Records processed under FOIA Request 2023-3972; R ed by, CDRH on 4.01-2024
unctiona efferlﬁcatlon eport

Date: 30-Apr-20 Document Status: Approved Document #
Version Effective Date: 15-APR-2020 Page 1 of 8

(b)(4)

ThiQ e R on e LR TR Fr B HER G ISR R B Ghar s CORFEsh ey 43" 4 e FRSaR B,



Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4)

Attachment II

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Testing

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

U.B. FOUD & DRUG

ADRIMIRTHRATION

August 28, 2020

Alydia Health

% Cindy Domecus, R.A.C.
Principal

Domecus Consulting Services LLC
1171 Barroilhet Drive
Hillsborough, CA 94010

Re:  K201199
Trade/Device Name: Jada® System
Regulation Number: 21 CFR§ 884.4530
Regulation Name: Obstetric-gynecologic specialized manual instrument
Regulatory Class: 11
Product Code: OQY
Dated: July 27,2020
Received: July 29, 2020

Dear Cindy Domecus:

We have reviewed your Section 510(k) premarket notification of intent to market the device referenced
above and have determined the device is substantially equivalent (for the indications for use stated in the
enclosure) to legally marketed predicate devices marketed in interstate commerce prior to May 28, 1976, the
enactment date of the Medical Device Amendments, or to devices that have been reclassified in accordance
with the provisions of the Federal Food, Drug, and Cosmetic Act (Act) that do not require approval of a
premarket approval application (PMA). You may, therefore, market the device, subject to the general
controls provisions of the Act. Although this letter refers to your product as a device, please be aware that
some cleared products may instead be combination products. The 510(k) Premarket Notification Database
located at https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfpmn/pmn.cfin identifies combination
product submissions. The general controls provisions of the Act include requirements for annual registration,
listing of devices, good manufacturing practice, labeling, and prohibitions against misbranding and
adulteration. Please note: CDRH does not evaluate information related to contract liability warranties. We
remind you, however, that device labeling must be truthful and not misleading.

If your device is classified (see above) into either class II (Special Controls) or class 111 (PMA), it may be
subject to additional controls. Existing major regulations affecting your device can be found in the Code of
Federal Regulations, Title 21, Parts 800 to 898. In addition, FDA may publish further announcements
concerning your device in the Federal Register.

Please be advised that FDA's issuance of a substantial equivalence determination does not mean that FDA
has made a determination that your device complies with other requirements of the Act or any Federal
statutes and regulations administered by other Federal agencies.

11.5. Food & Drug Administration
10903 New Hampshire Avenue
Silver Spring, MD 20993

v frdmany

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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You must comply with all the Act's requirements, including, but not limited to: registration and listing (21
CFR Part 807); labeling (21 CFR Part 801); medical device reporting (reporting of medical device-related
adverse events) (21 CFR 803) for devices or postmarketing safety reporting (21 CFR 4, Subpart B) for
combination products (see https://www.fda.gov/combination-products/guidance-regulatory-
information/postmarketing-safety-reporting-combination-products); good manufacturing practice
requirements as set forth in the quality systems (QS) regulation (21 CFR Part 820) for devices or current
good manufacturing practices (21 CFR 4, Subpart A) for combination products; and, if applicable, the
electronic product radiation control provisions (Sections 531-542 of the Act); 21 CFR 1000-1050.

Also, please note the regulation entitled, "Misbranding by reference to premarket notification” (21 CFR Part
807.97). For questions regarding the reporting of adverse events under the MDR regulation (21 CFR Part
803), please go to https://www.fda.gov/medical-devices/medical-device-safety/medical-device-reporting-
mdr-how-report-medical-device-problems.

For comprehensive regulatory information about medical devices and radiation-emitting products, including
information about labeling regulations, please see Device Advice (https://www.fda.gov/medical-
devices/device-advice-comprehensive-regulatory-assistance) and CDRH Learn
(https://www.fda.gov/training-and-continuing-education/cdrh-learn). Additionally, you may contact the
Division of Industry and Consumer Education (DICE) to ask a question about a specific regulatory topic. See
the DICE website (https://www.fda.gov/medical-devices/device-advice-comprehensive-regulatory-
assistance/contact-us-division-industry-and-consumer-education-dice) for more information or contact DICE
by email (DICE(@fda.hhs.gov) or phone (1-800-638-2041 or 301-796-7100).

Sincerely,

Monica D. Garcia -S

Monica D. Garcia, Ph.D.

Acting Assistant Director

DHT3B: Division of Reproductive,
Gynecology and Urology Devices

OHT3: Office of GastroRenal, ObGyn,
General Hospital and Urology Devices

Office of Product Evaluation and Quality

Center for Devices and Radiological Health

Enclosure

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Indications for Use See PRA Statement below.

510(k) Number (if known)
K201199

Device Name
Jada® System

Indications for Use (Describe)
The Jada® System is intended to provide control and treatment of abnormal postpartum uterine bleeding or hemorrhage
when conservative management is warranted.

Type of Use (Select one or both, as applicable)

CONTINUE ON A SEPARATE PAGE IF NEEDED.

This section applies only to reguirements of the Paperwork Reduction Act of 19985.
*DO NOT SEND YOUR COMPLETED FORM TO THE PRA STAFF EMAIL ADDRESS BELOW.*

The burden time for this collection of information is estimated to average 79 hours 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 cther aspect
of this information collection, including suggestions for reducing this burden, to:

Department of Health and Human Services
Food and Drug Administration

Office of Chief Information Officer
Paperwork Reduction Act (PRA) Staff
PRAStaff@fda hhs.gov

“An agency may not conduct or sponsor, and a person is not required o respond fo, a collection of
information uniess it displays a currently valid OMB number.”

FORM FDA 3881 (7/17) ) Page 1 of 1 PSC Publishing Services (301) 443.5740  EF
Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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510(k) Summary - K201199

[.  SUBMITTER

510(k) Owner

Colby Holtshouse

Alydia Health

3495 Edison Way

Menlo Park, CA 94025

Phone: 650-275-3772 -
Fax: 415-354-3473

Email: colby@alydiahealth.com

Submission Correspondent

Cindy Domecus, R.A.C. (US & EU)
Domecus Consulting Services LLC

Phone: (650) 343-4813

Fax: (650) 343-7822

Email: DomecusConsulting@comecast.net

Date Prepared
August 28, 2020

II. DEVICE
Name of Device: Jada® System
Common or Usual Name: Vacuum-induced Hemorrhage Control
Regulation Name: Obstetric-Gynecologic Specialized Manual Instrument
Regulation Number: 21 CFR § 884.4530
Regulatory Class: 11
Product Code: OQY (Intrauterine Tamponade Balloon)

[II. ~ PREDICATE DEVICE

The predicate device is the Bakri® Postpartum Balloon, Bakri® Postpartum Balloon
with Rapid Instillation Components, K170622. The predicate device has not been
subject to a design-related recall.

[V.  DEVICE DESCRIPTION

The Jada® System is a 41 cm long intrauterine device primarily made of silicone. The
vacuum connector and seal valve are made of polyvinylchloride and acrylonitrile-
butadiene-styrene. The device consists of an intrauterine loop on the distal end of a
translucent tube. The proximal end of the tube has a vacuum connector for
connection to a vacuum tube. Proximal to the connection of the Intrauterine Loop is

6-1
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a donut-shaped cervical seal. The cervical seal is filled with and emptied of 60-120
mL of sterile fluid by attaching a syringe to the seal valve. The intrauterine loop has
20 vacuum pores oriented toward its inside diameter. The outer surface of the
intrauterine loop is a silicone shield which overhangs the vacuum pores to protect
tissue from vacuum and to prevent the vacuum pores from plugging with tissue and
blood clots.

Before placing the Jada® System device inside the uterus, the intrauterine loop is
compressed. The compressed loop is inserted into the uterus transvaginally. The
cervical seal is placed within the vagina, at the external cervical os, and inflated.
Vacuum is then applied to a maximum value of 90 mmHg until bleeding is
controlled. The device should be fixed to the thigh along the tube.

V. INDICATIONS FOR USE

The Jada® System is intended to provide control and treatment of abnormal
postpartum uterine bleeding or hemorrhage when conservative management is
warranted.

VL.  COMPARISON OF INTENDED USE AND TECHNOLOGICAL CHARACTERISTICS
WITH THE PREDICATE DEVICE

Attribute KZ201199 K170622 Comparison
Subject Device: Predicate Device:
Jada® System Bakri® Postpartum
Balloon
Bakri® Postpartum
Balloon with Rapid
Instillation
Components
Manufacturer | Alydia Health Cook Incorporated N/A
Product Code | OQY 0oQy Same
Indications The Jada® System is Bakri® Postpartum Different
for Use intended to provide Balloon is intended to

control and treatment
of abnormal

provide temporary
control or reduction of

postpartum uterine postpartum

bleeding or hemorrhage | uterine bleeding when
when conservative conservative
management is management is
warranted. warranted.

Bakri® Postpartum
Balloon with Rapid

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Instillation
Components is
intended to provide
temporary
control or reduction of
postpartum uterine
bleeding when
conservative
management is
warranted.
Principle of Inserted into the uterus | Inserted into the uterus | Different
Action and establishes a and is inflated to press
vacuum to cause the outward on the uterine
uterine walls to press walls, producing
against one another, tamponade of the
producing a tamponade | bleeding vessels
of the bleeding vessels
Design Inflatable cervical seal | Inflatable uterine Different
and intrauterine loop balloon and a single
with vacuum pore drainage side port
Rx/0TC Rx Rx Same
Materials Silicone, Silicone Different
Polyvinylchloride
(PVC), Acrylonitrile-
Butadiene-Styrene
(ABS)
Sterile SAL 10 SAL 106 Same
Single-use Yes Yes Same

The Indications for Use statement for the Jada® System is not identical to the
predicate device; however, the differences do not alter the intended use of the
device. Both the subject and predicate devices have the same intended use for the
treatment of abnormal uterine bleeding when conservative management is

warranted.

The following technological differences exist between the subject and predicate

devices:

e Principle of Operation: The subject device utilizes vacuum to affect
tamponade on uterine walls, whereas the predicate device utilizes the fluidic
pressure of an expanding balloon to affect tamponade

e Design: The subject device’s intrauterine loop has a looped (drain) tube with
a series of Vacuum Pores on the inside surface. The intrauterine loop features
an elliptical pattern that lays flat on the uterine tissue bed, whereas the

6-3

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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predicate device has a single opening drain tube protruding out of the middle
of the inflated balloon

e Materials: The patient contacting portions of both devices are made of
silicone. However, the subject device includes a seal valve and vacuum
connector made of ABS and PVC, respectively. All patient contacting devices
are made of silicone for the subject and predicate device.

These differences in technological characteristics do not raise different questions of
safety and effectiveness. Non-clinical and clinical data provided by Alydia Health
were used to address the differences related to design and principle of operation to
demonstrate substantial equivalence to the predicate device.

VII.  PERFORMANCE DATA

The following performance data were provided in support of the substantial
equivalence determination.

Mechanical Testing
The following mechanical tests were performed:

e Cervical Seal and Tube Dimensions: Verification of tube and seal dimensions

e Intrauterine Loop Portion Dimensional Test - Verification of intrauterine
loop dimensions

e Removal of Intrauterine Portion Test — Verification that intrauterine loop and
shield remain intact during removal

¢ Vacuum Pore Diameter - Verification of vacuum pore size

e No Sharp Edges - Verification of smooth edges and surfaces of device

e Attaining Pressure Drop - Verification that cervical seal withstands pressure
differential of 180 mmHg vacuum

e Static Load Test - Verification that the cervical seal withstands a static load
of 1 1b. applied axially along the tube without failure

e Overfill Capacity - Verification that cervical seal does not fail when filled with
180 mL water.

e Cervical Seal Inflation - Verification that cervical seal can be filled with 60
mL of water within 30 seconds with 10 Ibs. of force on syringe

e Impact Load Test - Verification that the cervical seal withstands an impact
test of dropping a 1 1b. weight 2 ft axially along the tube without failure

e Connection Tube Junction Impact Load Test - Verification that the
intrauterine loop withstands an impact test of dropping a 1 Ib. weight 2 ft
axially along the tube without failure

e Flow Rate - Verification that the device with vacuum is able to evacuate 400
mL of simulated blood in 1 minute or less

e Device Integrity Leak Test - Verification that the joints of the device do not
leak when 180 mmHg of vacuum is applied

6-4
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e Integration to Hospital Vacuum Line - Verification that the device connects
to a vacuum tube

e Inflation Tube Geometry - Verification that the cervical seal inflation lumen
is functional

e Syringe Accommodation - Verification that a luer tapered syringe can be
attached to the seal valve

e Cervical Seal Deflation - Verification that cervical seal can be emptied of 60
mL of water within 30 seconds with 10 Ibs. of force on syringe

e Cervical Seal Diameter and Bond Stability - Verification that the seal
maintains a diameter of 70 mm and maintains integrity after 48 hours

e Clotted Blood Test - Verification that the device can evacuate simulated
blood in the presence of clotted blood without occluding

e Vacuum Connector Bond Test - Verification that the vacuum connector
withstands a tensile load of 8.8 1bf

e Seal Valve Bond Test - Verification that the seal valve withstands a tensile
load of 3.7 Ibf

Biocompatibility Testing

The Jada® System is a surface device in contact with a breached surface, with limited
duration (< 24 hours).

The biocompatibility evaluation for the Jada® System was conducted in accordance
with the FDA June 2016 guidance Use of International Standard ISO 10993-1,
"Biological evaluation of medical devices - Part 1: Evaluation and testing within a risk
management process”, Guidance for Industry and Food and Drug Administration Staff.
The battery of testing included the following tests:

e Cytotoxicity (ISO 10993-5:2009)

e Maximization Sensitization (ISO 10993-10:2010)

e Vaginal Irritation (ISO 10993-10:2010)

e Systemic toxicity (ISO 10993-11:2017)

e Material Mediated Pyrogenicity (ISO 10993-11:2017)

Sterilization and Shelf-Life Testing
The Jada® System is sterilized using gamma radiation to a SAL = 10-¢, according to

[SO 11137-2: 2013. A shelf-life of 4 years has been established based on real-time
aging.

Clinical Studies

Clinical testing of the Jada® System included an initial pilot study of 10 women in
Indonesia, an initial phase of the pivotal study of 13 women in Uganda, and an IDE
pivotal study of 107 women in the U.S. Substantial equivalence was based in part on
the pivotal study, as described below.

6-5
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Pivotal Study

The pivotal study was a prospective, multicenter, single-arm, open label, literature-
controlled study at 12 sites in the U.S. A total of 107 subjects were enrolled into the
study, of which 106 subjects were evaluable. Study entrance criteria included the
following estimated blood loss (EBL) ranges:

Vaginal delivery: 500 - 1500 mL EBL or
C-section delivery: 1000 - 1500 mL EBL

Primary Effectiveness Endpoint

The primary effectiveness endpoint was as follows:

Control of postpartum hemorrhage, defined as the avoidance of non-surgical,
second-line or surgical intervention to control uterine hemorrhage after the use of
the Jada® System per the Instructions for Use.

Non-surgical, second line procedures include uterine balloon therapy, uterine
packing, or uterine artery embolization. Surgical intervention includes procedures
such as uterine arterial ligation, uterine compression sutures or hysterectomy.

Note: Continuation of the administration of uterotonics concomitant with and post
Jada® System use is standard of care and does not constitute failure of the primary
effectiveness endpoint.

Primary Safety Endpoint
The primary safety endpoint was the incidence, severity and seriousness of device-
related adverse events.

Effectiveness Results

The analysis of effectiveness was based on the 106 subjects in the ITT Cohort.
Results from the 104 subjects in the mITT and 97 subjects in the PP Cohort are also
presented. The treatment success rate in the ITT Cohort was 94.3% (100/106,
p<0.001), with a lower bound 95% confidence limit of 88.1%. The success rate
performance goal was 82.0% (95% CI: 73.4% to 89.2%), based on a meta-analysis of
data from literature assessing the performance of the Bakri Postpartum Balloon.
The treatment success rate in the mITT Cohort was 96.2% (100/104; 95% CI:
90.4%, 98.9%). The treatment success rate in the PP Cohort was 99% (96/97; 95%
CI: 94.4% to 100%).

Safety Results

There were no adverse events judged definitely related to the device or the
procedure and there was a low rate of possibly related adverse events, all of which
were anticipated in this patient population and with introduction of an intrauterine
device. Five possibly device-related adverse events were rated as “mild” and three
were rated as “moderate” without any event in this group rated “severe”. The three
moderate events were cases of endometritis, which is a known risk of long labor,
vaginal exam, and postpartum hemorrhage.

6-6
Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



K201199

Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024 Page 70f7
Jada® System 510(k) Alydia Health

Summary

In summary, the pivotal trial of the Jada® System demonstrates the device’s safety
and effectiveness in the treatment of abnormal postpartum uterine bleeding and
hemorrhage.

VIII.  CONCLUSIONS

The nonclinical and clinical performance data described above demonstrate that the
Jada® System is as safe and effective as the predicate device and supports a
determination of substantial equivalence.
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Appendix A. Acceptance Checklist for Traditional
510(k)s

(Should be completed within 15 days of DCC receipt)
The following information is not intended to serve as a comprehensive review.
FDA recommends that the submitter include this completed checklist as part of the application.

S10(k)#: Date Received by DCC:
510(k) Lead Reviewer:

Center: Office: Division:

Decision: Accept

If Accept, notify the submitter.
If Refuse to Accept, notify submitter electronically and include a copy of this checklist.

Is an Addendum attached?: Yes No

Note: If an element is left blank on the checklist, it does not mean the checklist is incomplete;
it means the reviewer did not assess the element during the RTA review and that the element
will be assessed during substantive review.

Is the product a device (per section 201(h) of the FD&C Act) or a X ]
combination product (per 21 CFR 3.2(e)) with a device constituent part
subject to review in a 510(k)?

If it appears not to be a device (per section 201(h) of the FD&C Act) or such a
combination product {(per 21 CFR 3.2(e)), or you are unsure, consult with the
CDRH Product Jurisdiction Officer or the CBER Product Jurisdiction Officer to
determine the appropriate action, and inform management. Provide a summary of
the Product Jurisdiction Officer’s determination/recommendation/action in the
comment section below.

If the product does not appear to be a device or such a combination product, mark

4-1
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Comments: The subject device is a medical device per 21 CFR 884.4530 and IDE G150265.
2. Is the submission with the appropriate Center? X 1

If the product is a device or a combination product with a device constituent part,
is it subject to review by the Center in which the submission was received? If you
believe the submission is not with the appropriate Center or you are unsure,
consult with the CDRH Product Jurisdiction Officer or the CBER Product
Jurisdiction Officer to determine the appropriate action and inform your
management. Provide a summary of the Product Jurisdiction Olfficer’s
determination/recommendation/action in the comment section below.

If submission should not be reviewed by your Center mark “No.”

Comments: The subject device is a medical device per 21 CFR 884.4530 and IDE G150265. The

subject device is not a combination product.

3. If a Request for Designation (RFD) was submitted for the device or
combination product with a device constituent part and assigned to your
center, identify the RFD # and confirm the following:

(a) Is the device or combination product the same (e.g., design,
formulation) as that presented in the RFD submission?

(b) Are the indications for use for the device or combination product
identified in the S10(k) the same as those identified in the RFD
submission?

If you believe the product or the indications presented in the 510(k) have changed
from the RFD, or you are unsure, consult with the CDRH Product Jurisdiction
Officer or the CBER Product Jurisdiction Officer to determine the appropriate
action and inform your management. Provide a summary of Product Jurisdiction
Officer’s determination/recommendation/action in the comment section below.

If the answer to either question above is no, mark “No.” If there was no RFD,
mark “N/A.”

a0 1 X

Comments:

4. Is the submission for a combination product that contains as a constituent
part a drug that has the same active moiety as an approved drug with
exclusivity as described in 21 USC 503(g)(5)(C)(ii)-(v) (section
503(g)(5)(C)(ii)~(v) of the FD&C Act)?

If “Yes,” then contact the CDRH Product Jurisdiction Officer or CBER Product
Jurisdiction Officer to determine the appropriate action and inform your
management. Provide the summary of the Product Jurisdiction Officer’s
determination/recommendation/action in the comment section below.

Comments: The subject device is a medical device per 21 CFR 884.4530 and IDE G
subject device is not a combination product.

150265. The

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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S. Is this device type eligible for a 510(k) submission? X .

If a 510(k) does not appear to be appropriate (e.g., Class 11 type and PMA
required, or Class I or II type and 510(k)-exempt), consult with the appropriate
CDRH or CBER staff during the acceptance review, provide a summary of the
discussion with them, and indicate their recommendation/action in the comment
section below. If 510(k) is not the appropriate regulatory submission, mark “No.”

Comments: The subject device falls under 21 CFR 884.4530, Product Code OQY. The submission
type for OQY is a S10(k).

6. Is there a pending PMA for the same device with the same indications for 1 X
use?

If “Yes,” consult your management and CDRH Office of Product Evaluation and
Quality/Office of Regulatory Programs/Division of Regulatory Programs 1
(Submission Support) (OPEQ/ORP/DRP1) or appropriate CBER staff to
determine the appropriate action.

Comments: There is no PMA pending for the same device.

7. If clinical studies have been submitted, is the submitter the subject of an 1 X 1
Application Integrity Policy (AIP)?

If “Yes,” consult with the CDRH Office of Product Evaluation and
Quality/Office of Clinical Evidence and Analysis/Division of Clinical Science
and Quality (OPEQ/OCEA/DCEAL1) or CBER Office of Compliance and
Biologics Quality/Division of Inspections and Surveillance/Bioresearch
Monitoring Branch (OCBQ/DIS/BMB) to determine the appropriate action,
provide a summary of the discussion with them, and indicate their
recommendation/action.

If no clinical studies have been submitted, mark “N/A.” Check on the AIP list at
https://www.fda.gov/inspections-compliance-entorcement-and-criminal-
investigations/application-integrity-policy/application-integrity-policy-list.

Comments: The 510(k) submitter is not the subject of an AIP.

= If the answer to 1 or 2 appears to be “No,” then stop review of the 510(k) and contact the
CDRH Product Jurisdiction Officer or CBER Product Jurisdiction Officer.

e If the answer to 3a or 3b appears to be “No,” then stop the review and contact the CDRH
Product Jurisdiction Officer or CBER Product Jurisdiction Officer.

= If the answer to 4 is “Yes,” then contact the CDRH Product Jurisdiction Officer or CBER
Product Jurisdiction Officer, provide a summary of the discussion with them, and indicate
their recommendation/action.

= If the answer to S is “No”, the lead reviewer should consult division management and other
Center resources to determine the appropriate action.
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e If the answer to 6 is “Yes,” then stop review of the 510(k), contact CDRH/OPEQ/ORP/DRP1, or
appropriate CBER staff.

* Jf the answer to 7 is “Yes,” then contact CDRH/OPEQ/OCEA/DCEAL1 or
CBER/OCBQ/DIS/BMB, provide a summary of the discussion with DCEA1 or BMB Staff,
and indicate their recommendation/action.

*Submitters including the checklist with their submission should identify the
page numbers where requested information is located. Use the comments
section for an element if additional space is needed to identify the location of

supporting information. Yes | No | *Page#
1. | Submission contains a Table of Contents. X " 1
2. | Each section is labeled (e.g., headings or tabs designating Device Description | X 3

section, Labeling section, etc.).

3. | All pages of the submission are numbered. X O
All pages should be numbered in such a manner that information can be
referenced by page number. This may be done either by consecutively
numbering the entire submission, or numbering the pages within a section
(e.g., 12-1,12-2...).

4. | Type of 510(k) is identified (i.e., Traditional, Abbreviated, or Special) X 7 | Pagel,

If type of 510(k) is not designated, review as a Traditional 510(k). Sh(égtvearn d

page 3-1

Comments:

- Any “No” answer will result in a “Refuse to Accept” decision; however, FDA staff has discretion to
determine whether missing items are needed to ensure that the submission is administratively
complete to allow the submission to be accepted or to request missing checklist items interactively
from submitters during the RTA review.

- Each element on the checklist should be addressed within the submission. The submitter may
provide a rationale for omission for any criteria that are deemed not applicable. If a rationale is
provided, the criterion is considered present (Yes). An assessment of the rationale will be considered
during the review of the submission.
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A. | Administrative
1. All content used to support the submission is written in English X i
(including translations of test reports, literature articles, etc.).
Comments:
2. Submission identifies the following (FDA recommends use of
the CDRH Premarket Review Submission Cover Sheet form
(Form 3514, available at
https://www.fda.gov/media/72421/download)):
a. | Device trade/proprietary name X N Cover
Sheet
b. | Device class and panel OR X N Cover
Classification regulation OR Sheet
Statement that device has not been classified with rationale
for that conclusion
Comments:
3. Submission contains an Indications for Use Statement with Rx X i 5-1
and/or OTC designated (see also 21 CFR 801.109, and FDA’s
guidance “Alternative to Certain Prescription Devices Labeling
Requirements,” available at https://www.fda.gov/regulatory-
information/search-fda-guidance-documents/alternative-certain-
prescription-device-labeling-requirements. )
See recommended format
(hitps:/rwww.flda.gov/media/86323/download).
Comments:
4. Submission contains a 510(k) Summary or 510(k) Statement. X 8 6-1
Refer to 21 CFR 807.92 and 21 CFR 807.93 for contents of
510(k) Summary and Statement, respectively. Adequacy of the
content will be assessed during substantive review.
Comments:
4-5
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Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118

5. Submission contains a Truthful and Accuracy Statement per 21 X 7-1
CFR 807.87(/).
See recommended format (https.//'www.fda.gov/medical-
devices/premarket-notification-5 1 0k/premarket-notification-
truthful-and-accurate-statement).
Comments:
6. Submission is a Class I 510(k) Device. N 8-1
Select “N/A”" only if submission is not a Class 11l 510(k).
a. Contains Class I Summary and Certification per 21 CFR i
807.87(k).
See recommended content (hitps.//www.fda.gov/medical-
devices/premarket-notification-510k/premarket-
notification-class-iii-certification-and-summary). Select
“N/A” only if submission is not a Class 111 510(k).
Comments:
7. Submission contains clinical data. X 21-1
Select “N/A”" if the submission does not contain clinical data. If
“N/A” is selected, parts a, b, and ¢ below are omitted from the
checklist.
a. | Submission includes completed Financial Certification X 9-1
(FDA Form 3454, available at
https://www.fda.gov/media/70465/download) or Disclosure
(FDA Form 3455, available at
https://www.fda.gov/media/69872/download) information
for each covered clinical study included in the submission.
Select “N/A” if the submitted clinical data is not a
“covered clinical study” as defined in the guidance entitled
“Financial Disclosures by Clinical Investigators,”
available at https.//www.fda.gov/regulatory-
information/search-fda-guidance-documents/financial-
disclosure-clinical-investieators.
4-6
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b. | Submission includes completed Certification of X 1 1
Compliance with requirements of ClinicalTrials.gov Data
Bank (FDA Form 3674, available at
https://www.fda.gov/media/69901/download) (42 U.S.C.
282(3)(5)(B)) for each applicable device clinical trial
included in the submission.

Select “N/A”" if the submitted clinical data is not an

FDAAA, Sec. 801(j).
c. | Statements of Compliance for Clinical Investigations X {3 9-1

Select “N/A” if the submission does not contain any
clinical data from investigations (as defined in 21 CFR
812.3(h)) to demonstrate substantial equivalence.

For multicenter clinical investigations involving both
United States (US) and outside United States (OUS) sites,
part (i) should be addressed for the US sites and part (ii)
should be addressed for the OUS sites. 21 CFR 812.28
applies to all OUS clinical investigations that enroll the
first subject on or after February 21, 2019.

Please refer to the guidance document entitled
“Acceptance of Clinical Data to Support Medical Device

Applications and Submissions - Frequently Asked
Juestions,” available at https.//'www.fda.gov/regulatory-

information/search-fda-guidance-documents/acceptance-

clinical-data-support-medical-device-applications-and-

submissions-frequently-asked for more information.

i. | For each clinical investigation conducted in the US, X £ £ 9-1

the submission includes a statement of compliance

with 21 CFR parts 50, 56, and 812.

OR,

The submission includes a brief statement of the

reason for noncompliance with 21 CFR parts 50, 56,

and 812.

Select “N/A” if the clinical investigations were

conducted solely OUS.
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ii. | For each clinical investigation conducted OUS, the R N X 9-1
submission includes a statement that the clinical
investigations were conducted in accordance with
good clinical practice (GCP) as described in 21 CFR
812.28(a)(1).

OR

The submission includes a waiver request in
accordance with 21 CFR 812.28(c).

OR

The submission includes a brief statement of the
reason for not conducting the investigation in
accordance with GCP and a description of steps taken
to ensure that the data and results are credible and
accurate and that the rights, safety, and well-being of
subjects have been adequately protected.

Select “N/A” if the clinical investigations were
conducted solely inside the US.

Comments:

8. The submission identifies prior submissions for the same device X ]
included in the current submission (e.g., submission numbers for
a prior not substantially equivalent [NSE] determination, prior
deleted or withdrawn 510(k), Q-Submission, IDE, PMA, etc.).

OR

States that there were no prior submissions for the subject
device.

Prior submissions (or no prior submissions) for this device
should be included in Section F (prior related submissions) of
the CDRH Premarket Review Submission Cover Sheet form
hitps://'www.fda.gov/media/72421/download). This information
may also be included in the Cover Letter (i.e., as a statement that
there were no prior submissions for the device or a listing of the
number(s) of the prior submissions).

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

Jada System 510(k) Alydia Health

a. If there were prior submissions, the submitter has identified | X i i 10-1
where in the current submission any issues related to a
determination of substantial equivalence from prior
submissions for this device are addressed.

To address this criterion, it is recommended that the
submission include a separate section with the prior
submission number(s), a copy of the FDA feedback (e.g.,
letter, meeting minutes), and a statement of how or where
in the submission this prior feedback was addressed. Note
that adequacy of how the feedback was addressed will be
assessed during the substantive review.

Select “N/A” if the submitter states there were no prior
submissions.

Comments:

9. The submission utilizes voluntary consensus standard(s) (See X ] 11-1
section 514(¢c) of the FD&C Act). This includes both FDA-

recognized and non-recognized consensus standards. Select
“N/A” if the submission does not utilize voluntary consensus

standards.
a. | The submission cites FDA-recognized voluntary consensus | X 1 11-1
standard(s).

49
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1. The submission includes a Declaration of Conformity X
(DOC) as outlined in FDA’s guidance “Appropriate
Use of Voluntary Consensus Standards in Premarket

Submissions for Medical Devices,” available at
https://www.fda.gov/regulatory-information/search-
fda-guidance-documents/appropriate-use-voluntary-
consensus-standards-premarket-submissions-medical-
devices.

OR

If citing general use of a standard as noted in FDA’s
guidance “Appropriate Use of Voluntary Consensus
Standards in Premarket Submissions for Medical

the underlying information or data that supports how
the standard was used.

b. | The submission cites non-FDA-recognized voluntary £
consensus standard(s).

i. | The basis of use is included along with the underlying | 1
information or data that supports how the standard
was used.

Comments:

Combination Product Provisions — Per 503(g) of the FD&C Act.
Select “N/A” if the product is not a combination product. 21 CFR
3.2(e). The remaining criteria in this section will be omitted from the
checklist if "N/A" is selected. If you are unsure if the product is a
combination product, consult with the CDRH Product Jurisdiction
Officer or CBER Product Jurisdiction Officer.

10.

3

Submission identifies the product as a combination product.

11.

The combination product contains as a constituent part an 1
approved drug as defined in section 503(g)(5)(B) of the FD&C
Act. Select “N/A” if the combination product does not contain as
a constituent part an approved drug. Please also select “N/A” if a
right of reference or use for the drug constituent part(s) is
included with the submission. If “N/A” is selected, part a below
is omitted from the checklist.

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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a. | The submission includes appropriate patent statement or i i
certification and a statement that the submitter will give
notice, as applicable. See 503(g)(5)}(A)&(C).

Comments:

B. | Device Description

12. | The device has a device-specific guidance document, special N X
controls, and/or requirements in a device-specific classification
regulation regarding the device description that is applicable to
the subject device.

If “N/A” is selected, parts a and b below are omitted from the

checklist.

a. | The submission addresses device description o I X
recommendations outlined in the device-specific guidance.
OR

The submission provides an alternative approach intended
to address the applicable statutory and/or regulatory
criteria.

Select “N/A” if there is no applicable device-specific
guidance. Select “No " if the submission does not includea
rationale for any omitted information or any alternative
approach as outlined above. Note that the adequacy of
how recommendations in a device-specific guidance, eftc.,
have been addressed should be assessed during the
substantive review.

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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b. | The submission includes device description information o o X
that addresses relevant mitigation measures set forth in the
special controls or device-specific classification regulation
applicable to the device.

OR

The submission uses alternative mitigation measures and
provides rationale why the alternative measures provide an
equivalent assurance of safety and effectiveness.

Select “N/A” if there are no applicable special controls or
device-specific classification regulation. Select “No”" if the
submission does not include a rationale for any omitted
information or any alternative approach as outlined above.
Note that the adequacy of how such mitigation measures
have been addressed should be assessed during the
substantive review.

Comments:

13.

Descriptive information is present and consistent within the X O 12-1, 15-1
submission (e.g., the device description section is consistent with
the device description in the labeling).

Comments:

14.

The submission includes descriptive information for the device,
including the following:

a. | A description of the principle of operation or mechanism of | X i 12-3
action for achieving the intended effect.

b. | A description of proposed conditions of use, such as X " 12-4
surgical technique for implants; anatomical location of use;
user interface; how the device interacts with other devices;
and/or how the device interacts with the patient.

c. | A list and description of each device for which clearance is X i i 12-5
requested.
Select “N/A " if there is only one device or model.

“Device’ may refer to models, part numbers, various sizes,
etc.

4-12
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Submission contains representative engineering drawing(s), | X ] 12-1, 12-2,
schematics, illustrations, photos and/or figures of the and 12-6 —

device. 12-9

OR

Submission includes a statement that engineering drawings,
schematics, etc. are not applicable to the device (e.g.,
device is a reagent and figures are not pertinent to describe
the device).

In lieu of engineering drawings, schematics, etc. of each
device to be marketed, “representative” drawings, etc. may
be provided, where “representative” is intended to mean
that the drawings, etc. provided capture the differences in
design, size, and other important characteristics of the
various models, sizes, or versions of the device(s) to be
marketed.

Comments:

15.

Device is intended to be marketed with accessories and/or as part | [} X
of'a system.

Select “N/A " if the device is not intended to be marketed with
accessories and/or as part of a system. If “N/A " is selected,
parts a-c below are omitted from the checklist.

a.

Submission includes a list of all accessories to be marketed i i
with the subject device.

Submission includes a description (as detailed in item N £ X
14a., 14b., and 14d. above) of each accessory.

Select “N/A” if the accessory(ies) has been previously
cleared, or is exempt, and the proposed indications for use
are consistent with the cleared indications.

A 510(k) number is provided for each accessory that ] ]
received a prior 510(k) clearance.

AND
A statement is provided that identifies accessories that have
not received prior 510(k) clearance.

Comments:
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C. | Substantial Equivalence Discussion

16. | Submitter has identified a predicate device(s), including the
following information:

a. | Predicate device identifier provided (e.g., 510(k) number, X i 13-1
De Novo number, reclassified PMA number, classification
regulation reference, if exempt (e.g., 21 CFR 872.3710), or
statement that the predicate is a preamendment device).

For predicates that are preamendments devices,
information is provided to document preamendments
status.

Information regarding documenting preamendment status
is available online (https://'www.fda.gov/medical-
devices/quality-and-compliance-medical-
devices/preamendment-status).

b. | The identified predicate(s) is consistent throughout the X O 13-1, 6-1,
submission (e.g., the predicate(s) identified in the 20-1
Substantial Equivalence section is the same as that listed in
the 510(k) Summary (if applicable) and that used in
comparative performance testing.

Comments:

17. | Submission includes a comparison of the following for the
predicate(s) and subject device and a discussion why any
differences between the subject and predicate(s) do not impact
safety and effectiveness [see section S13(i)(1)(A) of the FD&C
Actand 21 CFR 807.87(f)].

See the FDA guidance document “The 510(k) Program:
Fvaluating Substantial Equivalence in Premarket Notifications

information/search-fda-guidance-documents/5 { Ok-program-
evaluating-substantial-equivalence-premarket-notifications-5 1 0k
for more information on comparing intended use and
technological characteristics.

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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a. Indications for use X [1 13-2

If there are no differences between the subject device and
the predicate(s) with respect to indications and intended
use, this should be explicitly stated.

b. | Technology, including technical specifications, features, X 3 13-3
materials, and principles of operation

Examples of technological characteristics include, but are
not limited to design, features, materials, energy source,
and principle of operation.

EFDA recommends a tabular format for comparing
technological characteristics. Any characteristic that is the
same as the predicate(s) should be explicitly stated.
Differences in technological characteristics should be
identified and a rationale provided why they do not raise
different questions of safety and effectiveness.

Comments:

Proposed Labeling (see also 21 CFR parts 801 and 809 as

applicable)
18. | Submission includes proposed package labels and labeling (e.g., X i Exhibits
instructions for use, package insert, operator’s manual). 14.A-14.C
a. | Indications for use are stated in labeling and are identical to | X o
Indications for Use form and 510(k) Summary (if 510(k)
Summary provided).
b. | Labeling includes: X o 14-1

- Statements of conditions, purposes or uses for which
the device is intended (e.g., hazards, warnings,
precautions, contraindications) (21 CFR 801.5)

AND

- Includes adequate directions for use (see 21 CFR
801.5)

OR

- Submission states that device qualifies for exemption
per 21 CFR 801 Subpart D

4-15
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Comments:

19. | Labeling includes name and place of business of the X i Exhibit
manufacturer, packer, or distributor (21 CFR 801.1). 14.A
Comments:

20. | Labeling includes the prescription statement (see 21 CFR X i i Exhibit
801.109(b)(1)) or Rx Only symbol (see also Section 502(a) of 14.A-14.C
the FD&C Act and FDA’s guidance “Alternative to Certain
Prescription Device Labeling Requirements,” available at
https://www.fda.gov/regulatory-information/search-fda-
guidance-documents/alternative-certain-prescription-device-
labeling-requirements.

Select “N/A”" if not indicated for prescription use.
Comments:
21. | The device has a device-specific guidance document, special N X

controls, and/or requirements in a device-specific classification
regulation regarding labeling that is applicable to the subject
device.

If “N/A” is selected, parts a and b below are omitted from the
checklist.

a. | The submission addresses labeling recommendations i i X
outlined in the device-specific guidance.

OR

The submission provides an alternative approach intended
to address the applicable statutory and/or regulatory
criteria.

Select “N/A” if there is no applicable device-specific
guidance. Select “No " if the submission does not includea
rationale for any omitted information or any alternative
approach as outlined above. Note that the adequacy of
how recommendations in a device-specific guidance, eftc.,
have been addressed should be assessed during the
substantive review.
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b. | The submission includes labeling information that I I X
addresses relevant mitigation measures set forth in the
special controls or device-specific classification regulation
applicable to the device.

OR

The submission uses alternative mitigation measures and
provides rationale why the alternative measures provide an
equivalent assurance of safety and effectiveness.

Select “N/A” if there are no applicable special controls or
device-specific classification regulation. Select “No”" if the
submission does not include a rationale for any omitted
information or any alternative approach as outlined above.
Note that the adequacy of how such mitigation measures
have been addressed should be assessed during the
substantive review.

Comments:
22. | If the device is an in vitro diagnostic device, provided labeling 1 1 X
includes all applicable information required per 21 CFR 809.10.
Select “N/A " if not an in vitro diagnostic device.
Comment:
Sterilization N

If an in vitro diagnostic (IVD) device and sterilization is not applicable,
select “N/A.” The criteria in this section will be omitted from the
checklist if “N/A" is selected.

4-17
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Submission states that the device and/or accessories, if applicable, are: (one of 1 15-1
the below must be checked)

Provided sterile, intended to be single-use Requires processing during its
use-life Non-sterile when used (and no processing required)

Information regarding the sterility status of the device is not provided (if this
box is checked, please also check one of the two boxes below)

Sterility status not needed for this device (e.g., software-only device)

Sterility status needed or need unclear

This information will determine whether and what type of additional
information may be necessary for a substantial equivalence determination.

If “non-sterile when used” or “not provided and not needed” is selected, the
sterility-related criteria below are omitted from the checklist.
If information on sterility status is not provided, and it is needed or the need for
this information is unclear, select “No.”
The “Requires processing during its use-life” option refers to devices falling
into one of the four categories below:

»  Supplied sterile and requires reprocessing prior to subsequent patient

use

»  Supplied non-sterile and requires user to process the device for initial
use, as well as to reprocess the device after each use

» Reusable medical device (single-user) reprocessed between each use

» Single-use medical devices initially supplied as non-sterile to the user,
and requiring the user to process the device prior to its use

Please refer to the FDA guidance document “Reprocessing Medical Devices in
Health Care Settings: Validation Methods and Labeling,” available at
https:/www. fda.gov/regulatory-information/search-fda-guidance-
documents/reprocessing-medical-devices-health-care-settings-validation-
methods-and-labeling, for additional information.

Comments:

23. | Assessment of the need for cleaning and subsequent disinfection
or sterilization information.
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a. | Identification of device and/or accessories, if applicable, 1 1 X
that are provided sterile.

Select “N/A”" if no part of the device or accessories are
provided sterile.

b. | Identification of device and/or accessories, if applicable, N N X
that are end user sterilized or disinfected.

Select “N/A” if no part of the device are accessories are
end user sterilized or disinfected.

c. | Identification of device and/or accessories, if applicable, 1 1 X
that are reusable.

Select “N/A”" if no part of the device or accessories, are
reusable.

Comments:

24.

If the device and/or accessories, if applicable, are provided i
sterile:

Select “N/A” if no part of the device or accessories are provided
sterile, otherwise complete a-f below.

a. | Sterilization method is stated for each device (including X i 15-1
dose for radiation sterilization)

b. | A description of method to validate the sterilization X i 15-1
parameters is provided for each proposed sterilization
method (e.g., half-cycle method and full citation of FDA-
recognized standard, including date).

Note: the sterilization validation report is not required.

c. | For devices sterilized using chemical sterilants such as N N X
ethylene oxide (EQ) and hydrogen peroxide, submission
states maximum levels of sterilant residuals remaining on
the device and sterilant residual limits.

Select “N/A” if not sterilized using chemical sterilants.

d. | Sterility Assurance Level (SAL) stated X 15-1

3

e. | Submission includes description of packaging X N

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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f. | For products labeled “non-pyrogenic,” a description of the X 1 15-2
method used to make the determination stated (e.g., limulus
amebocyte lysate [LAL]).

Select “N/A” if not labeled “non-pyrogenic.”

Comments:

25. | Ifthe device and/or accessory, if applicable, is reusable or end X
user sterilized or disinfected:

Select “N/A”" if no part of the device or accessories are reusable
or end user sterilized or disinfected, otherwise complete a-d
below.

a. | Cleaning method is provided in labeling for each device R R X
and/or accessory, if applicable.

Select “N/A” if not reusable and does not need cleaning
prior to disinfection or sterilization.

b. | Disinfection method is provided in labeling for each device N N X
and/or accessory, if applicable.

Select “N/A” if not disinfected (i.e., undergoes terminal
sterilization) prior to use.

c. | Sterilization method is provided in labeling for each device 1 1 X
and/or accessory, if applicable.

Select “N/A” if not sterilized (i.e., undergoes disinfection)
prior to use.

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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d. | Device types in this submission are listed in the Federal 1 X
Register (FR) Notice entitled “Validated Instructions for

Use and Validation Data Requirements for Certain
Reusable Medical Devices in Premarket Notifications”
(Reprocessing FR Notice, available at
https://www.federalregister.gov
/documents/2017/06/09/2017-12007/medical-devices-
validated-instructions-for-use-and-validation-data-
requirements-for-certain-reusable).

Device types identified in the Reprocessing FR Notice
represent devices posing a greater likelihood of microbial
transmission and represent a high risk of infection. Select
“N/A” if the device type in the submission is not included in
the Reprocessing FR Notfice.

i If device types in this submission are N R X
included in the Reprocessing FR Notice, the
submission includes protocols and test
reports for validating the reprocessing
instructions.

Select “N/A” if the device type in the
submission is not included in the
Reprocessing IR Notice.

Comments:

26.

The device has a device-specific guidance document, special 1 X
controls, and/or requirement in a device-specific classification
regulation regarding sterility and/or reprocessing that is
applicable to the subject device.

If “N/A” is selected, parts a and b below are omitted from the
checklist.

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

Jada System 510(k) Alydia Health

a. | The submission addresses sterility and/or reprocessing i i X
recommendations outlined in the device-specific guidance.

OR

The submission provides an alternative approach intended
to address the applicable statutory and/or regulatory
criteria.

Select “N/A” if there is no applicable device-specific
guidance. Select “No” if the submission does not include a
rationale for any omitted information or any alternative
approach as outlined above. Note that the adequacy of how
recommendations in a device-specific guidance, efc., have
been addressed should be assessed during the substantive
review.

b. | The submission includes sterility and/or reprocessing 1 1 X
information that addresses relevant mitigation measures set
forth in the special controls or device-specific classification
regulation applicable to the device.

OR

The submission uses alternative mitigation measures and
provides rationale why the alternative measures provide an
equivalent assurance of safety and effectiveness.

Select “N/A” if there are no applicable special controls or
device-specific classification regulation. Select “No”" if the
submission does not include a rationale for any omiited
information or any alternative approach as outlined above.
Note that the adequacy of how such mitigation measures
have been addressed should be assessed during the
substantive review.

Comments:

F. Shelf-Life

27. | Proposed shelf life/ expiration date stated X £ 16-1
OR

Statement that shelf-life is not applicable because of low
likelithood of time-dependent product degradation.

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Comments:

28. | For a sterile device, submission includes summary of methods X N N 16-1
used to establish that device packaging will maintain a sterile
barrier for the entirety of the proposed shelf-life.

Select “N/A " if the device is not provided sterile.

Comments:

29. | Submission includes summary of methods used to establish that X 1 1 16-1
device performance is maintained for the entirety of the proposed
shelf-life (e.g., mechanical properties, coating integrity, pH,
osmolality, etc.).

OR

Statement why performance data is not needed to establish
maintenance of device performance characteristics over the
shelf-life period.

Comments:

G. | Biocompatibility £
If an in vitro diagnostic (IVD) device, select “N/A.” The criteria in this
section will be omitted from the checklist if “N/A " is selected.

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Submission states that there: (one of the below must be checked) i 17-1

X Are direct or indirect tissue-contacting components
Are no direct or indirect tissue-contacting components

L1 Information regarding tissue contact status of the device is not provided (if
this box checked, please also check one of the two boxes below)

L1 Tissue contact information not needed for this device (e.g., software-
only device)

Tissue contact information is needed or need unclear

This information will determine whether and what type of additional
information may be necessary for a substantial equivalence determination.

If “are no” or “not provided and not needed” is selected, the biocompatibility-
related criteria below are omitted from the checklist. If information on the
tissue-contact status is not provided, and contact information is needed or its
contact status is unclear, select “No.”

An example of a direct tissue-contacting device would be an implant that has
direct contact with tissues during use. An example of an indirect tissue-
contacting device would be fluid entering the body following passing through
device/device components not in direct contact with the tissue.

Comments:

30. | Submission includes a list identifying each tissue-contacting X 1 17-1
device component (e.g., implant, delivery catheter) and
associated materials of construction for each component,
including identification of color additives, if present.

Comiments:

31. | Submission identifies contact classification (e.g., surface- X N 17-1
contacting, less than 24 hour duration) for each tissue-contacting
device component (e.g., implant, delivery catheter).

Comments:

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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32 | For a biocompatibility assessment of tissue-contacting X 1 17-1
components, submission includes:

» FEach relevant endpoint for the device (as identified in device-
specific guidance, or Attachment A of the FDA guidance
document entitled “Use of International Standard ISO 10993-
1, ‘Biological evaluation of medical devices - Part 1:
Evaluation and testing within a risk management process,””

information/search-fda-guidance-documents/use-
international-standard-iso-10993-1-biological-evaluation-
medical-devices-part-1-evaluation-and), has been addressed.
» For any testing performed, test protocol (including
identification and description of test article including whether
the test article is the device in its final finished form using the

International Standard ISO 10993-1, ‘Bioclogical evaluation
of medical devices - Part 1: Evaluation and testing within a
risk management process,”” methods, and pass/fail criteria),

and analysis of results (including tables with data points and
statistical analyses, where appropriate), as described in

f
International Standard ISO 10993-1, ‘Bioclogical evaluation
of medical devices - Part 1: Evaluation and testing within a
risk management process’” provided for each completed test.
OR

A statement that biocompatibility testing is not needed with a
rationale that considers all relevant endpoints (e.g., materials and
manufacturing/processing are identical to the predicate).

Comments:

H. Software

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Submission states that the device: (one of the below must be checked) i

Does contain software/firmware
X Does not contain software/firmware

{1 Information on whether device contains software/firmware is not provided
(if this box checked, please also check one of the two boxes below)

L1 Software/firmware information not needed for this device (e.g., surgical
suture, condom)

Software/firmware information is needed or need unclear

This information will determine whether and what type of additional
information may be necessary for a substantial equivalence determination.

If “does not contain” or “not provided and not needed” is selected, the
software-related criteria below are omitted from the checklist. If information
on software is not provided, and this information is needed or the need is
unclear, select “No.”

Comments:

33, Submission includes a statement of software level of concern and R R
rationale for the software level of concern

Comments:

34. | All applicable software documentation provided based on level N N
of concern identified by the submitter, as described in “Guidance
for the Content of Premarket Submissions for Software
Contained in Medical Devices,” available at
https://www.fda.gov/regulatory-information/search-fda-
cuidance-documents/guidance-content-premarket-submissions-
software-contained-medical-devices, or the submission includes
information to establish that the submitter has otherwise met the
applicable statutory or regulatory criteria through an alternative
approach (i.e., the submitter has identified an alternate approach
with a rationale).

Note: This element is also applicable to non-internally generated
or off-the-shelf (OTS) software used in the device.

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Comments:

L. Cybersecurity

Submission states that the device: (one of the below must be checked) i

LI Does contain any external wired and/or wireless communication interfaces
(Wired: USB, ethernet, SD, CD, RGA, etc. or Wireless: Wi-Fi, Bluetooth, RF,
inductive, Cloud, etc.)

[ X Does not contain external interfaces as described above

L1 Information on whether device has external interfaces is not provided (if this
box is checked, please also check one of the two boxes below)

[J Cybersecurity information not needed for this device (e.g., surgical
suture, condom)

[J Cybersecurity information is needed or need unclear

This information will determine whether and what type of additional
information may be necessary for a substantial equivalence determination.

If “does not contain” or “not provided and not needed” is selected, the
cybersecurity criteria below are omitted from the checklist. If information on
cybersecurity is not provided, and this information is needed or the need is
unclear, select “No.”

35. | All applicable documentation identified by the submitter, as i i
described in “Guidance for the Content of Premarket
Submissions for Management of Cybersecurity in Medical
Devices,” available at https://www.fda.gov/regulatory-
information/search-fda-guidance-documents/content-premarket-
submissions-management-cybersecurity-medical-devices-0.

OR

Submission includes information to establish that the submitter
has otherwise met the applicable statutory or regulatory criteria
through an alternative approach (i.e., the submitter has identified
an alternate approach with a rationale).

Comiments:

J. Electrical Safety and EMC

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Electrical Safety: L
Submission states that the device: (one of the below must be checked)

Does require electrical safety evaluation
X Does not require electrical safety evaluation

{1 Information on whether device requires electrical safety evaluation is not
provided (if this box checked, please also check one of the two boxes below)

L3 Electrical safety information not needed for this device (e.g., surgical
suture, condom)

1 Electrical safety information needed or need unclear

This information will determine whether and what type of additional
information may be necessary for a substantial equivalence determination.

If “does not require’ or “not provided and not needed” is selected, the
electrical safety criteria below are omitted from the checklist. If information on
electrical safety is not provided, and it is needed or the need for this
information is unclear, select “No.”

36. | Submission includes evaluation of electrical safety (e.g., per IEC 1 1
60601-1, or equivalent FDA-recognized standard, and if
applicable, a device-specific standard).

OR

Submission includes electrical safety evaluation using methods or
standards that are not FDA-recognized and submission includes
information to establish that the submitter has otherwise met the
applicable statutory or regulatory criteria through this alternative
approach (i.e., the submitter has identified alternate methods or
standards with a rationale).

Comments:

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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EMC: U
Submission states that the device: (one of the below must be checked)

Does require EMC evaluation
X Does not require EMC evaluation
{1 Information on whether device requires EMC evaluation not provided (if this
box checked, please also check one of the two boxes below)
EMC information not needed for this device (e.g., surgical suture,
condom)

EMC information needed or need unclear

This information will determine whether and what type of additional
information may be necessary for a substantial equivalence determination.

If “does not require” or “not provided and not needed” is selected, the EMC
criteria below are omitted from the checklist. If information on EMC is not
provided, and it is needed or the need for this information is unclear, select

“No.”
Comments:
37. Submission includes evaluation of electromagnetic R R

compatibility (e.g., per IEC 60601-1-2 or equivalent FDA-
recognized standard and if applicable, a device-specific
standard).

OR

Submission includes electromagnetic compatibility evaluation
using methods or standards that are not FDA-recognized and
submission includes information to establish that the submitter
has otherwise met the applicable statutory or regulatory criteria
through this alternative approach (i.e., the submitter has
identified alternate methods or standards with a rationale).

Comments:

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Performance Data General 1

If an in vitro diagnostic (IVD) device, select “N/A.”" The criteria in this
section will be omitted from the checklist if “N/A” is selected.
Performance data criteria relating to IVD devices is addressed in
Section L.

Comiments:

38. | Summaries of the non-clinical laboratory studies and full test X i i 20-1
reports™ are provided.

*Summary and full test report content recommendations can be
found in FDA’s guidance “Recommended Content and Format
of Non-Clinical Bench Performance Testing Information in
Premarket Submissions,” available at
https://www.fda.gov/regulatory-information/search-fda-
guidance-documents/recommended-content-and-format-non-
clinical-bench-performance-testing-information-premarket.

If a submitter chooses to declare conformity to a voluntary
consensus standard that FDA has recognized, submission of a
full test report may not be necessary. Refer to 9a. See FDA’s

guidance-documents/appropriate-use-voluntary-consensus-
standards-premarket-submissions-medical-devices.

Select “N/A” if the submission appropriately does not include
performance data or there are no completed tests without a
Declaration of Conformity.

a. Submission includes an explanation of how the data X M M 20-18
generated from each test supports a finding of substantial
equivalence (e.g., comparison to predicate device testing,
dimensional analysis, etc.).

Select “N/A”" if the submission does not include
performance data.

Comments:

4-30
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39.

The device has a device-specific guidance document, special 1 X
controls, and/or requirement in a device-specific classification
regulation regarding performance data that is applicable to the
subject device.

If “N/A” is selected, parts a and b below are omitted from the

checklist.

a. | The submission addresses performance data i i X
recommendations outlined in the device-specific guidance.
OR

The submission provides an alternative approach intended
to address the applicable statutory and/or regulatory
criteria.

Select “N/A " if there is no applicable device-specific
guidance. Select “No " if the submission does not includea
rationale for any omitted information or any alternative
approach as outlined above. Note that the adequacy of
how recommendations in a device-specific guidance, eftc.,
have been addressed should be assessed during the
substantive review.

b. | The submission includes performance data that addresses 1 i X
relevant mitigation measures set forth in the special
controls or device-specific classification regulation
applicable to the device.

OR

The submission uses alternative mitigation measures and
provides rationale why the alternative measures provide an
equivalent assurance of safety and effectiveness.

Select “N/A” if there are no applicable special controls or
device-specific regulation. Select “No” if the submission
does not include a rationale for any omiited information or
any alternative approach as outlined above. Note that the
adequacy of how such mitigation measures have been
addressed should be assessed during the substantive
review.

Comments:

4-31
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40.

If literature is referenced in the submission, submission X
includes:

Select “N/A " if the submission does not reference literature. If
“N/A’ is selected, parts a and b below are omitted from the
checklist.

Note that the applicability of the referenced article to support a
substantial equivalence finding should be assessed during the
substantive review, only the presence of a discussion is required
to support acceptance.

-
-

a. | Legible reprints or a summary of each article.

3
3

b. | Discussion of how each article is applicable to support the
substantial equivalence of the subject device to the
predicate.

Comments:

41.

For each completed animal study, the submission provides the N
following:

Select “N/A"" if no animal study was conducted. If “N/A " is
selected, parts a-c below are omitted from the checklist. Note
that this section does not address biocompatibility evaluations,
which are assessed in Section G of the checklist.

a. | Submission includes a study protocol which includes all R X 20-18
elements as outlined in 21 CFR 58.120

b. | Submission includes final study report which includes all i X 20-18
elements outlined in 21 CFR 58.185

C. Submission contains a statement that the study was X N 20-18
conducted in compliance with applicable requirements in
the GLP regulation (21 CFR Part 58), OR, if the study was
not conducted in compliance with the GLP regulation, the
submission explains why the noncompliance would not
impact the validity of the study data provided to support a
substantial equivalence determination.

Comments:

4-32
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L. | Performance Characteristics — In Vitro Diagnostic Devices Only
(see also 21 CFR 809.10(b)(12))

Submission indicates that device: (one of the below must be checked)
Is an in vitro diagnostic device

X Is not an in vitro diagnostic device

If “is not” is selected, the performance data-related criteria below are
omitted from the checklist.

42. | Submission includes the following studies, as appropriate for the
device type, including associated protocol descriptions, study
results and line data:

a. Precision/reproducibility M M X

b. | Accuracy (includes as appropriate linearity; calibrator or i i X
assay traceability; calibrator and/or assay stability protocol
and acceptance criteria; assay cut-off, method comparison
or comparison to clinical outcome; matrix comparison; and
clinical reference range or cutoft).

c. | Sensitivity (detection limits, LoB, LoD, LoQ where M M X
relevant for the device type).

d. | Analytical specificity N N X
Comments:

43. | The device has a device-specific guidance document, special 1 1 X

controls, and/or requirement in a device-specific classification
regulation regarding performance data that is applicable to the
subject device.

If “N/A" is selected, parts a and b below are omitted from the
checklist.

4-33
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a. | The submission addresses performance data i i X
recommendations outlined in the device-specific guidance.

OR

The submission provides an alternative approach intended
to address the applicable statutory and/or regulatory
criteria.

Select “N/A " if there is no applicable device-specific
guidance. Select “No " if the submission does not includea
rationale for any omitted information or any alternative
approach as outlined above. Note that the adequacy of
how recommendations in a device-specific guidance, eftc.,
have been addressed should be assessed during the
substantive review.

b. | The submission includes performance data that addresses 1 1 X
relevant mitigation measures set forth in the special
controls or device-specific classification regulation
applicable to the device.

OR

The submission uses alternative mitigation measures and
provides rationale why the alternative measures provide an
equivalent assurance of safety and effectiveness.

Select “N/A” if there are no applicable special controls or
device-specific classification regulation. Select “No”" if the
submission does not include a rationale for any omitted
information or any alternative approach as outlined above.
Note that the adequacy of how such mitigation measures
have been addressed should be assessed during the
substantive review.

Comments:

4-34
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Reviewer Sign-Off

Management Sign-Off
(digital signature
optional)*

*Management review of checklist and concurrence with decision required.
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July 10, 2020

Kathryn Wine
VP Clinical Operations
Alvdia Health
3475 Edison Way, Ste ]
Menlo Park, CA 94025

Re:  Cesarcan delivery experience with the Jada system for control of postpartum hemorrhage

Dear Ms, Wine:
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Test Method, Vacuum Connector Bond Test

' !,H E . L i Printed: 7/8/20 Document Statué Document :

Versior] i Effective Date: 7/8/20 -' P‘age lof4

This document contains proprietary information and is confidential to Alydia Health, Inc.
Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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SnnnsQr:
b em4pr essed unde __ Snnnegr; . :
Alydia Reaitn, Inc.

3475 Edison Way, Suite J

Menlo Park, CA 94025

MEM Elution GLP Report

Test Article:

Purchase Order:
Study Number:

Study Received Date:
Testing Facility:

Test Procedure(s):
Deviation(s):
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Jada System 510(k) Alydia Health

SECTION 12: DEVICE DESCRIPTION

There is no device-specific guidance document, special controls document or
requirements in a device-specific classification regulation regarding the device
description that is applicable to the subject device.

The device description information provided below is consistent with other sections
of this submission that contain such information (510(k) Summary provided in
Section 6, substantial equivalence discussion provided in Section 13, and labeling
provided in Section 14).

A. Device Overview
The Jada System is a 41 cm long intrauterine device made of silicone
(Figure 1). The device consists of an Intrauterine Loop on the distal end
of the translucent Tube. The proximal end of the Tube has a Vacuum
Connector for connection to sterile vacuum tubing. Proximal to the
connection of the Intrauterine Loop is a donut-shaped Cervical Seal. The
Cervical Seal is filled with and emptied of 60-120 mL of sterile fluid by
attaching a sterile syringe to the Seal Valve. The Intrauterine Loop
consists of a Loop Tube with 20 Vacuum Pores oriented toward the inside
diameter of the Intrauterine Loop. The outer surface of the Intrauterine
Loop is covered by a Shield which overhangs the Vacuum Pores to protect
tissue from vacuum and to prevent the Vacuum Pores from plugging with
tissue and blood clots. The Intrauterine Loop and other components are
designed to be soft and smooth to mitigate the chance of tissue damage
during insertion and removal of the device.

- = Vacuum Pores
Intrauterine
Loop
Seal Valve
“ Cervical Seal
Vacuum
Connector

Figure 1: Jada System

During use, the Jada System is inserted transvaginally into the uterus of a
woman who has had a vaginal delivery or Cesarean section, after the
hysterotomy is closed. The user compresses the sides of the Intrauterine
Loop and advances the tip of the Intrauterine Loop through the cervix
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and into the uterine cavity. The device is advanced until the Cervical Seal
is positioned in the upper vagina at the external cervical os. The Cervical
Seal is then filled with sterile fluid using a sterile syringe at the Seal Valve.

Cervical Seal is placed ouiside the
cevviv and filled with stertle fuild

Vacuum

in-line canister collects
ard measures any Mood
lost after initiation of
freatment

intrauterine Loop with
shielded pores

Figure 2: Jada System, Properly Positioned, Prior to Turning Vacuum On

Vacuum Tubing
Connection

Figure 3: Jada System in Position with Vacuum

Vacuum is supplied via sterile vacuum tubing connected to both the Vacuum
Connector on the device and to a regulated vacuum source. In line, between the
device and vacuum source, is a graduated canister where any blood evacuated
during treatment is both collected and measured (Figure 2). Treatment is
initiated when vacuum is applied (Figure 3).
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B. Principles of Operation
C. Mechanism of Action

(b)(4)
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(b)(4)

D. Conditions of Use

Anatomical Location of Use: The Intrauterine Loop of the Jada System is
inserted through the vagina and cervix and into the postpartum uterus
after delivery and removal of the placenta.

User Interface: The Jada System is packaged on a backing card within a
sterile sealed peel pouch. The distal end of the device is identified by the
Intrauterine Loop while the proximal end is identified by the presence of
a Vacuum Connector and Seal Valve. With the device in place in the
patient, the proximal end of the device extends out of the vagina. When
the Cervical Seal of the device is properly placed just outside the external
cervical os, it is then filled with sterile fluid by a syringe attached to the
Seal Valve. Sterile vacuum tubing is connected to the Vacuum Connector
(Figure 3).

1 SN Tripathy. The Uterus Manual. Jaypee Brothers Medical Publishers. First Edition 2009 Chapter 4,
page 33
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Interaction with Other Devices: The Jada System directly interacts with a
sterile luer tapered syringe (used to fill and empty the seal), sterile fluid,
tape to secure Jada to patient’s leg, and sterile vacuum tubing (connecting
Jada to the canister and finally to the source of vacuum).

Device Interaction with the Patient: The Jada System is placed
transvaginally into the postpartum uterus. Application of vacuum
collapses the uterine walls by removing any blood, body fluids and
residual clots from the uterine space. Continued application of vacuum
maintains the natural contracted state or involution of the uterus and
controls bleeding. The device remains in place with vacuum applied for at
least 1 hour until cessation of bleeding and uterine tone is achieved. The
vacuum tubing is then disconnected from the device, the Cervical Seal is
emptied and the device is left in place for an additional 30 minutes to
confirm treatment is complete before removal. The device is removed by
placing one hand on the abdomen to secure the uterine fundus while the
other hand slowly withdraws the device. The device should not be left in
place for more than 24 hours.

E. Detailed Device Description

Overall Device

The subject device, for which clearance is being requested, is the Jada
System. The Jada System is manufactured with medical grade silicone
and adhesives. The device consists of an Intrauterine Loop section, a
Cervical Seal, a Tube and a Y-shaped interface section with a Seal Valve
and Vacuum Connector (Figure 1). The overall dimensions of the device
are: 41 cm long and 60 mm wide with a Cervical Seal diameter of 55 mm
when filled with 60 mL of fluid (Figure 5). The Cervical Seal depicted in
Figure 5 shows the component shape when neither pressurized with
fluid nor evacuated. The Tube of the Jada has a diameter of 15 mm. The
Intrauterine Loop (60 mm wide} is flexible and can be folded and
compressed to reduce the width to 20 mm (Figure 6).
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Figure 6: Intrauterine Loop Compressed

Intrauterine Loop

wide (Figure 7) and 9 mm thick (Figure 8).: !
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S5

60 mm

Figure 7: Intrauterine Loop with Basic Dimensions

Figure 8: Intrauterine Portion Thickness

Cervical Seal and Tube
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Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Figure 9: Cervical Seal
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Figure 10: Proximal End of Bilumen Tubing
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(b)(4)

Figure 11: Section View of Vacuum and Inflation Lumens

Adhesives

(b))

All materials used in the Jada System are listed in Table 12-1.

Table 12-1 Material Summary.

Component Material
Tube Medical grade silicone, HCR
Shield Medical grade silicone, LSR,

Tubing Connector Medical grade silicone, LSR, ( b) (4)
Bilumen Tube Medical grade silicone, HCR

Y Connector (over- . s
molded material only) Medical grade silicone, LSR,
Seal Valve White ABS body, silicone valve
Vacuum Connector PVC, clear
12-9

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

Jada System 510(k) Alydia Health
Cervical Seal Medical grade silicone, LSR,} -
Adhesive Medical grade silicone adiheswe,i ________

Sealant Medical grade siucone sealant,

Colorant for Shield and
Cervical Seal

F. Accessories
The Jada System is not marketed with any accessories. The Instructions
for Use describes materials required but not supplied: sterile vacuum
tubing (10’ to 12'), a sterile 60 mL luer tapered syringe, sterile fluids,
vacuum canister, regulated vacuum source, and tape.
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Hello Cindy,

I did receive the email you sent on Saturday. Thank you for following up.

Thanks,

Reginald

Reginald Avery, Ph.D.

Biomedical Engineer, Obstetrical and Reproductive Health Devices Team

DHT3B: Division of Reproductive, Gynecology and Urology Devices
OHT3: Office of Gastrorenal, ObGyn, General Hospital and Urology Devices
OPEQ: Office of Product Evaluation and Quality

CDRH | Food and Drug Administration

White Oak, Bldg. 66, Rm. 2647 | 10903 New Hampshire Avenue | Silver Spring, MD 20993
Ph: 240-402-6152

Reginald.Avery@fda.hhs.gov<mailto:Reginald.Avery@fda.hhs.gov>
[cid:image001.png@O1IDIC57E.DFAO22A0]<http://www.fda.gov/>
[cid:image002.jpg@OIDIC57E.DFAC22A0]<https://www.facebook.com/FDA>
[cid:image003.jpgQ@C1DIC57E.DFAC22A0] <https://twitter.com/US_FDA>
[cid:image004.jpgROIDIC57E.DFAO022A0] <http://www.youtube.com/user/USFoodandDrugAdmin>
[cid:image005.jpg@O01DIC57E.DFAO22A0] <http://www.flickr.com/photos/fdaphotos/>
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cid:image006.jpg@0LIDICS57E.DFAQ022A0
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Excellent customer service is important to us. Please take a moment to provide feedback
regarding the customer service you have received:
https://www.research.net/s/cdrhcustomerservice?ID=1521&S=E

i

From: Cindy Domecus <DomecusConsulting@comcast.net>
Sent: Monday, August 24, 2020 12:50 PM

To: Avery, Reginald <Reginald.Avery@fda.hhs.gov

Cc: K201199Qdocs.fda.gov

Subject: Fwd: Request for information for Jada System (K201199/s5001)
Hello Reginald,

Would you mind confirming receipt of my below email sent on Saturday? I have received
a temporary delivery failure notice for the K number email address, but not yours.
Nevertheless, I wanted to make sure you received it. Since the beginning of COVID, I
have noticed that emails to FDA dond€™t always get through on first attempt. I imagine
that your servers are overloaded with pandemic-related communications.

Cindy Domecus, R.A.C. (US & EU)
Principal
Domecus Consulting Services LLC

(650) 343-4813 (office)

D (cell)

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Begin forwarded message:

From: Cindy Domecus
<domecusconsulting@comcast.net<mailto:domecusconsulting@comcast.net>>

Subject: Re: Request for information for Jada System (K201199/S001)

Date: August 22, 2020 at 7:06:42 PM PDT

To: "Avery, Reginald" <Reginald.Avery@fda.hhs.gov<mailto:Reginald.Avery@fda.hhs.gov>>
Cc: "K201199Qdocs.fda.gov<mailto:K201199@docs.fda.gov>"
<K201199%@docs.fda.gov<mailto:K201199Q@docs.fda.gov>>

Hello Reginald,

(b)(4) Deficiencies

Thank you for your continued reivew of our file.

Cindy Domecus, R.A.C. (US & EU)
Principal

Domecus Consulting Services LLC
(650) 343-4813 (office)

i [ (cell)

On Aug 21, 2020, at 12:23 PM, Avery, Reginald
<Reginald.Avery@fda.hhs.gov<mailto:Reginald.Avery@fda.hhs.gov>> wrote:

Hello,

I am reviewing your 510 (k) supplement for the Jada System. Could you please address the
following questions? If possible, please provide a response by noon on Tuesday, August

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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25, 2020.

(b)(4) Deficiencies

Do not hesitate to contact me if you have any questions or concerns.

Thanks,

Reginald

Reginald Avery, Ph.D.

Biomedical Engineer, Obstetrical and Reproductive Health Devices Team

DHT3B: Division of Reproductive, Gynecology and Urology Devices

OHT3: Office of Gastrorenal, ObGyn, General Hospital and Urology Devices
OPEQ: Office of Product Evaluation and Quality

CDRH | Food and Drug Administration

White Oak, Bldg. 66, Rm. 2647 | 10203 New Hampshire Avenue | Silver Spring, MD 20993

Ph: 240-402-6152
Reginald.Avery@fda.hhs.gov<mailto:Reginald.Avery@fda.hhs.gov>
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Excellent customer service is important to us. Please take a moment to provide feedback
regarding the customer service you have received:
https://www.research.net/s/cdrhcustomerservice?ID=1521&S=E

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




rR@bstetricHemonrhage-CareGuidelines:o-

All patients are active participants in their care. Patients should be informed of any risk factors they may have or develop for PPH and advised of recommendations
for their care. These recommendations may be individualized to reflect the patient’s decisions.

Identify and prepare for patients with special considerations: placenta previa/accrete, bleeding disorders or those who decline blood products {(and have risk factors)

Low Risk Medium Risk High Risk
Treat 3 or more risk factors as “high risk”
¢ No previous uterine incision ¢ Placenta previa
¢ Singleton pregnancy e Hct<30 e Suspected placenta accreta or percreta
. <4 previous births e TOLAC ¢ Platelets < 20,000 or < 100,000 with potential for {,
¢ No known bleeding disorder ¢ Multiple gestation (i.e. HELLP syndrome})
¢ No history of PPH e >4 previous births ¢ Known coagulopathy — draw/send appropriate lab
e  History of previous PPH tests as specifically ordered for this patient
e Large uterine fibroids
¢ Polyhydramnios
e Estimated fetal weight > 4 kg
e  Magnesium Sulfate

Type and Screen all patients on e  Evaluate for risk factors on admission . valuate for development or a
admission e [tis strongly recommended that all women who meet labor:
criteria for medium/high risk have 1V access e Prolonged 2" stage labor (4 hours, including time
e If highrisk, T&C for 2 units PRBC’s & keep ahead 2; -keep for “restand descend”)

Oxytocin use in labor > 12 hours

Sustained antepartum bleeding

Suspected Triple |

Risk Factors in this column are considered medium

these units available for 24 hours post delivery
¢ |dentify women who may decline transfusion and counsel

and consent . 1SiC :
«  If the patient has moderate/high risk for PPH: risk and n-eed to be addefi to-admlssmn risk factors
¢ Treat 3 or more risk factors as “high risk”

* Review OB Hemorrhage Guideline e Nursing assessment of risk factors Q shift

Stage 0: All Births — Prevention & Recognition of OB Hemorrhage

e Active management of the third stage of labor
¢ Administer all IV Pitocin per postpartum Pitocin guideline or give 10 U Pitocin IM
e Starting with delivery blood loss will be quantified for 24 hrs
¢ Ongoing evaluation of vital signs per guideline/orders
¢ Empty bladder; patients who have received an epidural/spinal are cathed (straight or Foley) prior to transfer to postpartum
¢ If patients fundus is not firm but BL <500:
1. Vigorous crede for at least 15 seconds
2. Empty her bladder
3. Consider giving the ordered Methergine/Hemabate (must notify the OB Resident if this is given*)

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Stage 1: Bleeding Concern
1. Vaginal deliveries with a cumulative blood loss between 501-999 Ml

AND
2. Sustained active bleeding with normal vital signs and lab values
MOBILIZE THINK
(differential diagnosis)
Pt’s Primary Nurse - Initiate OB Rapid Response: Primary nurse / L&D Rapid Response team Consider potential etiology
Team Alert: Bleeding Concern ¢ Constant crede until uterine tone improves

- ; e Uterine atony
If in the OR ~ just page the CN to make her aware e IV resuscitation
Postpartum (MNBC or WSC units) - ¢ Increase Pitocin rate per guideline

Initiate OB Rapid Response: . . ¢ Retained placenta
Team Alert: Bleeding Concern ¢ Administer uteronics & TXA as ordered

e Trauma/laceration

e Amniotic fluid embolism

*Call 1-2222 or use Smartweb e Vital Signs g5 minutes
Team to go immediately to the bedside to evaluate e Empty bladder  Coagulopathy
the patient e Oxygen to maintain Sat>95 ¢ Placenta accreta

If this is a CHC, UUHN, UFP, BCHC or private

; ] ] ¢ Keep patient warm e Uterine rupture
provider patient please notify

Charge Nurse:
e Assume Team Leader role for RR- initiate OB Hemorrhage Check-list

¢ Ensure that the patient has a current T&S

¢ Initiate OB Bleeding Concern Orderset

Physician or Midwife:
Initiate appropriate interventions and/or treatments

Routine Drugs Priority Dose Route Frequency Contraindications Possible Side Effects
Pitocin 30 units/ 500 v Per Postpartum Pitocin § Hypersensitivity to the | Usually none; potentially hypotension, nausea,
ml Algorithm drug vomiting,
hyponatremia with prolonged IV admin.
Methergine 0.2mg M Q 2-4 hours Hypertension Severe hypertension, nausea, vomiting
Hemabate 250 mcg IM Q 15 minutes for Asthma/bronchospasm [ Bronchospasm, diarrhea, nausea, vomiting, fever/
8 doses/24 hours chills
Tranexamic Acid 1g v Give over 10 min. via Rare

pump
May repeat in 30 min.

Patients on the postpartum units should respond within 10 minutes from the initiation of interventions. If not the patient should transfer to Labor and Delivery.
Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



THINK (differential diagnosis)

MOBILIZE

Pt’s Primary Nurse or
designee

1) Ongoing patient assessments
for S&S of significant
hemorrhage such as:

a) Sustained active
bleeding

b) Hypotension and/or
tachycardia

2) If concern about ongoing
hemorrhage:

a) Send out the OB
Rapid Response
Stage 2 PPH (come
now) page

e This alerts the whole team
to respond

Recommend that the patient is
moved to the OR at this time.

If this is a CHC, UUHN, UFP, BCHC
or private provider patient please
notify

Primary nurse/L&D Rapid
Response Team

Tasks/responsibilities as
designated on the OB Rapid
Response grid

Charge Nurse:

Assume Team Leader role for RR

1 Initiate/Continue to fill in the
OB Hemorrhage Checklist

1 Ensure that CBC & Coags/
Rotem are drawn when #2 IV is
started (T&S/T&C if not already
done)

1 Notify Anes. Tech to run the
Rotem

1 Delegate a nurse to call the
Blood Bank and notify them of
the need for emergency blood
products as directed

1 Delegate a nurse to initiate the
OB Hemorrhage Orderset

1 Delegate team member to have
ongoing communication with
the Blood Band as needed
(1-2331)

1 Ask Senior Provider if they
would like IR notified.

5 Askif Antibiotics are needed

Sequentially advance through procedures and other

interventions based on etiology

Vaginal Birth

Evaluate for uterine atony:

¢ Initiate/Continue with
uterotonics and TXA

e Uterine tamponade balloon

e Considersurgical
interventions or IR

Evaluate for lacerations

e Visualize and repair

Evaluate for retained products of

conception:
o Manual removal
¢« D&C

Evaluate for uterine inversion:

e General anesthesia or
Nitroglycerine for uterine
relaxation for manual
reduction

Cesarean Section

Initiate/Continue with uteronics
and TXA

B-Lynch

Uterine tamponade balloon

If Amniotic Fluid Embolism (AFE):
Maximally aggressive respiratory, vasopressors and blood product

support

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




MOBILIZE

Patient must be moved to the OR at this time

if she is not already there Team:

Charge Nurse:

if this is a CHC, UUHN, UFP, BCHC or private o
provider patient pleass notify

Once stabilized:
e Consider ICU transfer (notify the House Supervisor}

s Vigilant postpartum management with increased surveillance

Primary nurse/L&D Rapid Response

o Tasks/responsibilities as designated
on OB Rapid Response grid

Assume Team Leader role for RR .

o Delegate team member to have
ongoing communication with the
Blood Band {1-2331)

THINK (differential diagnosis)

e Prevention of hypothermia, acidemia
o Conservative or definitive surgery:

¢ B-Lynch
¢ Hysterectomy
¢ O'lLeary

Transfuse blood products as needed
o Unresponsive coagulopathy

e Massive Transfusion Protocol (6 PRBC &FFP/1Platelet)
»Call the blood bank @1-2331
»Tell them you are initiating the MTP for:
»Pt’s name, MRN and physician who is ordering the MTP
e |f cryoprecipitate is needed use the Emergency Release process
» Consider using fibrinogen concentrate (Riastap/3grams) as a
bridge if fibrin is emergently needed and you are waiting for
the cryoprecipitate to be ready.

A unit typically increases to Hct by 3 %

Packed Red Blood Cells (PRBC)

1 unit typically increased Hct by 3%

Fresh Frozen Plasma (FFP): Approximately 30 minutes to thaw

1 unit typically 180 ml and typically increased Fibrinogen by 10mg/dL

Platelets:

Provides a transient 40-50 K increase in platelet count

Cryoprecipitate (Cryo): Approximately 8Qcsuinsrtesriacpreoap&H/OCE/DID at CDRH-

A8 Tpack dy@i calyoraisem Fdsrinogen 80-100 mg/dL




1. All patients are to have all blood loss quantified by weighing for 24 H post-delivery and the patient is stable.
2. PPH Risk assessment is done at patient transfer and every shift for 24 hours following delivery
3. Any patient who has been identified as high risk for Postpartum Hemorrhage or has had a Postpartum Hemorrhage
requires increased surveillance for 24H post-delivery. This includes Q2 hour fundal/lochia checks and maintaining IV
access for 24 hours (if IV infiltrates, no need to restart)
4. If a patient’s fundus is assessed to be not firm do the following:
o Vigorous crede
o Have the patient empty her bladder
o Consider giving the ordered Methergine/Hemabate (must notify the OB Resident if this is given*)

if the patient has a Stage 1 Bleeding Concern and has not responded to treatment within 10 minutes she is to be
transferred immediately to L&D
o Notify L&D of transfer

if this is a CHC, UUHN, UFP, BCHC or private provider patient please notify them as well

J Fisher RNC/ Jan 2019

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Test Method, Visual Inspections

Printed: 31-MAR-2020 Document Statui Document § l i
Versior Effective Date: 30-MAR-2020 ' Page 1 of 5 ‘

(b)(4)

This document contains proprietary information and is confidential to Alydia Health, Inc.
Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Protocol

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Protocol

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Protocol

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Protocol

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Exhibit 20: Clean copy of revised Jada System Quick Reference Guide

Chrmtiony: Floawe rofer to the fade Syeten Tnstractions i e R0 v complete
fofremarion. Phe feds Svatem B9 onn B famd 80 worwalpinbonlth comyTFL

Quick Reference Guide
Jada

1.Evaluate patient & prepare Jada
e Evaluate patient for lacerations, retained products of conception, or other causes
of bleeding before using Jada.
e Connect a vacuum canister and standard vacuum tubing to a regulated vacuum
source. Remove air from

e Connect syringe to Seal Valve to REMOVE AIR from Cervical Seal. Cervical Seal before use

e Grasp and compress Intrauterine Loop and insert transvaginally.

e Use gentle traction on the anterior cervical lip to stabilize the cervical opening, if
needed.

e Ensure correct placement: Intrauterine Loop within the uterus and Cervical Seal
within the vagina at the external cervical os.

3. Fill Cervical Seal
o Fill the Cervical Seal with 60 mL of sterile fluid.
¢ Add up to another 60 mL of fluid, if needed, to achieve full coverage of the external
cervical os; do not exceed 120 mL.
e Do NOT advance Cervical Seal into the uterus while filling.

Transvaginal Placement

4. Turn on and set vacuum, then connect tubing

e Turn on vacuum source and set to 80 mm Hg (+/- 10 mm Hg) while occluding the
end of the tubing. Maximum vacuum pressure is 90 mm Hg.

o 80 mm Hg = 1.5 psi = 10.7 kPa = 3.2 in Hg = 106.7 mbar ! with 60 mL of sterile

e Connect Jada to vacuum tubing. fluid {up to 120 mL)

Fill Cervical Seal

5.Treatment
e Leave Jada in place with vacuum applied, using tape to secure the Tube to the
patient’s inner thigh.
¢ Blood flow into the vacuum tubing and/or improvement in uterine tone should be
noted after initiation of vacuum.
o After initial evacuation of any pooled blood, presentation may vary during
treatment: there may be no further blood evacuation, or additional blood moving

Confirm Cervical Seal is
outside cervical os

into the tubing, or accumulation of blood in the canister.
o Verify bleeding is controlled.

e Leave vacuum on for at least one hour after bleeding is controlled, and verify the
uterus is firm and patient is stable before disconnecting vacuum.

e Consider prophylactic antibiotics for prolonged use. Do not leave the Jada in place
for >24 hours.

6. Verify
e Ensure Tube remains secured with tape to patient’s inner thigh.
e Disconnect vacuum tubing from Jada while vacuum is on.

Remove all sterile fluid from Cervical Seal.
Wait at least 30 minutes to verify bleeding is controlled.
If bleeding recurs, repeat steps 3 — 6, if appropriate.

7.Remove Jada
¢ |f bleeding remains controlled and the uterus remains firm, remove the Jada slowly
while supporting the uterine fundus.

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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SITUATION RECOMMENDED ACTION
Vacuum is not a) Check connection on all system components:
detected at the end e Confirm vacuum source is functional, including regulator.

of the vacuum e Confirm lid of vacuum canister is fully seated and that canister is

tubing. not cracked.

¢ Confirm vacuum tubing is securely connected at both ends and
any connection in between.

b) Confirm desired vacuum level is regulated in the appropriate units
(i.e. mm Hg vs. cm Hg).

Vacuum system is a) Increase vacuum pressure to maximum (90 mm Hg).
connected and b)
working but uterus
does not collapse

and/or bleeding
does not stop. e Confirm proper placement of Intrauterine Loop in uterus (vs.

misplacement in posterior vaginal fornix).

Disconnect the vacuum tubing from Jada and occlude the end of the
tubing to check vacuum.

c) Confirm appropriate Jada placement, with ultrasound if needed:

e Confirm proper placement of Cervical Seal outside of the cervical
os (vs. misplacement into uterus).

e Ensure Cervical Seal is sufficiently filled with sterile fluid to create
adequate seal at the cervix.

d) Re-evaluate patient for other sources of bleeding.

Vanuin
& Pores

Vanum
Connector

ntravieving

e Sterile Luer Tapered Syringe: 60 mL recommended e Regulated Vacuum Source
e 60 mL Sterile Fluid {(Maximum 120 mL) e Vacuum Canister
e Sterile Vacuum Tubing: 10’-12’ e Tape

CAUTION: Federal law {USA) restricts the Jada System to sale by or on the order of a physician.
LBL-12V 2.0 ©2020 Alydia Health.

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Hello Reginald,

(b)(4) Deficiencies

Thank you for your continued reivew of our file.

Cindy Domecus, R.A.C. (U3 & EU)
Principal

Domecus Consulting Services LLC
(650) 343-4813 (office)

H % (cell)

> On Aug 21, 2020, at 12:23 PM, Avery, Reginald <Reginald.Avery@fda.hhs.gov> wrote:

> Hello,
>

> I am reviewing your 510(k) supplement for the Jada System. Could you please address
the following questions? If possible, please provide a response by noon on Tuesday,
August 25, 2020.

(b)(4) Deficiencie

> Do not hesitate to contact me if you have any questions or concerns.

>
Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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> Thanks,

> Reginald

> Reginald Avery, Ph.D.

> Biomedical Engineer, Obstetrical and Reproductive Health Devices Team

> DHT3B: Division of Reproductive, Gynecology and Urology Devices
> OHT3: Office of Gastrorenal, ObGyn, General Hospital and Urology Devices
> OPEQ: Office of Product Evaluation and Quality

> CDRH | Food and Drug Administration

> White Oak, Bldg. 66, Rm. 2647 | 10903 New Hampshire Avenue | Silver Spring, MD 20993
> Ph: 240-402-6152

> Reginald.Avery@fda.hhs.gov <mailto:Reginald.Avery@fda.hhs.gov>

> <image0l3.png> <http://www.fda.gov/>

>

> <image0l4.jpg> <https://www.facebook.com/FDA> <image0l5.jpg>
<https://twitter.com/US FDA> <image(0l6.jpg>
<http://www.youtube.com/user/USFoodandDrugAdmin> <image0l7.jpg>
<http://www.flickr.com/photos/fdaphotos/> <image0l8.jpg>
<http://www.fda.gov/AboutFDA/ContactFDA/StayInformed/RSSFeeds/default.htm>

>

> Excellent customer service is important to us. Please take a moment to provide
feedback regarding the customer service you have received:
https://www.research.net/s/cdrhcustomerservice?ID=1521&S=E
<https://www.research.net/s/cdrhcustomerservice?ID=1521&3S=E>

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Test Method, Simulated Use

Printed: 31-MAR-2020 Document Statusi____ i | Document #

Pagelof5 1

Versior i Effective Date: 30-MAR-2020

(b)(4)

This document contains proprietary information and is confidential to Alydia Health, Inc.
Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Protocol

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Protocol

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Protocol

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Protocol

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Californis Maternal
Custity Care Collaborative

Tranexamic acid (TXA) for Obstetric Hemorrhage
July 2017

Background

Obstetric hemorrhage is most often caused by either uterine atony, retained placental
fragments or trauma (perineal, vaginal, cervical or uterine laceration). The initial approach is to
address the underlying cause (e.g. uterotonics for atony and surgical correction for lacerations).
A low fibrinogen from loss or dilution or evidence of fibrinolysis (on either TEG® or ROTEM®
testing) can predict the transition to massive hemorrhage (>1500 ml). The presence of
coagulopathy can make obstetric or postpartum hemorrhage (PPH) particularly dangerous,
resulting in multiple units of biood transfusion, hysterectomy or death.

Tranexamic acid (TXA) is an inhibitor of fibrinolysis and may reduce bleeding in the setting of
coagulation abnormalities. Prior studies have shown minimal, if any, benefit for prophylactic
use of TXA at cesarean section. The recent WOMAN international randomized controlled trial
showed a 31% reduction in death from hemorrhage when 1g of TXA was administered
intravenously within 3 hours after the diagnosis of PPH.' This trial included over 20,000 women
with PPH in a mix of low and high resource countries.

Should we use TXA for obstetric hemorrhage treatment in high resource settings? First, we
need to stress that TXA is NOT an initial treatment—we cannot overemphasize the importance
of early diagnosis and management with uterotonics or surgical repair. If the hemorrhage
continues, the risk of coagulopathy rises, at which time TXA may have an important role.

TXA Safety

TXA has a reassuring safety profile for the dosage used in the WOMAN trial (1gm intravenous
over 10 minutes with a second 1 gm dose administered at 30 minutes if the bleeding persists).
Venous thromboembolic events, seizures and renal complications were NOT seen at higher
rates than the controls in this study (these complications have been a concern with higher TXA
doses). However, there have been reports of medication errors in orthopedic cases with “look-
alike” vials of local anesthetics (bupivicaine) where TXA was inadvertently administered
intrathecally resulting in deaths or major neurologic injuries.”” These errors were not identiifed
in the WOMAN trial but there have been several such errors in obstetric cases reported to
SOAP (personal communication, Alex Butwick, MD).

Where should TXA fit in a hemorrhage management protocol?
Again, we consider TXA to be an adjunctive treatment and NOT a primary treatment for PPH.
The exact placement in your facility’s hemorrhage protoco! will depend on local resources; our
preliminary recommendations suggest use of TXA if:
e Bleeding continues after higher dose oxytocin and methergine have been administered
(end of CMQCC Hemorrhage Stage 1), or
¢ Additional interventions (e.g. Hemabate® or compression balloons) are being considered
(beginning of CMQCC Hemorrhage Stage 2).

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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e TXA should be considered for inclusion in the unit OB Hemorrhage medication kit for
rapid accessibility. Restriction to a hemorrhage medication kit may reduce the risk of
look-alike drug error (specifically do not put TXA in same place as local anesthetics).
Another approach is to clearly label vials of TXA as “NOT FOR NEURAXIAL
ADMINISTRATION” to limit the likelihood of inadvertent wrong site administration.

e Fibrinogen replacement (e.g. cryoprecipitate ) in the setting of fibrin breakdown is most
effective if given AFTER administration of TXA (but don't delay blood products to
administer TXA if the clinical condition calls for transfusion).

Important points of emphasis:

» A serious postpartum hemorrhage requires “many hands” and there is concern for “task
saturation” (many things to be done at the same time by a limited number of people),
Your hospital protocol should emphasize that 1) usual initial treatment steps need to be
undertaken first (and not delayed for TXA administration), 2) as TXA is an additional
step, it is important to ensure that enough staff are mobilized, and that 3) TXA should be
a formal part of the PPH protocol so the staff is familiar and organized in its use.

* Dosing limits should be respected; the TXA dose that has been shown to be safe and
effective for limiting OB hemorrhage is 1gm that may be repeated ONCE at 30 minutes.

e The WOMAN trial clearly demonstrated that TXA is most effective when given within 3
hours of hemorrhage diagnosis, hence the recommendation that it be considered
relatively early in the hemorrhage protocol.

Intravenous Administration (from PDR)

* TXA solution for intravenous use contains 100mg per mi. can be used as slow 1V injection
or diluted within a 50 or 100ml IV piggyback to be given as an intravenous infusion.

¢ To avoid hypotension, administer at a rate not to exceed 100 mg per minute. (i.e 1gm
over 10 minutes)

* Prepare the same day the solution is to be used; discard any remaining solution after
single-use.

e May be mixed with most solutions for infusion such as electrolyte, carbohydrate, amino
acid, and dextran solutions.

e Do not add heparin to injection or mix with blood; do not mix with solutions containing
penicillin.

Renal Failure/Renal Impairment Cautions (from PDR)

Use tranexamic acid cautiously in patients with renal impairment or renal failure;
elimination may be significantly delayed in these patients. Tranexamic acid is eliminated
primarily via the kidneys by glomerular filtration with >95% excreted unchanged in the
urine. Dosage adjustment in patients with renal impairment are required (see Dosage
recommendations in the PDR). Patients with renal impairment should be observed
carefully for signs and symptoms of toxicity (e.g., thromboembolism) during tranexamic
acid therapy.

Note: for the low doses described for PPH (1gm 1V infusion with a single repeat does of
1gm) toxicity has not been described even in the setting of renal impairment.

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Experience of TXA Usage in France and United Kingdom
TXA has been used for PPH for many years in France and the United Kingdom. Discussions
with colleagues leading national obstetric safety programs in those countries (UK-
NPEU/MBRRACE and France-INSERM and AUDIPOG)* identified similar usage between
the two countries and is described below (July 2017, personal communications, Elliott
Main, MD):

1. TXA 1gm is usually administered after routine first line PPH drugs have not controlled
the bleeding but before the need for blood products and/or additional procedures
(similar to the position in the CMQCC hemorrhage treatment protocol recommended
above).

2. 1gm TXA diluted into a 50ml or 100mi saline bag is usually administered by an
anesthesiologist (if involved) or by a nurse and usually as an intravenous drip over 10-
30 minutes. The solution is commonly made up by the anesthesiologist or nurse with a
double check of the label.

3. The undiluted solution of 10mi (1 gm) TXA can also be administered by slow IV push
over 10 minutes.

July 24, 2017

CMAQCC Hemorrhage Update Committee:
Elfiott Main, MD , Chair
Alex Butwick , MBBS
Maurice L Druzin, MD
William Gilbert, MD
Jed Gorlin, MD
Neeru Gupta, MD
David Lagrew, MD
Richard Lee, MD
Evelyn Lockhart, MD
Audrey Lyndon, RN PhD
Jennifer McNulty, MD
Mark Rollins, MD PhD
Christa Sakowski, CNM
Larry Shields, MD

1 WOMAN Trial Collaborators. Effect of early tranexamic acid administration on mortality,
hysterectomy, and other morbidities in women with post-partum haemorrhage (WOMAN):
an international, randomised, double-blind, placebo-controlled trial. Lancet. 2017 May
27;389(10084):2105-2116.

2Yeh HM, Lau HP, Lin PL, et al. Convulsion and refractory ventricular fibrillation after intrathecal
administration of a massive dose of tranexamic acid. Anaesthesiology 2003;98:270-2.

* Garcha PS, Mohan CV, Sharma RM. Death after an inadvertent intrathecal injection of
franexamic acid. Anesth Analg. 2007 Jan;104(1):241-2.

* UK NPEU/MBRRACE is the UK National Perinatal Epidemiology Unit and the section that
oversees the confidential enquiries into maternal deaths; INSERM is the French equivalent
to the NIH; AUDIPOG is a national data-driven OB quality improvement program in France

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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WHO recommendation on tranexamic acid for the treatment of postpartum haemorrhage

ISBN 978-92-4-155015-4

© World Health Organization 2017

Some rights reserved. This work is available under the Creative Commons Attribution-NonCommercial-
ShareAlike 3.0 IGO licence (CC BY-NC-SA 3.0 IGO; https://creativecommons.org/licenses/by-nc-sa/3.0/

igo).

Under the terms of this licence, you may copy, redistribute and adapt the work for non-commercial
purposes, provided the work is appropriately cited, as indicated below. In any use of this work, there
should be no suggestion that WHO endorses any specific organization, products or services. The use of
the WHO logo is not permitted. If you adapt the work, then you must license your work under the same
or equivalent Creative Commons licence. If you create a translation of this work, you should add the
following disclaimer along with the suggested citation: “This transtation was not created by the World
Health Organization (WHO). WHO is not responsible for the content or accuracy of this translation. The
original English edition shall be the binding and authentic edition”.

Any mediation relating to disputes arising under the licence shall be conducted in accordance with the
mediation rules of the World Intellectual Property Organization.

Suggested citation. WHO recommendation on tranexamic acid for the treatment of postpartum
haemorrhage. Geneva: World Health Organization; 2017. Licence: CC BY-NC-SA 3.0 IGO.

Cataloguing-in-Publication (CIP) data. CIP data are available at http://apps.who.int/iris.

Sales, rights and licensing. To purchase WHO publications, see http://apps.who.int/bookorders. To

submit requests for commercial use and queries on rights and licensing, see http://www.who.int/about/
licensing.

Third-party materials. If you wish to reuse material from this work that is attributed to a third party, such
as tables, figures or images, it is your responsibility to determine whether permission is needed for that
reuse and to obtain permission from the copyright holder. The risk of claims resulting from infringement
of any third-party-owned component in the work rests solely with the user.

General disclaimers. The designations employed and the presentation of the material in this publication
do not imply the expression of any opinion whatsoever on the part of WHO concerning the legal status of
any country, territory, city or area or of its authorities, or concerning the delimitation of its frontiers or
boundaries. Dotted and dashed lines on maps represent approximate border lines for which there may not
yet be full agreement.

The mention of specific companies or of certain manufacturers’ products does not imply that they are
endorsed or recommended by WHO in preference to others of a similar nature that are not mentioned.
Errors and omissions excepted, the names of proprietary products are distinguished by initial capital
letters.

All reasonable precautions have been taken by WHO to verify the information contained in this
publication. However, the published material is being distributed without warranty of any kind, either
expressed or implied. The responsibility for the interpretation and use of the material lies with the
reader. In no event shall WHO be liable for damages arising from its use.
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Executive Su

ry
introduction

Postpartum haemorrhage (PPH) is commonly defined as a blood loss of 500 ml or
more within 24 hours after birth, and it affects about 5% of all women giving birth
around the world. Globally, nearly one quarter of all maternal deaths are associated
with PPH, and in most low-income countries it is the main cause of maternal
mortality.

Improving care for women around the time of childbirth to prevent and treat PPH
is a necessary step towards achievement of the health targets of the Sustainable
Development Goals (SDGs). Efforts to prevent and reduce PPH-associated morbidity
and mortality can reduce the profound inequities in maternal health globally.

To achieve this, healthcare providers, health managers, policy makers and other
stakeholders need up-to-date and evidence-based recommendations to inform
clinical policies and practices.

In 2017, the Executive Guideline Steering Group (GSG) on WHO maternal and
perinatal health recommendations prioritized the updating of the existing WHO
recommendation on the use of tranexamic acid (TXA) for PPH treatment in response
to important new evidence on this intervention. This updated recommendation thus
supersedes the previous recommendation on TXA for PPH treatment, which was
issued in the 2012 WHO recommendations on prevention and treatment of PPH.

Target audience

The primary audience includes health professionals who are responsible for
developing national and local health protocols (particularly those related to PPH)
and those directly providing care to pregnant women and their newborns, including
midwives, nurses, general medical practitioners, obstetricians, managers of
maternal and child health programmes, and relevant staff in ministries of health, in
all settings.

Guideline development methods

The updating of this recommendation was guided by standardized operating pro-
cedures in accordance with the process described in the WHO handbook for guide-
line development. The recommendation was initially developed using this process,
namely (i) identification of the priority question and critical outcomes, (ii) retrieval
of the evidence, (iii) assessment and synthesis of evidence, (iv) formulation of the
recommendation, and (v) planning for the dissemination, implementation, impact
evaluation and updating of the recommendation.

The scientific evidence supporting the recommendation was synthesized using the
Grading of Recommendations, Assessment, Development, and Evaluation (GRADE)
approach. The systematic review was used to prepare evidence profiles for the pri-
oritized question. WHO convened an online technical consultation on 29 August 2017
where an international group of experts - the Guideline Development Group (GDG) -
formulated and approved the recommendation.
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Recommendation

The WHO technical consultation adopted one recommendation related to the use
of TXA for the treatment of PPH. In formulating the recommendation, the GDG
reviewed the balance between desirable and undesirable effects of TXA and overall
quality of supporting evidence, values and preferences of stakeholders, resource
requirements and cost-effectiveness, acceptability, feasibility and equity. To
ensure that the recommendation is correctly understood and applied in practice,
the contributing experts provided additional remarks. Guideline users should

refer to these remarks, as well as to the evidence summary, if there is any doubt
as to the basis for the recommendation and how best to implement it. The WHO
recommendation on TXA for treatment of PPH is summarized in Table 1 below.

Table 1: Updated WHO recommendation on tranexamic acid for the treatment of postpartum
haemorrhage

» Based on the dosing regimen used in the WOMAN trial, the GDG supports the administration of
tranexamic acid (TXA) at a fixed dose of 1 g (100 mg/ml) intravenously (IV) at 1 ml per minute (i.e.
administered over 10 minutes), with a second dose of 1 g IV if bleeding continues after 30 minutes, or if
bleeding restarts within 24 hours of completing the first dose.

»  The WOMAN trial defined “clinically diagnosed postpartum haemorrhage” as clinically estimated blood
loss of more than 500 ml after a vaginal birth or 1000 ml after caesarean section, or any blood loss
sufficient to compromise haemodynamic stability.

« Based on evidence from the WOMAN trial, the reference point for the start of the 3-hour window for
starting TXA administration is time of birth. If time of birth is unknown, the best estimate of time of
birth should be used as the reference point. As most deaths due to postpartum haemorrhage (PPH) occur
within the first 2 to 3 hours after birth, it is critical that TXA is given as soon as possible to achieve
clinical benefits.

«  Analysis of the effects of timing of administration in the WOMAN trial, as well as an individual participant
data (IPD) meta-analysis of 40 138 bleeding patients (including WOMAN trial participants), indicates that
TXA administration beyond 3 hours does not confer any clinical benefit. Furthermore, the point estimates
of effect of TXA use beyond 3 hours on death for trauma or after PPH were both in the direction of
harm, albeit not statistically significant for women with PPH. In view of this evidence, the GDG does not
support the use of TXA more than 3 hours after birth.

» Administration of TXA should be considered as part of the standard PPH treatment package. Standard
care in the context of this recommendation includes routine care for PPH treatment, including fluid
replacement, medical (uterotonics), monitoring of vital signs, nonsurgical (e.g. bimanual compression,
intrauterine balloon tamponade, nonpneumatic antishock garment, aortic compression) and surgical
interventions (e.g. brace sutures, arterial ligation, or hysterectomy) in accordance with WHO guidelines
or adapted local PPH treatment protocols.

«  TXA should be used in all cases of PPH, regardless of whether the bleeding is due to genital tract trauma
or other causes.

*  The use of TXA should be avoided in women with a clear contraindication to antifibrinolytic therapy
(including TXA) (e.g. a known thromboembolic event during pregnancy).

« This recommendation applies only to IV use. The evaluation of benefits and potential harms of other
routes of TXA administration is a research priority.

¢ Regardless of the level of health system resources, TXA should be recognized as a life-saving intervention
and be made readily available for the management of PPH in settings where emergency obstetric care is
provided.
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PPH is commonly defined as a blood loss of 500 ml or more within 24 hours after
birth, and affects about 5% of all women giving birth around the world."? Globally,
nearly one quarter of all maternal deaths are associated with PPH, and in most low-
income countries it is the main cause of maternal mortality.*

Severe PPH is generally defined as a blood loss of 1000 ml or more after birth.
Severe maternal health conditions, such as organ dysfunction or death, generally
occur following substantial blood loss that compromises maternal haemodynamic
stability. Uterine atony is the most common cause of PPH and a leading cause of
maternal mortality worldwide.? Genital tract trauma (that is, vaginal or cervical
lacerations), uterine rupture, retained placental tissue, or maternal bleeding
disorders are frequently associated with PPH. Although the majority of women
presenting with PPH have no identifiable risk factor, grandmultiparity, prolonged
labour and multiple gestation are obstetric conditions that are associated with an
increased risk of bleeding after birth.* In addition, anaemia is a common aggravating
factor.

The majority of PPH-associated deaths could be avoided by the use of prophylactic
uterotonics during the third stage of labour and appropriate treatment. Thus,
improving health care for women during childbirth to prevent and treat PPH is

a necessary step towards achievement of the health targets of the Sustainable
Development Goals (SDGs). Furthermore, 99% of all maternal deaths occur in low-
and middle-income countries (LMICs). Efforts to prevent and reduce PPH-associated
morbidity and mortality can thus reduce the profound inequities in maternal health
globally. In support of this, health workers at all levels of care (particularly in LMICs)
need to have access to appropriate medications and training in relevant procedures.
Healthcare providers, health managers, policy-makers and other stakeholders also
need up-to-date, evidence-based recommendations to inform clinical policies and
practices, in order to enable improved healthcare outcomes.

In 2012, WHO published 32 recommendations for the prevention and treatment

of PPH, including a recommendation on the use of TXA for treatment of PPH.>
These recommendations were developed according to WHO guideline development
standards, including synthesis of available research evidence, use of the GRADE
methodology, and formulation of recommendations by a guideline panel of
international experts.

In 2017, the Executive GSG on WHO maternal and perinatal health recommendations
prioritized the updating of the existing WHO recommendation on the use of TXA

for PPH treatment in response to important new evidence on this question. This
updated recommendation thus supersedes the previous recommendation on TXA

for PPH treatment, issued in the 2012 WHO recommendations on prevention and
treatment of PPH.

Rationale and objectives

TXA is a competitive inhibitor of plasminogen activation, and it can reduce bleeding
by inhibiting the enzymatic breakdown of fibrinogen and fibrin clots.¢ It is in routine
clinical use for reduction of blood loss in surgery and trauma, and it is listed on the
WHO Essential Medicines List for management of anticoagulation.” At the time of
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the GDG meeting on prevention and treatment of PPH in March 2012, there was no
direct evidence on the effectiveness and safety of TXA when used for treatment of
PPH. The GDG conditionally recommended the use of TXA for the treatment of PPH
only when uterotonics fail to control the bleeding or when the bleeding is thought
to be partly due to trauma. The GDG noted that a large, randomized controlled trial
- the World Maternal Antifibrinolytic (WOMAN) trial examining the effect of early
administration of TXA on mortality, hysterectomy, and other morbidities in women
with clinically diagnosed PPH - was ongoing.® The WOMAN trial has now concluded,
and the primary findings were published in April 2017.° In light of this new evidence,
the Executive GSG prioritized the updating of the recommendation on TXA use for
PPH treatment.

As part of WHO’s normative work on supporting evidence-informed policies

and practices, the Department of Reproductive Health and Research (RHR) has
now updated the recommendation on the use of TXA for treatment of PPH. This
recommendation provides a foundation for the sustainable implementation of the
intervention globally.

Target audience

The primary audience includes health professionals who are responsible for
developing national and local health guidelines and protocols (particularly those
related to PPH) and those directly providing care to women during labour and
childbirth, including midwives, nurses, general medical practitioners, obstetricians,
managers of maternal and child health programmes and relevant staff in ministries
of health, in all settings.

This recommendation will also be of interest to professional societies involved in the
care of pregnant women, nongovernmental organizations concerned with promotion
of people-centred maternal care, and implementers of maternal and child health
programmes.

Scope of the recommendation

The question for this recommendation was: in women with PPH (P), does
administration of TXA for PPH treatment (I) compared to placebo, no treatment or
other treatments (C), improve outcomes (0)? If so, what is the most appropriate
period to administer TXA to improve outcomes? The population affected by this
recommendation includes women who experience PPH in low-, middle- or high-
income settings.

2. Methods

This recommendation is an update of the existing recommendation relating to TXA
use for PPH treatment, published in the WHO recommendations for prevention and
treatment of postpartum haemorrhage (2012).°

The recommendation was first developed using standardized operating procedures
in accordance with the process described in the WHO handbook for guideline
development.™ In summary, the process included: (i) identification of the priority
question and critical outcomes, (ii) retrieval of the evidence, (iii) assessment and
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synthesis of evidence, (iv) formulation of the recommendation, and (v) planning
for the dissemination, implementation, impact evaluation and updating of the
recommendation. The WHO recommendation on TXA use for treatment of PPH was
identified by the Executive GSG as a high priority for updating in response to new,
important evidence on this question.

The updating of this recommendation involved five main groups to guide the
process, with their specific roles as described in the following sections.

Contributors to the guideline
Executive Guideline Steering Group (Executive G5G)

The Executive GSG is an independent panel of external experts and relevant
stakeholders from the six WHO regions. This group advises WHO on the prioritization
of new and existing questions in maternal and perinatal health for recommendation
development or updating.

WHO Steering Group

The WHO Steering Group, comprising WHO staff members from the Departments

of Reproductive Health and Research (RHR) and Maternal, Newborn, Child and
Adolescent Health (MCA), managed the updating process. The Group drafted the key
recommendation question in PICO format, identified the systematic review team and
guideline methodologist, as well as the guideline development and external review
groups. In addition, the WHO Steering Group supervised the retrieval and syntheses
of evidence, organized the Guideline Development Group meeting, drafted and
finalized the guideline document, and managed the guideline dissemination,
implementation and impact assessment. The members of the Steering Group are
presented in Annex 1.

Guideline Development Group

The WHO Steering Group identified a pool of approximately 50 experts and relevant
stakeholders from the six WHO regions to constitute the WHO Maternal and Perinatal
Health Guideline Development Group (MPH-GDG). This is a diverse group of experts
who are skilled in critical appraisal of research evidence; implementation of
evidence-based recommendations; guideline development methods; and clinical
practice, policy and programmes relating to maternal and perinatal health. Members
of the MPH-GDG are identified in a way that ensures geographic representation

and gender balance, and there were no significant conflicts of interest. Members’
expertise cuts across thematic areas within maternal and perinatal health.

From the MPH-GDG pool, 14 external experts and relevant stakeholders were
invited to constitute the Guideline Development Group (GDG) for updating this
recommendation. This wasis a diverse group of individuals with expertise in PPH
research, guideline development methods, and clinical policy and programmes
relating to PPH prevention and treatment.

The GDG members convened for this recommendation were selected in a way
that ensured geographic representation and gender balance, and there were no
important conflicts of interest. The Group appraised the evidence that was used
to inform the recommendation, advised on the interpretation of this evidence,
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formulated the final recommendation based on the draft prepared by the Steering
Group, and reviewed and approved the final document. The members of this Group
are presented in Annex 1.

External Review Group

This Group included five technical experts with sufficient interest in the provision
of evidence-based obstetric care. None of its members declared a conflict of
interest. The Group reviewed the final document to identify any errors of fact

and commented on clarity of the language, contextual issues and implications

for implementation. The Group ensured that the decision-making processes have
considered and incorporated contextual values and preferences of potential users
of the recommendations, healthcare professionals and policy makers. They did not
change the recommendation that was formulated by the GDG. The members of the
External Review Group are presented in Annex 1.

Systematic review team and guideline methodologists

A Cochrane systematic review on this question was initiated, supported by the
Cochrane Pregnancy and Childbirth Group. The WHO Steering Group reviewed and
provided input into the protocol, and it worked closely with the Cochrane Pregnancy
and Childbirth Group to appraise the evidence using the GRADE methodology. A
representative of the Cochrane Pregnancy and Childbirth Group attended the GDG
meeting to provide an overview of the available evidence and GRADE tables and to
respond to technical queries from the GDG.

External partners and observers

Representatives of the United States Agency for International Development (USAID),
the Maternal and Child Survival Programme (MCSP)/Jhpiego, the Bill & Melinda
Gates Foundation (BMGF), the International Confederation of Midwives (ICM), the
International Federation of Gynecology and Obstetrics (FIGO) and Gynuity Health
Projects participated in the GDG meeting as observers. These organizations, with

a long history of collaboration with the RHR Department in guideline dissemination
and implementation, are implementers of the updated recommendation. In
addition, one of the WOMAN trial co-ordinators from the London School of Hygiene
and Tropical Medicine (LSHTM) provided an overview of the conduct and findings of
the WOMAN trial and responded to questions from the GDG, but did not participate
in GDG deliberations nor revision of the recommendation. The list of observers who
participated in the final technical consultation is presented in Annex 1.

identification of gritical outcomes

The critical and important outcomes were aligned with the prioritized outcomes
from the WHO recommendations on prevention and treatment of PPH (2012).5 These
outcomes were initially identified through a search of key sources of relevant,
published, systematic reviews and a prioritization of outcomes by the 2012 GDG
panel. During the updating of this recommendation, a further two outcomes were
identified by the WHO Steering Group and the GDG as critical outcomes for this
question: namely, maternal death (all causes) and maternal death due to bleeding.
Thus, a total of 13 outcomes were rated as ‘critical’ and nine outcomes were

rated as ‘important’ for this question. All outcomes were included in the scope of
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this document for evidence searching, retrieval, grading and formulation of the
recommendation. The list of critical and important outcomes is provided in Annex 2.

Evidence identification and retrieval

A Cochrane systematic review on the efficacy of TXA for PPH treatment was initiated
by the Cochrane Pregnancy and Childbirth Group, as an offshoot of the existing
Cochrane review of treatment for PPH." This systematic review'? was the primary
source of evidence for this recommendation.

Randomized, controlled trials relevant to the key question were screened by the
review authors, and data on relevant outcomes and comparisons were extracted
into Review Manager (RevMan) software. The RevMan file was retrieved from

the Cochrane Pregnancy and Childbirth Group and customized to reflect the key
comparisons and outcomes (those that were not relevant to the recommendation
were excluded). Then the RevMan file was exported to GRADE profiler software
(GRADEpro) and GRADE criteria were used to critically appraise the retrieved
scientific evidence. Finally, evidence profiles (in the form of GRADE tables) were
prepared for comparisons of interest, including the assessment and judgements for
each outcome, and the estimated risks.

Quality assessment and grading of the evidence

The quality assessment of the body of evidence for each outcome was performed
using the GRADE approach.' Using this approach, the quality of evidence for each
outcome was rated as ‘high’, ‘moderate’, ‘low’ or ‘very low’ based on a set of
established criteria. The final rating of quality of evidence was dependent on the
factors briefly described below.

Study deslgn Embtations The risk of bias was first examined at the level of
individual study and then across studies contributing to the outcome. For
randomized trials, quality was first rated as ‘high’ and then downgraded by one
(‘moderate’) or two (‘low’) levels, depending on the minimum quality criteria met
by the majority of the studies contributing to the outcome.

Inconsistency of the results The similarity in the results for a given outcome
was assessed by exploring the magnitude of differences in the direction and

size of effects observed from different studies. The quality of evidence was not
downgraded when the directions of the findings were similar and confidence limits
overlapped, whereas quality was downgraded when the results were in different
directions, and confidence limits showed minimal or no overlap.

Inclirectness The quality of evidence was downgraded when there were serious or
very serious concerns regarding the directness of the evidence, that is, whether
there were important differences between the research reported and the context
for which the recommendation was being prepared. Such differences were related,
for instance, to populations, interventions, comparisons or outcomes of interest.

imprecision This assessed the degree of uncertainty around the estimate of effect.
As this is often a function of sample size and number of events, studies with
relatively few participants or events, and thus wide confidence intervals around
effect estimates, were downgraded for imprecision.
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Publication blas Quality rating could also be affected by perceived or statistical
evidence of bias to underestimate or overestimate the effect of an intervention as
a result of selective publication based on study results. We considered downgrading
evidence by one level for strong suspicion of publication bias.

Formulation of recommendations

The WHO Steering Group used the evidence profiles to summarise evidence

on effects of TXA on the prespecified outcomes. The evidence summary and
corresponding GRADE tables, other related documents for assessment of values
and preferences, resource requirements and cost-effectiveness, acceptability,
feasibility and equity were provided in advance to members of the GDG. The GDG
members and other participants were then invited to attend an online technical
consultation (see Annex 1 for the list of participants) organized by the Steering
Group in Geneva, Switzerland, on 29 August 2017. During the technical consultation,
the GDG members reviewed and discussed the balance between desirable and
undesirable effects of TXA and the overall quality of supporting evidence, values
and preferences of stakeholders, resource requirements and cost-effectiveness,
acceptability, feasibility and equity, before finalizing the recommendation and
remarks.

Declaration of interests by external contributors

According to WHO regulations, all experts must declare their relevant interests

prior to participation in WHO guideline development processes and meetings. All
GDG members were therefore required to complete a standard WHO Declaration

of Interest (DOI) form before engaging in the guideline development process and
before participating in the guideline-related meeting. The WHO Steering Group
reviewed all declarations before finalizing the experts’ invitations to participate.
Where any conflict of interest was declared, the Steering Group determined whether
such conflicts were serious enough to affect objective judgement of the expert on
the guideline development process and recommendation. To ensure consistency,

the Steering Group applied the criteria for assessing the severity of conflict of
interests in the WHO Handbook for Guideline Development for all experts. All
findings from the received DOI statements were managed in accordance with the
WHO DOl guidelines on a case-by-case basis and communicated to the experts.
Where a conflict of interest was not considered significant enough to pose any risk
to the guideline development process or reduce its credibility, the experts were only
required to openly declare such conflict at the beginning of the GDG meeting, and
no further actions were taken.

Annex 3 shows a summary of the DOI statements, and how declared conflicts of
interest were managed by the Steering Group.

Decision-making during the technical consultation

During the technical consultation, the GDG reviewed and discussed the evidence
summary and sought clarifications. In addition to evaluating the balance between
desirable and undesirable effects of TXA and the overall quality of the evidence, the
GDG applied additional criteria based on the GRADE evidence-to-decision framework
to determine the direction and strength of the recommendation. These criteria
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included values of stakeholders, resource implications, acceptability, feasibility

and equity. Considerations were based on the experience and opinions of members
of the GDG and supported by evidence from a literature search where available.
However, specific systematic reviews of evidence (for example, qualitative evidence
synthesis or detailed economic evaluation) were not performed to inform discussions
on these criteria. Evidence-to-decision tables were used to describe and synthesize
these considerations.

The decision was based on consensus defined as the agreement by three quarters
or more of the participants. None of the GDG members expressed opposition to the
recommendation.

Document preparation

Prior to the online technical consultation, the WHO Steering Group prepared a draft
version of the GRADE evidence profiles, evidence summary and other documents
relevant to the deliberation of the GDG. The draft documents were made available
to the participants of the technical consultation two weeks before the meeting for
their comments. During the meeting, these documents were modified in line with
the participants’ deliberations and remarks. Following the meeting, members of
the WHO Steering Group drafted a full guideline document to accurately reflect

the deliberations and decisions of the participants. The draft document was sent
electronically to GDG members and the External Review Group for final review and
approval.

Feer review

The final document was sent to five external independent experts who were not
involved in the guideline panel for peer review. The WHO Steering Group evaluated
the inputs of the peer reviewers for inclusion in this document. After the technical
consultation and peer review, the modifications made by the WHO Steering Group
to the document were limited to correction of factual errors and improvement in
language to address any lack of clarity.

3. Evidence and reco endation

The following section outlines the recommendation and the corresponding narrative
summary of evidence for the prioritized question. The GRADE table is presented

in Annex 5. The evidence-to-decision table, summarizing the balance between
desirable and undesirable effects and the overall quality of the supporting evidence,
values and preferences of stakeholders, resource requirements, cost-effectiveness,
acceptability, feasibility and equity that were considered in determining the
strength and direction of the recommendation, is presented in Annex 4.

The following recommendation was adopted by the GDG. Evidence on the
effectiveness of the intervention was derived from one systematic review and was
summarized in GRADE tables (Annex 5). The quality of the supporting evidence was
rated as ‘moderate’ for most critical outcomes. To ensure that the recommendation
is correctly understood and appropriately implemented in practice, additional
‘remarks’ reflecting the summary of the discussion by GDG are included under the
recommendation.

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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» Based on the dosing regimen used in the WOMAN trial, the GDG supports the
administration of tranexamic acid (TXA) at a fixed dose of 1 g (100 mg/ml)
intravenously (IV) at 1 ml per minute (i.e. administered over 10 minutes), with a second
dose of 1 g IV if bleeding continues after 30 minutes, or if bleeding restarts within 24
hours of completing the first dose.

+  The WOMAN Trial defined “clinically diagnosed postpartum haemorrhage” as clinically
estimated blood loss of more than 500 ml after a vaginal birth or 1000 ml after
caesarean section, or any blood loss sufficient to compromise haemodynamic stability.

» Based on evidence from the WOMAN trial, the reference point for the start of the
3-hour window for starting TXA administration is time of birth. If time of birth is
unknown, the best estimate of time of birth should be used as the reference point. As
most deaths due to postpartum haemorrhage occur within the first 2 to 3 hours after
birth, it is critical that TXA is given as soon as possible to achieve clinical benefits.

» Analysis of the effects of timing of administration in the WOMAN trial, as well as an
individual participant data (IPD) meta-analysis of 40 138 bleeding patients (including
WOMAN trial participants), indicates that TXA administration beyond 3 hours does
not confer any clinical benefit. Furthermore, the point estimates of effect of TXA use
beyond 3 hours on death for trauma or after PPH were both in the direction of harm,
albeit not statistically significant for women with PPH. In view of this evidence, the
GDG does not support the use of TXA more than 3 hours after birth.

= Administration of TXA should be considered as part of the standard postpartum
haemorrhage treatment package. Standard care in the context of this recommendation
includes routine care for PPH treatment, including fluid replacement, medical
{uterotonics), monitoring of vital signs, nonsurgical (e.g. bimanual compression,
intrauterine balloon tamponade, nonpneumatic antishock garment, aortic compression)
and surgical interventions (e.g. brace sutures, arterial ligation or hysterectomy) in
accordance with WHO guidelines or adapted local PPH treatment protocols.

»  TXAshould be used in all cases of PPH regardless of whether the bleeding is due to
genital tract trauma or other causes.

» The use of TXA should be avoided in women with a clear contraindication to
antifibrinolytic therapy (including TXA) (e.g. a known thromboembolic event during
pregnancy).

» This recommendation applies only to IV use. The evaluation of benefits and potential
harms of other routes of TXA administration is a research priority.

« Regardless of the level of health system resources, TXA should be recognized as a life-
saving intervention and be made readily available for the management of postpartum
haemorrhage in settings where emergency obstetric care is provided.

A, Review Question

® For women with postpartum haemorrhage (P), does administration of
tranexamic acid in addition to standard care (I) compared to standard care
alone (C), improve outcomes (0)?

O If so, when is the most appropriate period to administer tranexamic acid
to improve outcomes?

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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8. Assessment
Effects of the intervention

What are the anticipated effects of administration of TXA in addition to standard
care for PPH treatment?

Evidence on the use of TXA for treatment of PPH was extracted from a
forthcoming Cochrane systematic review of two trials (20 212 women).'? This
review included trials that compared the use of any fibrinolytic drug with

no treatment in women with PPH. However, no evidence was identified for
interventions other than TXA.

One multicentre trial was conducted in eight obstetric units in France with
recruitment between 2005 and 2008.'* This trial randomized 152 women with

PPH > 800 ml after a vaginal birth. The intervention group received a loading dose
of 4 g TXA mixed with 50 ml saline, administered IV over 1 hour, followed by a
maintenance dose of 1 g/hour for 6 hours. Women in the control group were given
standard care only, as per the routine practice in participating facilities. The
primary outcome was blood loss between randomization and 6 hours.

The second (WOMAN trial) was a multicountry, multicentre, placebo-controlled
randomised trial of 20 060 women in 193 hospitals, across 21 high-, middle- and
low-income countries conducted between March 2010 and April 2016.° The trial
randomized women with clinically diagnosed PPH, defined as clinically estimated
blood loss after a vaginal birth of > 500 ml, or > 1000 ml following a caesarean
section, or any blood loss sufficient to compromise haemodynamic stability and
where the clinician responsible for care was uncertain as to whether or not to use
TXA. In addition to usual care, women in the experimental group were initially
given 1 g TXA IV in a 10 ml solution, at an approximate rate of 1 ml/minute,

as soon as possible after randomization. A second dose was used if bleeding
continued after 30 minutes or if it stopped and restarted within 24 hours after
the first dose. The control arm received placebo (normal saline) using the same
regimen. When the trial protocol was registered, the primary outcome was a
composite of death from all causes or hysterectomy within 42 days. During the
course of the study (but before results were available or any unblinding), the
primary outcome was revised to maternal death due to bleeding, and the sample
size increased.

Evidence regarding this intervention is almost entirely derived from the WOMAN
trial.

Comparfson: THA dn addition to standard care) versus standard care alone

The effects of TXA on critical outcomes for all women with PPH, regardless of
how PPH was defined, the mode of birth or timing of PPH administration, are
described below.

Maternal mortality (all causes): Moderate certainty evidence suggests slightly fewer
deaths in the group receiving TXA although this difference was not statistically
significant (two studies, 20 172 women; 227/10 113 (2.2%) vs 256/10 059 (2.5%);

RR 0.88, 95% Cl 0.74 to 1.05).

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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+ Maternal mortality due to PPH: In both trials, clinicians were asked to record the
primary cause of death. Moderate certainty evidence suggests that deaths that were
considered to be due to bleeding were probably reduced in the TXA group (two studies,
20 172 women, 155/10 113 (1.5%) vs 191/10 059 (1.9%), RR 0.81, 95% Cl 0.65 to 1.00).
The number needed to treat (NNT) to prevent one maternal death due to bleeding is
258 (95% Cl 133.2 to 4051.8).

+  Severe maternal morbidity: The French trial reported multiple organ failure; there
were no events in either arm and very few admissions to intensive care (one study,
152 women, 3/77 (3.9%) vs 5/74 (6.8%), RR 0.58 (95% Cl 0.14 to 2.33). The number of
women suffering any severe morbidity was not reported in the WOMAN trial report,
but specific morbidities were reported. Moderate certainty evidence suggested little
or no difference between groups for any of morbidity outcomes reported (respiratory
failure: RR 0.87, 95% Cl 0.67 to 1.12; seizure: two studies; RR 0.76, 95% Cl 0.49 to
1.20; hepatic failure RR 0.96, 95% CI 0.58 to 1.60; cardiac failure: RR 0.95, 95% CI 0.73
to 1.23; renal failure: two studies; RR 1.09, 95% Cl 0.85 to 1.39).

- Blood products transfusion (all): Moderate certainty evidence suggests there is very
little or no difference between groups for transfusion of blood products, with more
than half of the women in both arms of the WOMAN trial receiving a transfusion (two
studies; RR 1.00, 95% CI 0.97 to 1.03).

Additional blood loss: The French trial reported additional blood loss > 500 ml or

> 1000 ml. Low-quality evidence suggests TXA probably reduces blood loss > 500 mlL
(RR 0.50, 95% Cl 0.27 to 0.93, 151 women). Although the direction of effect was the
same for loss > 1000 ml, the study had insufficient power to demonstrate a difference
between groups (4/77 women versus 8/74).

Additional uterotonics: The vast majority of women in the WOMAN trial received
uterotonics (99.3% vs 99.1%, two studies; RR 1.00, 95% Cl 1.0 to 1.0).

+  Surgical interventions: High or moderate certainty evidence suggests there is
probably little difference between groups for most surgical interventions to control
bleeding (hysterectomy (all): two studies; RR 1.01, 95% Cl 0.88 to 1.17; ligature: RR
0.88, 95% CI 0.74 to 1.05; embolization: RR 0.82, 95% Cl 0.42 to 1.62). High certainty
evidence suggests laparotomy to control bleeding is reduced for women in the TXA
group (0.8% vs 1.3%) (RR 0.64, 95% Cl 0.49 to 0.85) while brace sutures are increased
(RR 1.19, 95% CI 1.01 to 1.41).

+ Invasive nonsurgical interventions: High certainty evidence suggests there is
probably little or no difference in intrauterine tamponade (one study; RR 0.96, 95% Cl
0.87 to 1.06) or manual removal of placenta: (one study; RR 0.95, 95% Ci 0.87 to 1.04).

*  Procedure-related complications: Moderate certainty evidence suggests there
is probably little or no difference between groups for thromboembolic events
(any maternal thromboembolic event: RR 0.88, 95% Cl 0.54 to 1.43; deep venous
thrombosis: two studies; RR 0.62 95% Cl 0.20 to 1.88; pulmonary embolism RR 0.85,
95% Cl 0.44 to 1.61; myocardial infarction: RR 0.66, 95% Ci 0.11 to 3.97; stroke:
RR 1.33, 95% Cl 0.46 to 3.82).

+ Neonatal adverse effects: Available neonatal outcome data were limited (data from
WOMAN trial only). There were no neonatal thromboembolic events and no clear
differences in deaths in breastfed neonates (eight deaths with TXA vs seven deaths
with placebo) in the WOMAN trial.

+  Longer-term outcomes: Available data on longer-term outcomes was limited (data
from the WOMAN trial only). Outcomes in the WOMAN trial were measured up to
hospital discharge or 42 days if still in hospital. There was no information on longer-
term outcomes in women or babies.

»  Subgroup analysis examining treatment effect by mode of birth (vaginal or caesarean)
suggests no clear difference in effect on maternal death (all causes) and maternal
death due to PPH for type of birth (moderate certainty of evidence).

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Comparison: TEA {in addition to standard care) versus standard care alone, by
timing of TXA administration

Evidence for this subgroup comparison was derived from a pre-planned subgroup
analysis of the WOMAN trial.

«  Maternal mortality due to PPH: There are subgroup differences for the timing of drug
administration. Women receiving TXA less than 1 hour after birth had reduced risk of
death from bleeding, but the confidence interval crossed the line of no effect (less
than 1 hour: RR 0.80, 95% CI 0.55 to 1.16). Women receiving TXA 1 to 3 hours after
birth were at reduced risk of death from bleeding (1 to 3 hours: RR 0.60, 95% Cl 0.41
to 0.88) compared with women where more than 3 hours had elapsed before TXA was
administered (more than 3 hours: RR 1.07, 95% Ci 0.76 to 1.51).

- Maternal mortality (all cause): Compared to the control group, women receiving TXA
less than 1 hour after birth had similar risks of death (any cause) (less than 1 hour:
RR 0.98, 95% ClI 0.72 to 1.33), as did women receiving TXA more than 3 hours after
birth (more than 3 hours: RR 1.00, 95% CI 0.75 to 1.33). However, women receiving TXA
1 to 3 hours after birth were at reduced risk of death from all causes (1 to 3 hours:
RR 0.69, 95% Cl 0.49 to 0.96).

+  Death or hysterectomy: Compared to the control group, women receiving TXA less
than 1 hour after birth had similar risks of death or hysterectomy (less than 1 hour:
RR 1.08, 95% CI 0.91 to 1.28), as did women receiving TXA more than 3 hours after
birth (more than 3 hours: RR 1.01, 95% Ci 0.82 to 1.25). However, women receiving TXA
1 to 3 hours after birth were at reduced risk of death or hysterectomy (1 to 3 hours:
RR 0.80, 95% Cl 0.63 to 1.00).

+  Laparotomy for bleeding: Compared to the control group, women receiving TXA less
than 1 hour after birth had reduced risk of laparotomy for bleeding (less than 1 hour:
RR 0.48, 95% CI 0.29 to 0.79), as did women receiving TXA at 1 to 3 hours after birth
{1 to 3 hours: RR 0.54, 95% Cl 0.31 to 0.95). Women receiving TXA more than 3 hours
after birth were not at reduced risk of laparotomy for bleeding (more than 3 hours:
RR 0.89, 95% CI 0.59 to 1.35).

Destrable effects

How substantial are the desirable anticipated effects of TXA + standard care vs
standard care alone?

Undesirable offects

How substantial are the undesirable anticipated effects TXA + standard care vs
standard care alone?

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Cortainty of the svidenge

What is the overall certainty of the evidence of effects?

Additional evidence was obtained from a forthcoming individual patient data
(IPD) on the impact of treatment delay on the effectiveness and safety of
antifibrinolytics in acute, severe haemorrhage.' The IPD meta-analysed 40 138
bleeding patients (with 3 558 deaths recorded) who received TXA or placebo from
WOMAN and CRASH-2 trials combined. The authors reported that deaths from
PPH peaked at 2 to 3 hours after childbirth, and immediate treatment improved
bleeding survival. Treatment delay appears to reduce benefit - the benefit
appears to decrease by 10% for every 15 minutes’ delay, with no benefit seen
after 3 hours. The point estimates of effect of TXA use beyond 3 hours on death
for trauma or after PPH were both in the direction of harm, albeit not statistically
significant for women with PPH.

Yalues and preferences

Is there important uncertainty about, or variability in, how much women value the
main outcomes?

Typically, women, healthcare providers and policy-makers place a higher value
on avoiding a maternal death, even when potentially associated with an increase
in invasive surgical interventions, such as brace sutures. Therefore, women,
healthcare providers and policy-makers in all settings are likely to place a high
value on the reduction in the risk of maternal death due to bleeding. The GDG is
confident that women, healthcare providers and policy-makers in any setting will
invariably place a higher value on this benefit, compared to any inconvenience
(or drawbacks) that TXA use might cause to the woman, her baby or the health
system. Stakeholders with different values in different contexts are unlikely to
make different decisions when presented with these choices.

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Balance of effects

Does the balance between desirable and undesirable effects favour use of TXA in
addition to standard care (intervention) or standard care alone (comparison)?

There is evidence that TXA is probably beneficial in reducing maternal deaths

due to bleeding and reducing the need for laparotomy to stop bleeding. Early
treatment appears to optimize benefit. There does not appear to be evidence of
maternal or newborn harms, or significant side-effects. While no difference in
newborn thromboembolic events were seen, in the WOMAN trial most women and
babies were followed until discharge from the health facility, thus this evidence is
more likely representative of the first few days after birth.

#avaurs "EXA

Resources required

What are the resource requirements for administering TXA in addition to standard
care for PPH treatment?

i None of the studies included in the Cochrane systematic review conducted a
. formal cost-effectiveness analysis.

The use of TXA in addition to standard PPH treatment requires the existence of
healthcare providers who have been trained in how to administer intravenous
drugs.

Training 2 to 3 day practice-based training/practice drills for PPH
management
Supplies 1 to 2 g of TXA (varies between settings, with an approximate

range of $1.00 to $5.70 per g) "
1V infusion set
Syringe/needle/swabs = approximately US50.08 to $0.10

Equipment None required.

Time Average time needed is 10 to 15 minutes for gaining IV access
and administration of the drug (depending on other factors
such as provider skills). However, sufficient time is needed
for monitoring the response of the woman to treatment as
required for all cases of PPH.

Supervision and monitoring :Regular supervision and review by labour ward lead, especially
when first introduced.

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




WHO a'a:-commendégﬁg%g%a%l:%%ﬁ%ﬁ%&@%!: ';:Q'é&%%%?ﬂ?eﬁ&%%;E%@%?&‘?Qa@é CDRH on 4-01-2024

»  TXAis relatively cheap in most contexts, easy to administer, and it is often available
in healthcare settings due to its use in trauma and surgery. Research evidence on cost-
effectiveness can be extrapolated from cost-effectiveness analysis of TXA for bleeding
trauma patients. 16 The study found that administering TXA to bleeding trauma
patients within 3 hours of injury saved an estimated 372, 315 and 755 life-years (LYs)
per 1 000 trauma patients in Tanzania, india and the UK respectively. The cost of giving
TXA to 1 000 patients was $17 483 in Tanzania, $19 550 in India and $30 830 in the
UK. The incremental cost of giving TXA versus not giving TXA was $18 025 in Tanzania,
$20 670 in India and $48 002 in the UK. The estimated incremental cost per LY gained
of administering TXA is $48, $66 and $64 in Tanzania, India and the UK respectively.
Early administration of TXA to bleeding trauma patients is likely to be highly cost-
effective in low-, middle- and high-income settings.

« The use of TXA may also reduce subsequent costs related to surgical procedures for
PPH treatment (such as laparotomy) as well as any complications associated with
surgery.

»  Out-of-pocket costs to individual women might be higher when TXA is added to
standard care for PPH in settings where women incur financial costs for births.

Resource recguiiremsnts

How large are the resource requirements for administering TXA in addition to
standard care for PPH treatment compared to standard care alone?

Certainty of evidence on required resources

What is the certainty of the evidence on costs?

Cost-effectivensess

Does cost-effectiveness favour TXA + standard care or standard care alone?

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Equity

What would be the impact on health equity of TXA administration in addition to
standard care for PPH treatment?

i « Nodirect evidence of the impact of the TXA administration in addition to standard

: care for PPH treatment on equity was found. However, indirect evidence from a review
of barriers and facilitators to facility-based birth indicates that poor quality of care,
as evident by poor birth outcomes, is probably a significant barrier to the uptake of
facility birth by women in LMICs."

» The 2015 WHO State of Inequality report indicates that women who are poor, least-
educated, and reside in rural areas have lower health intervention coverage and
worse health outcomes than more advantaged women.'® Therefore, reducing maternal
deaths due to bleeding through scaling up of TXA for PPH treatment could have a
positive impact on health equity and improve outcomes among disadvantaged women,
especially in LMICs where these women are at significantly higher risk of PPH-related
maternal deaths.

» Reducing the need for expensive, life-saving surgical interventions (such as laparotomy
to stop bleeding in women with vaginal birth) through an IV medication would probably
reduce inequities, especially in contexts where health services are covered through
out-of-pocket means.

creased

L . . imp

Acceptability

Is TXA (in addition to standard care) acceptable to key stakeholders (women and
healthcare providers) for PPH treatment?

The intervention is likely to be acceptable to both women and healthcare pro-
viders. TXA is administered in adequately equipped health facilities (providing
emergency obstetric care) by a skilled healthcare provider via a standard IV
infusion over a short period of time. There is no evidence of adverse maternal or
neonatal effects. The balance between benefits and harms suggests that TXA will
be acceptable to key stakeholders (women, providers and policy makers) across
settings. An incremental cost with substantial benefits in terms of saving lives
would be generally acceptable.

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Feasibitity

Is TXA feasible to implement in addition to standard care for PPH treatment?

The use of IV TXA for treatment of PPH in healthcare facilities was regarded
by the GDG as feasible. Standard IV infusion equipment is required, as well

as healthcare providers with sufficient training to safely administer IV bolus
infusions (similar to oxytocin infusion). Many hospitals already have access to
TXA due to its common use for trauma and surgery. Available preparations are
compatible with recommended dosing regimens for PPH treatment. In many
healthcare facilities (including in LMICs) no (or minimal) additional resources,
infrastructure or training is required to commence using TXA for this indication.
Administration of TXA should be relatively easy to integrate into standard PPH
treatment packages. It is listed on the WHO Model List of Essential Medicines
under medicines affecting coagulation.

The successful implementation of the WOMAN trial in 193 hospitals in 21
countries, which recruited over 20 000 women, in itself can be considered a
potential demonstration of the feasibility of implementing this intervention.’ The
pragmatic nature of the trial, coupled with the variations in the capacities of
participating institutions (from low to very high) also supports feasibility across
low-, middle- and high-income settings. These hospitals are likely to implement a
recommendation of TXA easily.

However, given that evidence currently supports IV TXA for treatment, the
intervention may not be feasible in settings where IV administrations are
restricted to doctors working in high-level or referral facilities.

esearch implications

« The GDG identified that further research on the use of TXA for PPH is a priority.
While the large, multicountry WOMAN trial has assessed the benefits and harms
of IV TXA for PPH treatment, other research priorities include:

«  What are the effects of TXA by other routes of administration (for example,
oral, intramuscular, topical, buccal) when used for PPH treatment?

«  What is the cost-effectiveness of TXA when used for PPH treatment?
* What is the optimal dosing regimen of TXA for PPH treatment?

+  What are the longer-term effects (on women and breastfed newborns) of TXA
when used for PPH treatment?

«  What are the effects of oral or intravenous TXA when used for PPH prevention? '

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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ination and i
iendation

Dissemination and implementation of the recommendation is to be considered by
all actors involved in the provision of care for pregnant women at the international,
national and local levels. There is a vital need to increase access and strengthen
the capacity of health centres to provide high quality services for all women

giving birth. It is therefore crucial that this recommendation is translated into PPH
treatment packages and programmes at country and health-facility levels.

plementation of

Recommendation dissemination and evaluation

The recommendation will be disseminated through WHO regional and country
offices, ministries of health, professional organizations, WHO collaborating centres,
other United Nations agencies and nongovernmental organizations, among others.
This recommendation will be also available on the WHO website and in the WHO
Reproductive Health Library. To increase awareness of the recommendation, a short
commentary will be published in a peer-reviewed journal. The recommendation
will be also disseminated during meetings or scientific conferences attended by
WHO staff. The executive summary will be translated into the six UN languages and
disseminated through the WHO regional offices. Technical assistance will be provided
to any WHO regional office willing to translate the full recommendation into any of
the six UN languages.

implementation considerations

The successful introduction of evidence-based policies (related to the prevention
and management of PPH) into national programmes and healthcare services depends
on well planned and participatory, consensus-driven processes of adaptation and
implementation. These processes may include the development or revision of
existing national guidelines or protocols based on this document. TXA should be
included as part of the standard package for PPH treatment. It should therefore be
available at all times in the labour room of facilities providing emergency obstetric
care.

Due consideration should be given to any specific manufacturer’s instructions on
precautions and contraindications. TXA for injection may be mixed with most
solutions for infusion, such as electrolyte solutions, carbohydrate solutions, amino
acid solutions and dextran solutions.? TXA should be administered as a bolus IV
injection over 10 minutes, as there is a potential risk of transient lowering of blood
pressure. TXA should not be mixed with blood for transfusion, solutions containing
penicillin or mannitol.? It can be administered via the same IV cannula used for IV
hydration or uterotonic administration.

An enabling environment should be created for the use of TXA (for example, by
widening its availability) in order to support changes in the behaviour of healthcare
practitioners to enable the use of evidence-based practice. This includes technical
support for local guideline implementers in the development of training manuals,
flowcharts and quality indicators as well as their participation in stakeholders’
meetings. Local professional societies play important roles in this process, and an
inclusive and participatory process should be encouraged.

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Health facilities where emergency obstetric care is provided need to have the
necessary supplies and equipment, as well as the necessary training for staff
attending births, so that TXA can be administered safely by IV infusion. The shelf
life of TXA is generally three years, and can be stored at room temperature

(15 to 30 degrees Celsius). The opened product must be used immediately. The
manufacturer’s instructions on storage and use, however, should always be given
precedence.

The recommendation should be adapted into locally appropriate documents that are
able to meet the specific needs of each country and health service. Modifications to
the recommendation should be justified in an explicit and transparent manner.

6. Applicability issues

Anticipated impact on the organization of care and
resources

Implementing this evidence-based recommendation can be achieved without
substantive additional resources. The GDG noted that updating training curricula
and providing training on the updated recommendation would increase the
recommendation’s impact and facilitate its implementation. Standardizing PPH
treatment by including this recommendation into existing packages of care can
encourage healthcare provider behaviour change.

Monitoring and evaluating guideline implementation

Implementation should be monitored at the health-service level as part of broader
efforts to monitor and improve the quality of maternal and newborn care. For
example, interrupted time series, clinical audits or criterion-based clinical audits
can be used to obtain relevant data related to the management of PPH. Clearly
defined review criteria and indicators are needed and these could be associated
with locally agreed targets. These can be aligned with the standards and indicators
described in the WHO document Standards for improving quality of maternal and
newborn care in healith faciiities.

In 2012, the GDG of the WHO recommendations on prevention and treatment of
PPH strongly recommended the use of coverage of prophylactic uterotonics as a
process indicator for the monitoring of PPH prevention.® This indicator provides

an overall assessment of adherence to a key recommendation within all of WHO’s
recommendations on PPH prevention and treatment. The use of other locally agreed
and more specific indicators (for example, the assessment of the use of specific
uterotonics or use of TXA for PPH treatment) may be necessary to obtain a more
complete assessment of the quality of care related to the prevention and treatment
of PPH. WHO has developed specific guidance for evaluating the quality of care for
severe maternal complications (including PPH) based on the near-miss and criterion-
based clinical audit concepts.?

In collaboration with the WHO RHR and MCA Departments’ monitoring and evaluation
team, data on country and regional level implementation of the recommendation
will be collected and evaluated in the short- to medium-term to evaluate the
recommendation’s impact on the national policy of individual WHO Member States.

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Information on recommended indicators can also be obtained at the local level by
interrupted time series or clinical audits.

7. Updating the recommendation

The Executive GSG will convene annually to review WHQ’s current portfolio

of maternal and perinatal health recommendations, and to prioritize new and
existing questions for recommendation development and updating. Accordingly,

the recommendation on TXA use for the treatment of PPH will be reviewed and
prioritized by the Executive GSG. In the event that new evidence (that could
potentially impact the current evidence base) is identified, the recommendation
may be updated. If no new reports or information is identified, the recommendation
may be revalidated.

Following publication and dissemination of the updated recommendation, any
concern about validity of the recommendation will be promptly communicated to
the guideline implementers, in addition to plans to update the recommendation.

WHO welcomes suggestions regarding additional questions for inclusion in the
updated recommendation. Please email your suggestions to mpa-info@who.int.

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Annex 2. Critical and important outcomes for
decision-making

For women with postpartum Critical outcomes
haemorrhage (P), does administration
of tranexamic acid in addition to

»  Maternal death (all cause)*
standard care (I) compared to standard { .  Maternal death due to bleeding*
care alone (C), improve outcomes (O)? . Additional blood loss = 500 m
« Additional blood loss > 1000 ml

»  Blood transfusion

« Additional uterotonics

» Invasive nonsurgical interventions

« Surgical interventions (including hysterectomy)
e Maternal temperature 2 40 °C

»  Procedure-related complications

« Infections

»  Severe morbidity

e Maternal transfer

»  Reduction of time from decision-making to implementation

« Availability of drugs and treatment

Important outcomes

» Accuracy in blood loss assessment
»  Mean blood loss

»  Postpartum anaemia

« Additional nonsurgical interventions (e.g. external aortic
compression and compression garments)

«  Artery embolization

» Nausea, vomiting or shivering

« Maternal temperature > 38 °C

+ Delayed initiation of breastfeeding

»  Prolonged hospitalization

* Maternal death (all cause) and maternal death due to bleeding were added as critical outcomes for the update of this
recommendation.
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Annex 4. Summary of the considerations related to
the strength of the recommendations
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Annex 5, GRADE Tables

Question: Standard care plus tranexamic acid compared to standard care alone for treating primary postpartum haemorrhage

Setting: Data from two studies, one conducted in France (5 tertiary care centres and 3 secondary care obstetric centres: 152 women) and one
multicentre RCT with 20 060 women (WOMAN trial).

WOMAN trial: Labour ward settings in high- (United Kingdom: 569 women), and low- and middle-income countries (Nigeria: 5711 women;
Pakistan: 5282 women; Uganda: 2235 women; Kenya: 1031 women; Cameroon: 893 women; Sudan: 860 women; Tanzania: 538 women; Nepal: 533
women; Zambia: 496 women; Albania: 485 women; Democratic Republic of Congo: 457 women; Bangladesh: 325 women; Ethiopia: 302 women;
Burkina Faso: 142 women; Jamaica: 73 women; Ghana: 41 women; Papua New Guinea: 38 women; Egypt: 33 women; Colombia: 8 women; Cote
d’lvoire: 8 women).

Bibliography: Shakur H, Beaumont D, Pavord S, Gayet-Ageron A, Ker K, Dowswell T, Mousa H. Antifibrinolytic drugs for treating primary
postpartum haemorrhage. Cochrane Database Syst Rev. 2017;(unpublished).

' Study nsistency | Indirectness cision  Other Standard Placebo or | Relative
i studies | desig consider- | care plus standard 95% Ch) 5% Ch)
5 ations tranexamic |care alone

acid

 Maternal mortality (all causes)

L e e ZZZ.:: Ao 385710059

] Maternal mort;a\-li-t.y. kdue to PPH)

_randomised
_ trials

. . i {from 58 fewer

. . . . . wwoees
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Study Inconsistency | Indirectn mprecision  Other Standard Placebo or Absolute
studies  design consider-  care plus standard 5% Cl) 95% Cl)
ations tranexamic | care alone
acid
Severe maternal morbidity (maternal respiratory failure)
1 randomised not serious  hot serious not serious  serious ? none 108710033 24/9985 RR 0.87 2 fewer pe PDHPO
trials {1.1%) 2% 0. 1000 MODERATE CRITICAL
f ore
04f r
Severe maternal morbidity (maternal seizure)
randomised not serious  not serious not serious  serious none 33/10110 43/10059 RRO.76 1 fewer per antaran]
trials {0.3%) 0.4% 0.49 to 1000 MODERATE CRITICAL
0 fh T ¥ it
to 2 fewer)
Severe maternal morbidity (hepatic failure)
randomised not serious  not serious not serious  serious none 29/10033 30/998 RR 0.96 0 fewer per DPD0
trials ).3%) { 0.58¢ 1000 MODERATE CRITICA
60 from 1 fewer
to 2 more)
Severe maternal morbidity (cardiac failure)
randomised not serious not serious not serious  serious ? none 110710033 5/998¢ RR 0.9 1 fewer per SPBO
trials %) % (0 1000 MODERATE CRITK
23 from 3 fewer
to 3 more)
Severe maternal morbidity (maternal renal failure)
randomised not serious not serious not serious  serious ® none 129/1011 8/10059 RR 1.0 1 more per PEDO
trials %) 2% 0.8¢ 1000 MODERATE CRITICA
.39 from 2 fewe
to 5 more)
Blood Products transfusion (all)
2 randomised not serious  serious not serious  not serious  nhone 474710113 5446/10059 RR 1.00 0 fewer per DPBO CRITICA
trials 54.1%) 54.1%) 0.97 to 1000 MODERAT
0 (f 6 fewe
to 16 more)
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iNo. of |Study Inconsistency | Indirectn Imprecision | Other Standard Placebo or Absolute
i studies | design consider- : care plus standard 5% Cl 95% Ch
ations tranexamic | care alone
acid
Additional blood loss > 500 mi
1 randomised serious * not serious not serious  serious ! none 12/77 {15.6%) 23/74 RR 0.5 155 fewer per ©G
frials 31.1%) (0.27 1000 L OW CRITICAL
0 fi fewer
0 227 fewer)
Additional blood loss > 1000 mi
randomised serious ¢ not serious not serious  very none 4/77 (5 8/74 RR 0.48 56 fewer per @GO00O
trials serious 0.8% {0.15 to 1000 VERY LOW CRITICAL
{from 57 more
to 92 fewer)
Additional uterotonics
randomised not serious  not seriou not serious  not serious  none 10032/10106  9964/10058 RR 1 0 fewer per fasTastastas]
trials 99.3%) 99 1 1000 HIGH CRITICA
(from O fewer
to 0 fewer
Surgical intervention (hysterectomy)
2 randomised not serious not serious not serious  not serious  none 358/10Q 52/10059 RR 1. 0 fewer per ey apiastas]
trial 3.5% 3.5% 0.88 1000 HIGH CRITICA
{from 4 fewer
to 6 more)
Surgical intervention (ligature)
randomised not serious  not seriou not serious  serious none 225/10109 255/10 RR 0.88 3 fewer per [slariaia)
trials 2.2% 2.5% {0.74 to 100 MODERATE CRITICAL
1.05 from 1 more
o 7 fewer
Surgical intervention (embolization)
i2 randomised not serious not serious not serious  serious none 15710109 8710059 RR0.82 0 fewer per QPHO
trials {0.1% 0.2% (0.4 1000 MODERATE CRITICAL
1.6 from 1 fewer
0 1 more)
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Study Inconsistency | Indirectn Imprecision | Other Standard Placebo or Absolute
design consider- : care plus standard {95% Cl 95% Cl)
ations ranexamic | care alone
acid
Surgical intervention (laparotomy)
1 randomised not serious not serious not seriolls  ‘not serious none 82/10032 /9985 RR 0.64 5 fewer per [asTastestes]
trials {0.8% 1.3% (0.49 to 1000 HIGH CRITICAL
0.8 {fro fewer
to 6 fewer)
Surgical intervention (brace sutures)
randomised not serious not serious not serious  not serious  none 300/10032 750/998 RR 1.19 5 more per astasias
trials 3.0% 2.5%) to 1000 HIGH CRITI
{from O fewer
to 10 more)
Invasive non-surgical intervention (intrauterine tamponade)
randomised not serious not serious not serious  not serious none 705/10032 729/9985 RR 0.96 3 fewer per eieies]
trials (7.0% 7.3%) 0.87 1000 HIG! CRITICAL
06 from4m
0 9 fewer
Invasive non-surgical intervention (manual removal of placenta)
randomised not serious not serious not serious  not serious none 918/10032 961/99 RRO.9 5 fewer per lastasiasiant
trials 9.2 9.6% 0.87¢ 1000 HIGH CRITICAL
04 (from 4 more
to 13 fewer)
Procedure-related complication (any maternal thromboembolic event)
randomised not serious not serious not serious  serious ® none 30/1003 34/9985 RR 0.88 0 fewer per PPDO
tria 0.3% {0.3% 0.54 ¢ 1000 MODERATE CRITICA
43 from 1 re
to 2 fewer)
Procedure-related complication (deep venous thrombosis)
randomised not serious  not serious not serious = serious none 5410110 8/10059 RR O.62 ) fewer per layia e
trials 0.0% (0.1% {0.20 to 100 MODE CRI
.88 from 1 fewer
o 1 more)
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iNo. of |Study Inconsistency | Indirectn Imprecision | Other Standard Placebo or Absolute
i studies | design consider- : care plus standard 5% 95% Ch
ations tranexamic | care alone
acid
Procedure-related complication (pulmonary embolism)
i randomised not serious not serious not serious  serious ? none 17/100 20/998 RR 0.85 0 fewer per SPPRO
trials 0.2%) (0.2% 0.44 to 1000 MODERATE CRITICA
6 (from 1 fewer
to 1 more)
Procedure-related complication (myocardial infarction)
randomised not serious not serious not serious  serious ? none 2/1003 3/9985 RR 0.66 0 fewer per DHDO
trials {0.0 (0.0%) 0 1000 MODERATE CRITICA
3.9 (from 0 fewer
to 1 more)
Procedure-related complication (stroke)
randomised not serious = not serious not serious  serious ? none 8/100 6/9985 RR 1.33 0 fewer per SPDHO
trial 0.1% 0.1% 0.46 to 1000 MODERATE CRITICAL
3.8 from 0 fewer
0 2 more)
Procedure-related complication (neonatal thromboembolic event)
randomised not serious not serious not serious  very none 0/1003 0/9985 No events No events 00
trials serious 2 LOW CR
Procedure-related complication (death of breastfed baby)
randomised not serious not serious not serious  serious none 8/1003 7/9985 RR 1.1 0 fewer per PRPO No baby
trial 2. 1% (0. 17 (0.4 1000 MODE - outcomes
3.14 from 0 fewer in WHO but
0 2 more) this could
be seen as
a procedure
related
complica-
tion

Cl: Confidence interval; RR: Risk ratio; MD: Mean difference

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Explanations
a. Wide confidence interval crossing the line of no effect

b. Wide confidence interval that includes the line of no effect

O

. Single study with design limitations (no blinding)
d. Few events, small sample size, and wide confidence interval crossing the line of no effect

e. Moderate statistical heterogeneity and may be clinical heterogeneity

—+

. Single study with small sample size

g. No events

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Question: Standard care plus tranexamic acid compared to placebo or standard care alone for treating primary postpartum haemorrhage
(subgroup time from birth)

Setting: Data from one multicentre RCT with 20 060 women (WOMAN trial). Labour ward settings in high- (United Kingdom: 569 women), and low-
and middle-income countries (Nigeria: 5711 women; Pakistan: 5282 women; Uganda: 2235 women; Kenya: 1031 women; Cameroon: 893 women;
Sudan: 860 women; Tanzania: 538 women; Nepal: 533 women; Zambia: 496 women; Albania: 485 women; Democratic Republic of Congo: 457
women; Bangladesh: 325 women; Ethiopia: 302 women; Burkina Faso: 142 women; Jamaica: 73 women; Ghana: 41 women; Papua New Guinea: 38
women; Egypt: 33 women; Colombia: 8 women; Cote d’lvoire: 8 women).

Bibliography: Shakur H, Beaumont D, Pavord S, Gayet-Ageron A, Ker K, Dowswell T, Mousa H. Antifibrinolytic drugs for treating primary
postpartum haemorrhage. Cochrane Database Syst Rev. 2017;(unpublished).

; Risk of bias | Inconsistency | Indirectness | Imprecision | Other Standard Placebo or  Relative bsolute
istudies | design consider-  care plus standard 95% CI) 95% Ch
ations tranexami care alone
acid

Maternal mortality due to bleeding (subgroup time from birth) - less than 1 hour

randomised not serious  hot serious not serious = serious none 49/4846 60/4726 RR 0.80 3 fewer per PO
trials 0%) (1.3% 0.55to 1000 MODERATE CRITICAL
6 from 2 more
to 6 fewer)

Maternal mortality due to bleeding (subgroup time from birth) - 1 to 3 hours

randomised not serious  not serious not serious  not serious  none 674 67/2682 RR 0.6 10 fewer per  ©BHPD
tria % 2.5% (0.41 t 1000 HIGH CRITICAL
0.88 from 3 fewer
to 15 fewer)
Maternal mortality due to bleeding (subgroup time from birth) - more than 3 hours
randomised not serious  not serious not serious  serious * none 66/2514 63/2569 RR 1.07 2 more per BPBC
trials 2.6% (2.57 (0.76 t 1000 MODERATE  CRITICAL
1.51 from 6 fewer
o 13 more)

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Inconsistency | Indirectn Imprecision : Other Standard Placebo or Absolute
studies | design consider-  care plus standard 95% Cl 95% Ch)
ations tranexamic | care alone
acid
Maternal mortality (all cause) (subgroup time from birth) - less than 1 hour
1 randomised not serious  not serious not serious  serious ? none 80748 80/4726 RR 0.98 fewer per DDPO
trials {1.7%) 1.7% 0.72 1000 MODERATE CRITICAL
from 5 fewer
to 6 more)
Maternal mortality (all cause) (subgroup time from birth) - 1 to 3 hours
randomised hot serious  not serious not serious  not serious  none 57/2674 83/268 RR 0.69 10 fewer per GOGD
trials 2.1%) 3.1%) {0.49 to 1000 HIGH CRITICAL
0.96 (from 1 fewer
to 16 fewer)
Maternal mortality (all cause) (subgroup time from birth) - more than 3 hours
randomised not serious  pot serious not serious  serious none 90/2514 92/2569 RR 1.0 0 fewer per DBDO
tria 6 3.6 0.75 1000 MODERATE CRITICAL
rom 9 fewer
to ore)
Composite outcome: death or hysterectomy by subgroups (timing) - less than 1 hour
randomised not serious  not serious not serious  serious none 253/4844 22974726 RR 1.08 4 more per faslayia®
tria 5. 4.8% 0.91t 1000 DERATE CRITICAL
28 {from 4 fewer
to 14 more)
Composite outcome: death or hysterectomy by subgroups (timing) - 1 to 3 hours
randomised not serious  not serious not serious  serious ® none 12272672 54/2682 RR 0.80 11 fewer per @OD
tria 4.6% 7% 0.63 t 1000 MODERATE CRITICAL
0o from O fewer
to 21 fewer)
Composite outcome: death or hysterectomy by subgroups (timing) - more than 3 hours
randomised not serious  not serious not serious  serious @ none 159/25 61/2569 RR 1.01 1 more per Blaae
tria 6.3% 6.3% (0.82t 1000 MODERATE  CRITICA
1.25 from 11 fewer
to 16 more)

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Study Risk Inconsistency | Indirectness Other Standard Placebo or | Relative Absolute

studies | design consider- | care plus standar (95% ClI 95% Cl)
ations tranexamic | care alone
acid

Laparotomy for bleeding (subgroups by timing) - less than 1 hour
1 randomised not serious not serious not serious  not serious none 22/484 45/4726 RR 0.48 5 fewer per lanantartay

trials ( ) 1.0% {0.29 to 1000 HIGH CRITICAL

0.79) (from 2 fewer
to 7 fewer)

Laparotomy for bleeding (subgroups by timing) - 1 to 3 hours

randomised not serious not serious not serious  not serious  none 19/267 35/2682 RR 0.54 6 fewer per lantanianias!
trials 0.7%) 1.3%) (0.31 to 1000 HIGH CRITICAL
0.95 (f fewer
to 9 fewer)

Laparotomy for bleeding (subgroups by timing) - more than 3 hours

Explanations
a. Wide 95% Cl crossing the line of no effect

b. Wide 95% Cl including the line of no effect

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Jada System 510(k) Alydia Health

3495 Edison Way
Menlo Park, CA 94025 USA

Premarket Notification: Traditional 510{

Jada® System

May 1, 2020

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Jada System 510(k) Alydia Health
TABLE OF CONTENTS

Section | Section Title Page No.

No.

-- Title Page 1

-- Table of Contents 2

1 CDRH Cover Sheet Cover
Sheets

2 User Fee Cover Sheet Cover
Sheets

3 Cover Letter 3-1

4 Completed Acceptance Checklist 4-1

5 Indications for Use Statement (Form 3881) 5-1

6 510(k) Summary (21 CFR § 807.92(c)) 6-1

7 Truthful and Accurate Statement (21 CFR 807.87(1)) 7-1

8 Class Il Certification 8-1

9 Clinical Trial Information 9-1

10 Prior Submissions 10-1

11 Voluntary Consensus Standards 11-1

12 Device Description 12-1

13 Substantial Equivalence Discussion 13-1

14 Labeling 14-1

15 Sterilization 15-1

16 Shelf Life 16-1

17 Biocompatibility 17-1

18 Software & Cybersecurity 18-1

19 Electrical Safety and EMC 19-1

20 Performance Data: Nonclinical 20-1

21 Performance Data: Clinical 21-1

2

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Jada System 510(k) Alydia Health
List of Exhibits

Exhibit Number! | Exhibit Name

Exhibit 9.A Completed FDA Form 3454

Exhibit 9.B Completed FDA Form 3674

Exhibit 13.A Predicate device labeling

Exhibit 14.A Jada System Instructions for Use

Exhibit 14.B Jada System Product Labels

Exhibit 14.C Jada System Quick Reference Guide

Exhibit 17.A Sensitization

Exhibit 17.B ( b) (4) Vaginal [rritation

Exhibit 17.C Systemic Toxicity

Exhibit 17.D (b)(4) i Cytotoxicity
Exhibit 17.E Material Mediated Pyrogenicity
Exhibit 17.F " Hemolysis
Exhibit 20.A

Exhibit 20.B

Exhibit 20.C

Exhibit 20.D

Exhibit 20.E

Exhibit 20.F

Exhibit 20.G

Exhibit 20.H

Exhibit 20.1

Exhibit 20.]

Exhibit 20.K

Exhibit 20.L

Exhibit 20.M

Exhibit 20.N

Exhibit 21.A. Clinical study report for Indonesia Pilot Study
Exhibit 21.B. Clinical study report for PEARLE Pivotal IDE Study

Statistical Data Folder

File

Location

Raw data files in .sas7bdat format

Statistical Data folder

Data dictionary

Statistical Data folder

1 Exhibit numbers are based on corresponding section within 510(k), so not

consecutive within the Exhibit list

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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| SAS FILEPROCEDURE4

DATA.!

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Clinical Studies

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Clinical Studies

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Clinical Studies

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Clinical Studies

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Clinical Studies

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Clinical Studies

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Clinical Studies
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(b)(4) Clinical Studies

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Clinical Studies

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Clinical Studies

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Clinical Studies

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Clinical Studies

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Clinical Studies

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Clinical Studies

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Clinical Studies

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Clinical Studies

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Clinical Studies
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(b)(4) Clinical Studies

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Clinical Studies

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Clinical Studies

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Clinical Studies

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Clinical Studies
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(b)(4) Clinical Studies

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Clinical Studies

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Clinical Studies
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(b)(4) Clinical Studies

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Clinical Studies
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(b)(4) Clinical Studies

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Clinical Studies

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Clinical Studies

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Clinical Studies

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Clinical Studies

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Clinical Studies

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Clinical Studies

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Clinical Studies

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Clinical Studies

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Clinical Studies
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(b)(4) Clinical Studies
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Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Clinical Studies
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(b)(4) Clinical Studies
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(b)(4) Clinical Studies
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(b)(4) Clinical Studies
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(b)(4) Clinical Studies
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(b)(4) Clinical Studies
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(b)(4) Clinical Studies

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118




Records processed under FOIA Request 2023-3972; Released by CDRH on 4-01-2024

(b)(4) Clinical Studies
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Food and Drug Administration

I@ A s Certi_fication of Cor_np_)lianc_e, under 42 U.S.C. § 282(j)(5)(B), wit!1
Requirements of ClinicalTrials.gov Data Bank (42 U.S.C. § 282(j))

(For submission with an application/submission, including amendments, supplements, and resubmissions, under §§ 505, 515, 520(m), or 510(k) of the
Federal Food, Drug, and Cosmetic Act or § 351 of the Public Health Service Act.)

SPONSOR | APPLICANT | SUBMITTER INFORMATION

1. NAME OF SPONSOR/APPLICANT/SUBMITTER 2. DATE OF THE APPLICATION/SUBMISSION
Alvidia Healh WHICH THIS CERTIFICATION ACCOMPANIES
y, 1a nea
Y May 1, 2020
3. ADDRESS (Number, Street, State, and ZIP Code) 4. TELEPHONE AND FAX NUMBERS
(Include Area Code)
3495 Edison Way 415-990-4104
Menlo Park, CA 94025 (Tel)
USA
(Fax) 4153543473

PRODUCT INFORMATION
5. FOR DRUGS/BIOLOGICS: Include Any/All Available Established, Proprietary and/or Chemical/Biochemical/Blood/Cellular/Gene Therapy Product Name(s)
FOR DEVICES: Include Any/All Common or Usual Name(s), Classification, Trade or Proprietary or Model Name(s) and/or Model Number(s)
(Aftach extra pages as necessary)
[ o]

Current name: Jada System

Prior name: InPress Device

Common name: Intraunterine Tamponade Balloon

Classification name: Obstetric-Gynecologic Specialized Manual Instrument

APPLICATION ! SUBMISSION INFORMATION |

6. TYPE OF APPLICATION/SUBMISSION WHICH THIS CERTIFICATION ACCOMPANIES

[ ]ND [ ] NDA [ ] ANDA [ ]BLA []PmA [ ] HDE K] 510k [ ] PDP [] other

7. INCLUDE IND/NDA/ANDA/BLA/PMA/HDE/510(k)/PDP/OTHER NUMBER (/f number previously assigned)

8. SERIAL NUMBER ASSIGNED TO APPLICATION/SUBMISSION WHICH THIS CERTIFICATION ACCOMPANIES

l CERTIFICATION STATEMENT / INFORMATION

9. CHECK ONLY ONE OF THE FOLLOWING BOXES (See instructions for additional information and expfanation)
[ ] A I certify that the requirements of 42 U.S.C. § 282(j), Section 402(j) of the Public Health Service Act, enacted by 121 Stat. 823, Public Law
110-85, do not apply because the application/submission which this certification accompanies does not reference any clinical trial.
[] B. 1 certify that the requirements of 42 U.S.C. § 282(j), Section 402(j) of the Public Health Service Act, enacted by 121 Stat. 823, Public Law
110-85, do not apply to any clinical trial referenced in the application/submission which this certification accompanies.

¥] C. | certify that the requirements of 42 U.S.C. § 282(j), Section 402(j) of the Public Health Service Act, enacted by 121 Stat. 823, Public Law
110-85, apply to one or more of the dlinical trials referenced in the application/submission which this certification accompanies and that
those requirements have been met.

10. IF YOU CHECKED BOX C, IN NUMBER 9, PROVIDE THE NATIONAL CLINICAL TRIAL (NCT) NUMBER(S) FOR ANY "APPLICABLE CLINICAL TRIAL(S),"
UNDER 42 U.S.C. § 282(j}(1)(A)i), SECTION 402(j}{1){(A)i) OF THE PUBLIC HEALTH SERVICE ACT, REFERENCED IN THE APPLICATION/
SUBMISSION WHICH THIS CERTIFICATION ACCOMPANIES (Attach extra pages as necessary)

NCT Number(s): 02883673 04364386

The undersigned declares o the best of her/lis knowleddge that this is an accurate trie and complete submission of information. | Understand that the
failure to submit the certification required by 42 11 S ¢ & 9890MBY B section 402(0)51B) of the Public Health Service Act and the knowing submission

of a false cerdification under such section are prohibited acts under 21 U 8 €. 8 331 sechivn 301 of the Federal Food Dirug. and Cosmetic Act.
Warning: A wilfully and knowingly false statement is a criminal offense. L1 8 Gode fitle 18 section 1001

11. SIGNATURE OF SPONSOR/APPLICANT/SUBMITTER OR AN 12. NAME AND TITLE OF THE PERSON WHO SIGNED IN NO. 11
AUTHORIZED REPRESENTATIVE (8ign) )
Kathryn D. Wine, MPH

I 6 (Name)
( ) ( ) . Vice President, Clinical Operations
(Title)

13. ADDRESS (Number, Street, State, and ZIP Code) (of person identified 14. TELEPHONE AND FAX NUMBERS 15. DATE OF
in Nos. 11 and 12) (Include Area Code) CERTIFICATION
Alydia Health (Tel.) 415-990-4104
3495 Edison Way 30APR2020
Menlo Park, CA 94025 (Fax) 415-354-3473

Form FDA 3674 (11/08) @rR&NT? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118 PSC Grahics: (301) 443-1090 EF
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Certification of Compliance, under 42 U.S.C. § 282(j)(5)(B), with Requirements of ClinicaiTrials.gov Data Bank (42 U.S.C. § 282(j))
Form 3674 must accompany an application/submission, including amendments, supplements, and resubmissions, submitted under §§ 505,
515, 520(m), or 510(k) of the Federal Food, Drug, and Cosmetic Act or § 351 of the Public Health Service Act.

1. Name of Sponsor/Applicant/Submitter - This is the name of the sponsor/applicant/submitter of the drug/biologic/device application/
submission which the certification accompanies. The name must be identical to that listed on the application/submission.

N

Date - This is the date of the application/submission which the certification accompanies.

(2]

. & 4. - Provide complete address, telephone number and fax number of the sponsor/applicant/submitter.

Product information - For Drugs/Biologics: Provide the established, proprietary name, and/or chemical/biochemical/blood product/
cellular/gene therapy name(s) for the product covered by the application/submission. Include all available names by which the product is
known. For Devices: Provide the common or usual name, classification, trade or proprietary or model name(s), and/or model number(s).
Include all available names/model numbers by which the product is known.

6. Type of Application/Submission - Identify the type of application/submission which the certification accompanies by checking the
appropriate box. If the name of the type of application/submission is not identified, check the box labeled "Other.”

7. IND/NDA/ANDA/BLA/PMA/HDE/510(k)/PDP/Other Number - If FDA has previously assigned a number associated with the application/
submission which this certification accompanies, list that number in this field. For example, if the application/submission accompanied by
this certification is an IND protocol amendment and the IND number has already been issued by FDA, that number should be provided in
this field.

8. Serial Number - In some instances a sequential serial number is assigned to the application. If there is such a serial number, provide it in
this field. If there is no such number, leave this field blank.

9. Certification - This section contains three different check-off boxes.

Box A should be checked if the sponsor/applicant/submitter has concluded that the requirements of 42 U.S.C. § 282(j), section 402(j) of
the Public Health Service Act, do not apply because no dlinical trials are included, relied upon, or otherwise referred to, in the application/
submission which the certification accompanies.

Box B should be checked if the sponsor/applicant/submitter has concluded that the requirements of 42 U.S.C. § 282(j), section 402(j) of
the Public Health Service Act, do not apply at the time of submission of the certification to any clinical trials that are included, relied upon,
or otherwise referred to, in the application/submission which the certification accompanies. This means that, even though some or all of the
clinical trials included, relied upon, or otherwise referred to in the application/submission may be “applicable clinical trials” under 42 U.S.C.
§ 282(j)}{(1 XA)(i), section 402(j)}{(1)(A)i) of the Public Health Service Act, on the date the certification is signed, 42 U.S.C. § 282(j), section
402(j) of the Public Health Service Act, does not require that any information be submitted to the ClinicalTrials.gov Data Bank with respect
to those clinical trials.

Box C should be checked if the sponsor/applicant/submitter has concluded that the requirements of 42 U.S.C. § 282(j), section 402(j) of
the Public Health Service Act, do apply, on the date the certification is signed, to some or all of the clinical trials that are included, relied
upon, or otherwise referred to, in the application/submission which the certification accompanies. This means that, as of the date the
certification is signed, the requirements of 42 U.S.C. § 282(j), section 402(j) of the Public Health Service Act, apply to one or more of the
clinical trials included, relied upon, or otherwise referred to, in the application/submission which this certification accompanies.

10. National Clinical Trial (NCT) Numbers - If you have checked Box C in number 9 (Certification), provide the NCT Number obtained from
www.ClinicalTrials.gov for each clinical trial that is an "applicable clinical trial® under 42 U.S.C. § 282(j)(1)(AXi), section 402(j){1)(AXi) of the
Public Health Service Act, and that is included, relied upon, or otherwise referred to, in the application/submission which the certification
accompanies. Type only the number, as the term "NCT" will be added automatically before number. Include any and all NCT numbers that,
as of the date the certification is signed, have been assigned to the clinical trials included, relied upon, or otherwise referred to, in the
application/submission which this certification accompanies. Muitiple NCT numbers may be required for a particular certification,
depending on the number of "applicable clinical trials” included, relied upon, or otherwise referred to, in the application/submission which
the certification accompanies. Leave this field blank if you have checked Box 9.C but, at the time the certification is completed, you have
not yet received any NCT numbers for the "applicable clinical trial(s)" included, relied upon, or otherwise referred to in the application/
submission.

11. Signature of Sponsor/Applicant/Submitter or an Authorized Representative - The person signing the certification must sign in this
field.

12. Name and Title of Person Who Signed in number 11 - Include the name and title of the person who is signing the certification. If the
person signing the certification is not the sponsor/applicant/submitter of the application/submission, he or she must be an authorized
representative of the sponsor/applicant/submitter.

13. & 14. - Provide the full address, telephone and fax numbers of the person who is identified in number 11 and signs the certification in
number 11.

15. Provide the date the certification is signed. This date may be different from the date provided in number 2.

Paperwork Reduction Act Statement

Public reporting burden for this collection of information is estimated to average 15 minutes and 45 minutes (depending on the type of application/submission)
per response, including time for reviewing instructions. Send comments regarding this burden estimate or any other aspect of this collection of information,
including suggestions for reducing this burden, to the address below.

Department of Health and Human Services An agency may not conduct or sponsor, and a person is
Food and Drug Administration not required to respond to, a collection of information,
Office of the Chief Information Officer (HFA-250) unless it displays a currently valid OMB control number.

5600 Fishers Lane
Rockville, MD 20857

Form FDA 3674 (11/08) @B#wp? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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ADRIMIRTHRATION

August 28, 2020

Alydia Health

% Cindy Domecus, R.A.C.
Principal

Domecus Consulting Services LLC
1171 Barroilhet Drive
Hillsborough, CA 94010

Re:  K201199
Trade/Device Name: Jada® System
Regulation Number: 21 CFR§ 884.4530
Regulation Name: Obstetric-gynecologic specialized manual instrument
Regulatory Class: 11
Product Code: OQY
Dated: July 27,2020
Received: July 29, 2020

Dear Cindy Domecus:

We have reviewed your Section 510(k) premarket notification of intent to market the device referenced
above and have determined the device is substantially equivalent (for the indications for use stated in the
enclosure) to legally marketed predicate devices marketed in interstate commerce prior to May 28, 1976, the
enactment date of the Medical Device Amendments, or to devices that have been reclassified in accordance
with the provisions of the Federal Food, Drug, and Cosmetic Act (Act) that do not require approval of a
premarket approval application (PMA). You may, therefore, market the device, subject to the general
controls provisions of the Act. Although this letter refers to your product as a device, please be aware that
some cleared products may instead be combination products. The 510(k) Premarket Notification Database
located at https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfpmn/pmn.cfm identifies combination
product submissions. The general controls provisions of the Act include requirements for annual registration,
listing of devices, good manufacturing practice, labeling, and prohibitions against misbranding and
adulteration. Please note: CDRH does not evaluate information related to contract liability warranties. We
remind you, however, that device labeling must be truthful and not misleading.

If your device is classified (see above) into either class II (Special Controls) or class 11l (PMA), it may be
subject to additional controls. Existing major regulations affecting your device can be found in the Code of
Federal Regulations, Title 21, Parts 800 to 898. In addition, FDA may publish further announcements
concerning your device in the Federal Register.

Please be advised that FDA's issuance of a substantial equivalence determination does not mean that FDA
has made a determination that your device complies with other requirements of the Act or any Federal
statutes and regulations administered by other Federal agencies.

11.5. Food & Drug Administration
10903 New Hampshire Avenue
Silver Spring, MD 20993
www.fda.gov
Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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You must comply with all the Act's requirements, including, but not limited to: registration and listing (21
CFR Part 807); labeling (21 CFR Part 801); medical device reporting (reporting of medical device-related
adverse events) (21 CFR 803) for devices or postmarketing safety reporting (21 CFR 4, Subpart B) for
combination products (see https://www.fda.gov/combination-products/guidance-regulatory-
information/postmarketing-safety-reporting-combination-products); good manufacturing practice
requirements as set forth in the quality systems (QS) regulation (21 CFR Part 820) for devices or current
good manufacturing practices (21 CFR 4, Subpart A) for combination products; and, if applicable, the
electronic product radiation control provisions (Sections 531-542 of the Act); 21 CFR 1000-1050.

Also, please note the regulation entitled, "Misbranding by reference to premarket notification” (21 CFR Part
807.97). For questions regarding the reporting of adverse events under the MDR regulation (21 CFR Part
803), please go to https://www.fda.gov/medical-devices/medical-device-safety/medical-device-reporting-
mdr-how-report-medical-device-problems.

For comprehensive regulatory information about medical devices and radiation-emitting products, including
information about labeling regulations, please see Device Advice (https://www.fda.gov/medical-
devices/device-advice-comprehensive-regulatory-assistance) and CDRH Learn
(https://www.fda.gov/training-and-continuing-education/cdrh-learn). Additionally, you may contact the
Division of Industry and Consumer Education (DICE) to ask a question about a specific regulatory topic. See
the DICE website (https://www.fda.gov/medical-devices/device-advice-comprehensive-regulatory-
assistance/contact-us-division-industry-and-consumer-education-dice) for more information or contact DICE
by email (DICE@fda.hhs.gov) or phone (1-800-638-2041 or 301-796-7100).

Sincerely,

Monica D. Garcia, Ph.D.

Acting Assistant Director

DHT3B: Division of Reproductive,
Gynecology and Urology Devices

OHT3: Office of GastroRenal, ObGyn,
General Hospital and Urology Devices

Office of Product Evaluation and Quality

Center for Devices and Radiological Health

Enclosure

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Jada System 510(k) Alydia Health

SECTION 15: STERILIZATION

There is no device-specific guidance document, special controls document or
requirements in a device-specific classification regulation regarding sterility and/or
reprocessing that is applicable to the subject device.

The Jada System is provided sterile by Alydia Health and is a single-patient use
device.

The subject device is not end user sterilized or disinfected or reusable. The Jada
System is a single-patient use device.

The sterilization information provided below is specific to the Jada System:

A. Sterilization Method
Gamma Radiation

B. Description of Method to Validate th