RESOLUTION — RDC N. 67, OF 21 DECEMBER, 2009

Provisions regarding post-market surveillance @japlie to
registration holders of health product in Brazil.

The Collegiate Board of the National Health Suteeite Agency, in the exercise of the
attributions granted by the item IV of the art. dflithe Regulation approved by Decree n° 3029
of April 16, 1999, and in view of the provisionsitdm Il and 1'and & Paragraph of Article 54
of Internal Rules approved pursuant to Annex Ihaf ANVISA Ordinance No. 354, of August
11, 2006, republished in the Federal Official Gazef August 21, 2006, in a meeting held in
December 16, 2009, adopts the following Board ofeEibrs Collegiate Resolution and I,
President-Director, determine its publication:

CHAPTER |
INITIAL PROVISIONS
Section |

Purpose

Art. 1 — This Resolution establishes general regments for post-market surveillance to be
implemented by registration holders of health patdiased in the national territory.

Art. 2 — For the purposes of this Resolution, postket surveillance is understood to mean a
system of surveillance of adverse events and metifums involving health products in the post-
market phase, with the view to recommend the adopif measures to ensure the protection and
promotion of the health of the population.

Art. 3 — For the purposes of this Resolution, regigon holder of health products is understood
to mean holder of health product registrations MVASA.

Sole paragraph. Registration holder is legally oesble for the product registered under its
name in Brazil, and as such shall respond, to Ineaithorities, about any malfunctions, adverse
events, situations presenting a serious threatutdiq health, alerts, field actions, and other
events that represent a health risk and that &tedeto its products.

Section |l
Definitions

Art. 4 — For the purposes of this Resolution, tiefving definitions are adopted:

| — alert: written communication directed at hegitiofessionals, patients, users, the regulatory
sector, and general communications, having forabive to inform with respect to the risk of
occurrence of adverse events in relation to a lhgatiduct;

Il — field action: action performed by the manutaet or holder of a health product registration,
having for objective to reduce the risk of occuoemf adverse events related to the use of a
marketed health product;



Ill- adverse event: any undesirable effect to husrrasulting from the use of products subject to

health surveillance;

IV — serious adverse event: an adverse event teatsat least one of the following:

(a) leads to death;

(b) causes a disability or permanent damage in a steiof the body;

(c) requires medical or surgical intervention to prey@rmanent harm to a function or structure
of the body;

(d) requires hospitalization of a patient or a proldimayaof hospitalization;

(e) leads to a disturbance or risk to a fetus, fetatlieor a congenital anomaly.

V — non serious adverse event: any other adverset @t included in the definition of a serious

adverse event;

VI — risk management: systemic application of geb¢ procedures and practices with the

objective to analyse, assess and control risks;

VIl — instructions for use: manuals, brochures arlder documents accompanying a health
product that contain technical information abow pnoduct;
VIII — notification: the act of informing health thorities, or other organizations, about the

occurrence of adverse events or malfunctions inmghhealth products, by the registration

holder;

IX — health product: a product falling into onetbé following two categories:

(a) medical product — a product, such as equipmenicégenaterial, article or system having a
use or application that is medical or dental orl&troratory use, that is intended to prevent,
diagnose, treat, rehabilitate, or for contraceptamd that does not rely on pharmaceutical,
immunological, or metabolic means to achieve itsnpry function in humans, but may
however be assisted by such means;

(b) in-vitro diagnostic product: reagents, standards, calitgatmntrols, materials, articles and
instruments along with their instructions for uesed to perform a qualitative, quantitative,
or semi-quantitative determination on a sampleveerifrom the human body and is not
intended to perform an anatomical, physical, orapeutic function, nor to be ingested,
injected or inoculated into humans, but is to bkelgaused to provide information about a
sample derived from a human;

X — malfunction: notification of suspected adultea or irregularity of a product or company in

relation to technical or legal aspects, and thatldoor not, cause harm to individual and

collective health;

XI — traceability: the ability to describe the list, application, processes and the location of a

product, in a particular organization, by meansegbrds and identification;

XIl — risk: the combination of the probability o€ourrence of harm and the severity of the harm;

XIll — serious threat to public health: any typeaaicurrence that results in an imminent risk of

death, serious lesions or serious disease, thairesgapid corrective measures;

XIV — National System of Health Surveillance (SNV8pnstituted of the Ministry of Health,
the National Health Surveillance Agency (ANVISAhdathe Health Surveillance Centres of the
States, Territories, and the Federal District.

CHAPTER I
POST-MARKET SURVEILLANCE IN THE COMPANY



Art. 5 — The registration holder shall designateaiwritten document, at least one professional
with college-level training, as responsible for pearket surveillance in the company.

Art. 6 — The registration holder shall organize anglement a system of post-market vigilance
in its company, in order to:

| — predict and provide the resources necessduyftlh the provisions of this Resolution;

Il — standardize and ensure the effective impleatésrt of post-market surveillance processes
and procedures, in accordance with the companystgsystem;

Il — ensure the effective management of risks e@ssed with its products;

VI — ensure that all professional roles and resjhilitees are formally described, communicated,
and understood by persons involved in post-makeedlance activities;

V — develop, implement, monitor, and continuoushalaeate training for professionals involved
in activities described in this Resolution;

VI — make available, processes, procedures, repodsother documents related to post-market
vigilance, when requested by the National Systeezlth Surveillance (SNVS);

VIl — receive and document information regardinglforections, adverse events, situations
presenting a serious threat to public health, arigiting, alerts, and field actions related to
products registered in its name;

VIII — evaluate information regarding malfunctionasgdverse events, situations presenting a
serious threat to public health, counterfeitingertsl, and field action related to products
registered in its name, in order to investigatesé¢heccurrences according to the severity and risk
of each situation;

IX — notify the SNVS of malfunctions, adverse ewrtituations presenting a serious threat to
public health, and counterfeiting related to hegttloducts, that it becomes aware of, in
accordance with the requirements of Article 8 o fResolution;

X — maintain an up-to-date and properly documentecbrds of notifications related to
malfunctions, adverse events, situations presentngserious threat to public health,
counterfeiting, alerts, and field actions relategtoducts registered in its name, so as to ensure
traceability of the information related to post-ketr surveillance actions performed in the
company, including the rapid retrieval of data;

XI — present its conclusions of the investigatiorhte notifier of the occurrence of malfunctions,
adverse events, serious threats to public healttoonterfeiting of health products, in writing,
when requested by the notifier or health authajtteescribing the relevant evidence; and

XIl — comply with other legislation pertinent toglsurveillance of health products.

Sole paragraph: All records required by item X abshall be maintained for a period of time
equivalent to the expected lifetime of the prodiett not less than two years from the date of
receipt of the notification by the registration dhex.

Art. 7 — For the purposes of post-market survet#grthe registration holder shall conduct a
priority review of the following occurrences in aibn to a health product involving a patient,
user, or other person:

| — serious threat to public health;

II- death;

IIl — serious adverse event not leading to death;

IV — malfunction having the potential to cause Heata serious adverse event;



V — non-serious adverse event;
VI — malfunction having the potential to cause a#serious adverse event; and
VII - counterfeiting

CHAPTER IlI
MANDATORY NOTIFICATION

Art. 8 — The registration holder shall notify thB\&S as quickly as possible, in accordance with

the following deadlines:

| — No later than 72 (seventy-two) hours after eiog aware of the following verified events

within the national territory that are associatathwealth products registered in its name:

a) death;

b) serious threat to public health;

c) counterfeiting.

Il — No later than 10 (ten) days after becoming rawat the following verified events within the

national territory that are associated with hepftiducts registered in its name:

a) serious adverse events not involving death;

b) non-serious adverse events, the re-occurrence whwias the potential to cause a serious
adverse event to a patient, user, or other person.

Il — No later than 30 (thirty) days after becomiagare, of a verified malfunction within the

national territory and associated with a healthdpod registered in its name, that could lead to a

serious adverse event in a patient, user, or gikeson, provided that one of the following

conditions applies:

a) the possibility of re-occurrence of the malfunctiemot remote;

b) an event of the same type has caused or contritbat@death or serious harm to health in the
last three years;

c) the registration holder of the product needs, aeded, to perform an action to prevent
danger to health;

d) the possibility that an use error was caused bigidet design, labelling, or instructions.

IV — No later than 10 (ten) days after becomingr@waf the following verified events occurring

in other countries and associated with health prtedeegistered in its name in Brazil:

a) death;

b) serious risk to public health;

c) counterfeiting.

8 1 — The registration holder shall notify whererthis confirmation or strong suspicion that its
health product caused, or contributed, to the event

§ 2 — The notification of international events thieh refers item IV of this Article is only
applicable in cases were the registration holdem distributor authorized by the registration
holder, has imported into Brazil lots or serial hers affected by the same problem as the
original event.

Art. 9 — The registration holder shall maintain thiermation referred in the notifications sent to
the SNVS up-to-date, in accordance with the devety of each case.



Art. 10. The adverse events and malfunctions desdrin Article 8 of this Resolution are
exempt from notification requirements when oneftdtl®wing verified conditions applie:

| — the malfunction is normally detectable by tleemuprior to using the product, independent of
existing precautions contained in the instructifumause provided with the product;

Il — the registration holder has information tha fadverse event was caused by the condition of
the patient, whether pre-existing or acquired durthe use of the health product under
investigation;

Ill — the sole cause of the adverse event or matfan is the use of the product after the expiry
date or beyond the useful life established by thaufacturer;

IV — the product features a mechanism to preveualtdaconditions that present a risk to the
patient, user, or other person, and the fault-préee mechanism functioned correctly to
prevent the occurrence of a serious adverse event;

V — the events are planned and expected by the factnrer or registration holder, are clearly
identified in the labelling or instructions for us# the products, and are functionally or
numerically predictable when the product is useadcordance with indications;

VI — the product is not used in accordance withithended uses declared by the manufacturer,
the instructions and warning contained in the liaigpland instructions for use of the product,
and did not cause a serious adverse event; and,

8 1 — A situation described in item | of this Al&ds not applicable in cases where the adverse
event is due to product non-conformity.

§ 2 — In order to justify situations found in itdinthe registration holder shall have available
sufficient information to conclude that the produtiti not cause or contribute to cause the
adverse event.

§ 3 — The registration holder shall notify the SN&$ut malfunctions, adverse events or other
occurrences that, regardless of their inclusiotheéconditions contained in items | to VI of this
article, are related to a serious threat to puidialth.

§ 4 — In situations described in the previous payaly, the deadline for notification is 72 hours,
in accordance with item | of Article 8 of this Rasmon.

Article 11 — For the purposes of notifying the SN@Sevents in accordance with Article 8 of
this Resolution, the holder of the registrationlishee the SNVS electronic information system
defined by ANVISA.

CHAPTER IV
FINAL AND TRANSITIONAL PROVISIONS

Article 12 — Adverse events and malfunction arisiram use of health products, quoted in the
notification to SNVS, and which may constitute alation of federal health legislation will be
investigated by appropriate administrative process.



Sole paragraph: The reporting of adverse eventsnalfunction to SNVS does not imply
immediate responsibility of the registration holtégrevents causing harm to other due to the use
of health products quoted in the notification.

Article 13 — Without damage of others legal sediomcluding criminal penalities, that are
punishable its technical and legal guardians, thpany will respond administratively and
civilly for health infringements arising from faikel of this Resolution and additional rules, under
Law n° 6.437/77.

Article 14 - It's up to ANVISA and the others SNM8embers, within their competence and
through pacts of responsability, to adopt measargzocedures for cases not provided in this
Resolution.

Article 15 — It is stablished a period of 180 (antited and eighty) days for ANVISA provide the
required tools and systems to compliance with #terdghinations set forth in this Resolution.

Article 16 — It is established a period of 360 ¢#nrhundred and sixty) days to registration
holders of health products adopt necessary meagurdéise application of this adopt necessary
measures for the application of this Resolution.

Article 17 — This Resolution enters into force be tlate of its publication.
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