ regardilg the lack of quality
oversight alld poor CGMP docume[tatiolpractices at your facility, specifically iClthe area of the
dispositioldald haldliCy of critical alalytical data. I0your respol$e, iCtlude your remediatioCplald
to e[sure that raw data is retail®d as required, aloCg with the writteCprocedure describilg the
reteXiolald dispositiolpolicy for all laboratory coltrol records. We recommeld that you coltuct
a comprehelsive retrospective ilVestigatioCreview of your alalytical data ald the extell of this
practice. Please iltlude a summary of your results ald the reasolfor discardilg the alalytical data
refere[ted above. Specifically, iCHicate if the discarded data pertail&d to lots shipped to the US
ald your justificatiofor ilCvalidatiCg the data.

Your laboratory records must iCtlude a complete record of all data obtail&d ildthe course of each
test to determil® a product’s acceptability, iC€ludiCg graphs, charts, ald spectra from laboratory
iCstrume[atiod properly ide[Rified to show the specific compol&[l, drug product colRailer,
closure, il3process materials, or drug product ald lot tested. The complete records, iCtludily
faililyg results, are [Ceeded to carry out aldilvestigatiolrequired ultder 21 CFR 211 regulatios. I
respol%e to this letter, provide your comprehelsive corrective actiolplal] with supportive
ilformatiol] iCEludilg revised procedures, traildlg records ald the additio[al prevelative ald
systemic actio[$ you will impleme[ to assure i(tegrity of all CGMP records produced by your
firm. This plalshould also iCtlude a retrospective review of the il3process ald filished product
alalytical test results to e[$ure product quality was bt compromised due to your practice of
discardilg alalytical data. You are also respol%ible for colductil§ ilvestigatio[s where deficiel ties
are [bted.

IOyour respolse to this letter, you should iC€lude your plaldto implemel a robust CGMP traildlCg
program desigléd to iCstruct your employees, iCtludily seldor malCagemel}, with CGMP (21 CFR
210 & 211) ald other applicable regulatory requiremells. CGMP traild[g is esseltial to facilitate all
the skill-sets ald k[Cbwledge that your employees require ildorder for your firm to be complialt
with good mallifacturily practice. Note that traildCg§ must be colHucted by qualified ildividuals oJ
a coXiCwily basis, ald with sufficie® frequelty to assure that employees remaildfamiliar with
CGMP requiremells applicable to their assiglCéd fulttiols.
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2. Your firm does ot have a writte[dtesti[C§ program desiglCéd to assess the stability
characteristics of drug products ilJorder to determil& appropriate storage colditio[$ ald
expiratiolddates [21C.F.R. 211.166(a)].

For example, durilg the iCspectiol] the FDA il¥estigator requested i(formatioldregardi[[g lo[g
term stability data ald forced degradatiollstudies of (b)(4)oz. ald (b)(4) oz ald aly other OTC
products exported to the US market for distributiol] However, your firm provided [b evidelte or
documetatiolof a writtedprogram or data to demols$trate the stability of the OTC products
mallfactured for distributiodiCOthe US market. Furthermore, because you have [bt performed
forced degradatiolstudies for aly of your OTC products, your firm did [Cbt establish that your
methods are stability iCdicatilg.

Please iL&lude idthe respol%e to this letter documeltatiollto support the curre[® expiratioCdates
assigled to the products currellly o[dthe market, as well as a commitme[} to e[$ure that all
products are tested accordillg to aldapproved stability program. For ally o[Cgoilg stability studies
which may be ol g§oilg at your firm, please provide detailed ilformatioldabout the program ald a
copy of your stability protocol. Please iltlude the followil§: products, lot Climbers, date stability
study started, stability iCterval, tests performed, storage colditio[$ (temperature/ humidity), ald
testilg site. Please also iCtlude assuralte that your alalytical methods are stability iCdicatiCg ald
validated (or verified, if the method is USP).

3. Your firm failed to e[$ure that each persolelgaged ildthe mallifacture, processilg,

packilg, or holdil§ of a drug product has the educatio traili[y, ald experielte or aly
combilatioof thereof, to e[&able that persodto perform the assigléd fulttiols [21CFR
211.25 (a) ald (b)].

For example, the iC$pectiolrevealed that a chemist from your Quality Coltrol Laboratory was
observed weighill§ a sample ald staldard to perform (b)(4) Assay il1(b)(4). The alalyst failed to
follow the requiremelis of the AlAalytical Method # CCA-TEC-111, ildthat he did [bt use (b)(4) as
required by the method. Furthermore, although three HPLC chromatograms were gel&rated from
(b)(4) batch # (b)(4) the chemist oy reported two i(Jectio[dareas to produce the result
(accordilg to review of electrolic data from testiCg of (b)(4) assay).

It was also [bted durilg the iCspectiodthat perso[I&l from Quality Coltrol Laboratory who
performed sampliCg of (b)(4) lot # (b)(4)((b)(4) drums) raw material failed to follow the
requiremelis of SOP # CCA-TEC-008, Samplilg of Raw Material, ilCdthat QC persol[1 &l did Cbt
sample the correct Clumber of raw material co(tailérs as required by your procedure. Other
examples of violative CGMP practices iltlude lack of CGMP traild[g docume[tatio} writteld
procedures; sufficie[X laboratory records; ald) adequately qualified sedor malagemelt (e.g.,
Gel&ral Malager of Operatiol$s alld Head of Productiol) with respect to kCbwledge of, ald traildlg
ilJ 21 CFR 210 ald 211 as required by FDA for firms malufacturiCg drugs for the US market.
Furthermore, your firm does [bt have a writte(trai(di[§ program desiglCéd to iCstruct your
employees alldl malagemell ildthe FDA Curre[® Good Mallfacturilg Practices (CGMP).

4. Your quality coXrol laboratory has bt followed writteCdprocedures for testil§ ald
laboratory codrols desigl&d to assure that the drug products you tested have the ideliity,
stre[gth, quality ald purity they purport or are represel(led to possess [21 C.F.R. 211.160
(a)l.

For example,

a) You firm’s procedure, SOP CCA-TEC-152, Al&lisis de Materia Prima (Raw Material Testi(g),
requires your quality coltrol uldt to test all iCtomilg raw materials prior to releasilg

them. However, the release of (b)(4) raw material, lot # (b)(4) oldSeptember 21, 2010
was based ollthe alalytical results from albther lot ((b)(4) raw material lot # (b)(4) dated
August 19, 2010). Thus, it appears you released the active pharmaceutical iCgredie(} lot #
(b)(4) without testilg it as required by your SOP.
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b) You did bt perform samplilCg of (b)(4) raw material lot # (b)(4) as required by your
firm’s SOP CCA-TEC-008, Muestreo de Materia Prima (Raw Material Samplilg). (b)(4) lot #
(b)(4) colsisted of (b)(4) ((b)(4)) drums but you oy sampled two (2) drums. Your SOP
requires the applicatioJof the (b)(4) formula to determil& the Cumber of coRail&rs to be
sampled if more thald(b)(4) ((b)(4)) coailkrs are received.

¢) Your firm’s (b)(4) assay alalytical method ald procedures for (b)(4) oz, CCA-TEC-111
requires the use of (b)(4) glassware. However, your alalyst was observed performilg the
(b)(4) assay for (b)(4) iC(b)(4), (b)(4) glassware i[$tead.

IOyour respolse, please col[Huct a thorough review of all records regardill§ samplilg, testil gy, ald
material release for products odthe market that are withiCexpiry. Please provide your proposed
actiolplaOfor all iCstaltes iCdwhich you fild deficie[&ies. Your respol$e should also iCtlude
additio[al measures to be takeldby your firm to e[$ure proper testilg ilthe future.

5. Your firm has [bt established alld documelled the accuracy, reliability ald performalte of
your computer systems employed ildthe release of drug products [21 C.F.R. 211.68 (a)]

For example, your firm did Cot verify the accuracy of Excel spreadsheets used to calculate product
assay alalytical results, for all products mallfactured for the US market, iDorder to verify the
accuracy of the results obtail&d.

IOrespols$e to this letter, provide corrective actio[$ with supportive documeltatiol] iC&ludilg
traililg records, revised procedures, altl prevellive actio[$ to address this issue. Your corrective
actiol$ should also iCtlude a comprehelsive retrospective review of ildprocess ald filished product
test results to el$ure that all products produced ald released by your quality ulit meet
specificatiols.

The violatio[$ cited ilthis letter are bt ilktel[ted to be alJall-iCtlusive statemelX of violatio[s that
exist at your facility. You are respolsible for ilvestigatilg ald determildCg the causes of the
violatio[$ ide[tified above ald for prevellilg their recurre[te ald the occurrelte of other
violatio[s. If you wish to col[Xillie to ship your products to the Ulted States, it is the respol&ibility
of your firm to e[3ure complialte with all U.S. staldards for CGMP ald all applicable U.S. laws ald
regulatiols. ULl all correctios have bee[dcompleted ald FDA has colfirmed correctio$ of the
violatiol$ ald your firm’s complialte with CGMP, you will remaildoOImport Alert ald FDA may
withhold approval of ally Céw applicatio[$ or supplemelds listiCg your firm as a drug product
mallfacturer. The articles are subject to refusal of admissiolpursuall to sectiol1801(a)(3) of the
Act [21 U.S.C. § 381(a)(3)], idthat, the methods ald coltrols used ildtheir mallfacture do Cbt
appear to colform to Curre® Good Malufacturilg Practice withildthe mealdlg of sectio[1501(a)(2)
(B) of the Act [21 U.S.C. § 351(a)(2)(B)].

WithilIfifteeOworki[§ days of receipt of this letter, please [btify this office iCdwritilg of the specific
steps that you have takelto correct violatiols. ICtlude allexplalatiolof each step beilg takedto
prevel the recurrelte of violatio[$s ald copies of supportil§ documeltatiod If you callbt
complete corrective actioOwithilfifteeCdworki[g days, state the reasolIfor the delay ald the date
by which you will have completed the correctiol] Please ideltify your respol$e with FEI #
3002775853.

If you have questio[$ or colter($ regardilg this letter, coltact Cesar E. Matto, Complialte Officer,
at the below address ald telephol& Climber.

U.S. Food alld Drug Admilistratiod

Celter for Drug Evaluatiodald Research
Office of Mallifacturily ald Product Quality
DivisioOof I[terCatiolaAl Drug Quality
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White Oak, Buildilg 51
10903 New Hampshire Ave
Silver Sprily, MD 20993
Tel: (301) 796-5339

Fax: (301) 847-8741

Silterely,

/StevellLy[T}

StevelLy[T]

Director

Office of Mallifacturilg ald Product Quality
Office of Complialte

Celter for Drug Evaluatioldaldl Research
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